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F1M_FSKK: Kaplan-Meier plot of MI by subgroup treatment at randomisation 
T1I_FSTS: Time to stroke by subgroup 

Subgroup Analysis DAPA-CKD



F1I_FSKA: Kaplan-Meier plot of stroke by subgroup age 

F1I_FSKB: Kaplan-Meier plot of stroke by subgroup sex 

F1I_FSKC: Kaplan-Meier plot of stroke by subgroup race 

F1I_FSKD: Kaplan-Meier plot of stroke by subgroup region 

F1I_FSKE: Kaplan-Meier plot of stroke by subgroup T2DM 

F1I_FSKF: Kaplan-Meier plot of stroke by subgroup UACR status 

F1I_FSKG: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 1) 

F1I_FSKH: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 2) 

F1I_FSKI: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 3) 

F1I_FSKJ: Kaplan-Meier plot of stroke by subgroup systolic blood pressure 

F1I_FSKK: Kaplan-Meier plot of stroke by subgroup treatment at randomisation 

T1T2D_NSPS: Proportion of patients with a new diagnosis of diabetes mellitus by subgroup  

T1P6_FSTS: Time to serum potassium > 6.0 mmol/L by subgroup 

F1P6_FSKA: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup age 

F1P6_FSKB: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup sex 

F1P6_FSKC: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup race 
F1P6_FSKD: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup region 

F1P6_FSKE: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup T2DM 
F1P6_FSKF: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup UACR 

status 
F1P6_FSKG: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR 

(cutoff 1) 

F1P6_FSKH: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR 
(cutoff 2) 

F1P6_FSKI: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR 
(cutoff 3) 

F1P6_FSKJ: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup systolic 
blood pressure 

F1P6_FSKK: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup treatment at 
randomisation 

T1P5_FSTS: Time to serum potassium > 5.5 mmol/L by subgroup  

Subgroup Analysis DAPA-CKD



F1P5_FSKA: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup age 
F1P5_FSKB: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup sex 

F1P5_FSKC: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup race 
F1P5_FSKD: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup region 

F1P5_FSKE: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup T2DM 
F1P5_FSKF: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup UACR 

status 
F1P5_FSKG: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR 

(cutoff 1) 

F1P5_FSKH: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR 
(cutoff 2) 

F1P5_FSKI: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR 
(cutoff 3) 

F1P5_FSKJ: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup systolic 
blood pressure 

F1P5_FSKK: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup treatment at 
randomisation 

T1P4_FSTS: Time to serum potassium < 3.5 mmol/L by subgroup 
F1P4_FSKA: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup age 
F1P4_FSKB: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup sex 
F1P4_FSKC: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup race 

F1P4_FSKD: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup region 

F1P4_FSKE: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup T2DM 

F1P4_FSKF: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup UACR 
status 

F1P4_FSKG: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR 
(cutoff 1) 

F1P4_FSKH: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR 
(cutoff 2) 

F1P4_FSKI: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR 
(cutoff 3) 

F1P4_FSKJ: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup systolic 
blood pressure 

F1P4_FSKK: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup treatment at 
randomisation 

T1P3_FSTS: Time to serum potassium < 3.0 mmol/L by subgroup 

Subgroup Analysis DAPA-CKD



F1P3_FSKA: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup age 

F1P3_FSKB: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup sex 

F1P3_FSKC: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup race 

F1P3_FSKD: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup region 

F1P3_FSKE: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup 

T2DM F1P3_FSKF: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup 

UACR status 

F1P3_FSKG: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR 
(cutoff 1) 
F1P3_FSKH: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR 
(cutoff 2) 
F1P3_FSKI: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR 
(cutoff 3) 

F1P3_FSKJ: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup systolic 
blood pressure 

F1P3_FSKK: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup treatment at 
randomisation  

T1VASI_FSPS: EQ-5D VAS: Increase by at least 15 points by subgroup 

T1VASD_FSPS: EQ-5D VAS: Decrease by at least 15 points by subgroup 

T1PCSI_FSPS: KDQOL-36 - PCS: Increase by at least 15 points by subgroup 

T1PCSD_FSPS: KDQOL-36 - PCS: Decrease by at least 15 points by subgroup 

T1MCSI_FSPS: KDQOL-36 - MCS: Increase by at least 15 points by subgroup 

T1MCSD_FSPS: KDQOL-36 - MCS: Decrease by at least 15 points by subgroup  

 T1KBUI_FSPS: KDQOL-36 - Burden of kidney disease: Increase by at least 15 points 

by subgroup
 T1KBUD_FSPS: KDQOL-36 - Burden of kidney disease: Decrease by at least 15 points 
by subgroup 

 T1KEFI_FSPS: KDQOL-36 - Effect of kidney disease: Increase by at least 15 points by 
subgroup 

 T1KEFD_FSPS: KDQOL-36 - Effect of kidney disease: Decrease by at least 15 points by 
subgroup  
T1KSYI_FSPS: KDQOL-36 - Symptom/problem: Increase by at least 15 points by subgroup  
T1KSYD_FSPS: KDQOL-36 - Symptom/problem: Decrease by at least 15 points by 
subgroup 

T1A_SSIS: Proportion of subjects with AEs by subgroup 

T1AN_SSIS: Proportion of subjects with non-severe AEs by subgroup 

T1AC_SSIS: Proportion of subjects with severe AEs by subgroup 

Subgroup Analysis DAPA-CKD



Subgroup Analysis DAPA-CKD

T1AS_SSIS: Proportion of subjects with serious AEs by subgroup 
T1AD_SSIS: Proportion of subjects with AEs leading to death by subgroup  
T1AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication 
by subgroup  
T1ATS_SSIS: Proportion of subjects with serious AEs leading to discontinuation of study 
medication by subgroup 
T1AA_SSIS: Proportion of subjects with non-disease related AEs by subgroup 
T1AAC_SSIS: Proportion of subjects with non-disease related severe AEs by subgroup 
T1AAS_SSIS: Proportion of subjects with non-disease related serious AEs by subgroup  
T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup 
T1AC_SSSS: Proportion of subjects with severe AEs by SOC/preferred term by subgroup 
T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup  
T1ASV_SSIS: Proportion of subjects with AEOSI: Symptoms of volume depletion by 
subgroup 
T1AR_SSIS: Proportion of subjects with AEOSI: Renal AEs by subgroup 
T1AH_SSIS: Proportion of subjects with AEOSI: Major hypoglycemic events by subgroup  
T1AFR_SSIS: Proportion of subjects with AEOSI: Fractures by subgroup 
T1AK_SSIS: Proportion of subjects with AEOSI: Diabetic ketoacidosis by subgroup  
T1AGF_SSIS: Proportion of subjects with AEOSI: AEs indicating genital area infections or 
necrotizing fascitis by subgroup 
T1AM_SSIS: Proportion of subjects with AEOSI: AEs leading to amputation by subgroup

T1AL_SSIS: Proportion of subjects with AEOSI: AEs leading to a risk for lower 
limb amputation by subgroup 
T1ALF_SSIS: Proportion of subjects with AEOSI: Diabetic foot related AEs by subgroup 
T1ALT_SSIS: Proportion of subjects with AEOSI: Nervous system disorders by subgroup 
T1ALW_SSIS: Proportion of subjects with AEOSI: Wound infection by subgroup 
T1ALV_SSIS: Proportion of subjects with AEOSI: Vascular AEs by subgroup 
T1ALP_SSIS: Proportion of subjects with AEOSI: Volume depletion by subgroup  



 
T1ASVN_SSIS: Proportion of subjects with AEOSI: Non-severe symptoms of volume 
depletion by subgroup 

T1ASVC_SAIS: Proportion of subjects with AEOSI: Severe symptoms of volume depletion 
by subgroup 

T1ASVS_SAIS: Proportion of subjects with AEOSI: Serious symptoms of volume depletion 
by subgroup  
T1AFRN_SSIS: Proportion of subjects with AEOSI: Non-severe fractures by subgroup  

T1AFRC_SAIS: Proportion of subjects with AEOSI: Severe fractures by subgroup  
T1AFRS_SAIS: Proportion of subjects with AEOSI: Serious fractures by subgroup  

T1ARN_SSIS: Proportion of subjects with AEOSI: Non-severe renal AEs by subgroup  
T1ARC_SAIS: Proportion of subjects with AEOSI: Severe renal AEs by subgroup  

T1ARS_SAIS: Proportion of subjects with AEOSI: Serious renal AEs by subgroup  

T1ALN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs leading to a risk for 
lower limb amputation by subgroup  

T1ALC_SAIS: Proportion of subjects with AEOSI: Severe AEs leading to a risk for lower 
limb amputation by subgroup  

T1ALS_SAIS: Proportion of subjects with AEOSI: Serious AEs leading to a risk for lower 
limb amputation by subgroup  
T1ALVN_SSIS: Proportion of subjects with AEOSI: Non-severe vascular AEs by subgroup

T1ALVC_SAIS: Proportion of subjects with AEOSI: Severe vascular AEs by subgroup 

T1ALVS_SAIS: Proportion of subjects with AEOSI: Serious vascular AEs by subgroup 

T1ALFN_SSIS: Proportion of subjects with AEOSI: Non-severe diabetic foot related AEs by 
subgroup  

T1ALFC_SAIS: Proportion of subjects with AEOSI: Severe diabetic foot related AEs by 
subgroup  

T1ALFS_SAIS: Proportion of subjects with AEOSI: Serious diabetic foot related AEs by 
subgroup  
T1ALWN_SSIS: Proportion of subjects with AEOSI: Non-severe wound infection by 
subgroup  
T1ALWC_SAIS: Proportion of subjects with AEOSI: Severe wound infection by subgroup  

T1ALWS_SAIS: Proportion of subjects with AEOSI: Serious wound infection by subgroup  

T1ALTN_SSIS: Proportion of subjects with AEOSI: Non-severe nervous system disorders by 
subgroup  

T1ALTC_SAIS: Proportion of subjects with AEOSI: Severe nervous system disorders by 
subgroup  

T1ALTS_SAIS: Proportion of subjects with AEOSI: Serious nervous system disorders by 
subgroup  

Subgroup Analysis DAPA-CKD



T1ALPN_SSIS: Proportion of subjects with AEOSI: Non-severe volume depletion by 
subgroup  

T1ALPC_SAIS: Proportion of subjects with AEOSI: Severe volume depletion by subgroup  

T1ALPS_SAIS: Proportion of subjects with AEOSI: Serious volume depletion by subgroup 

T1AGFN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs indicating genital area 
infections or necrotizing fascitis by subgroup  
T1AGFC_SAIS: Proportion of subjects with AEOSI: Severe AEs indicating genital area 
infections or necrotizing fascitis by subgroup  

T1AGFS_SAIS: Proportion of subjects with AEOSI: Serious AEs indicating genital area 
infections or necrotizing fascitis by subgroup  

T1AMN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs leading to amputation 
by subgroup  
T1AMC_SAIS: Proportion of subjects with AEOSI: Severe AEs leading to amputation by 
subgroup  
T1AMS_SAIS: Proportion of subjects with AEOSI: Serious AEs leading to amputation by 
subgroup  

T1AKN_SSIS: Proportion of subjects with AEOSI: Non-severe Diabetic ketoacidosis by 
subgroup  

T1AKC_SAIS: Proportion of subjects with AEOSI: Severe Diabetic ketoacidosis by subgroup

T1AKS_SAIS: Proportion of subjects with AEOSI: Serious Diabetic ketoacidosis by 
subgroup  

T1AHN_SSIS: Proportion of subjects with AEOSI: Non-severe Major hypoglycemic events 
by subgroup  

T1AHC_SAIS: Proportion of subjects with AEOSI: Severe Major hypoglycemic events by 
subgroup  
T1AHS_SAIS: Proportion of subjects with AEOSI: Serious Major hypoglycemic events by 
subgroup  

AEs leading to discontinuation of study medication by SOC/preferred term DAPA-
CKD

T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study 
medication by SOC/preferred term

Subgroup Analysis DAPA-CKD



T1O_FSTS: Time to death from any cause by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1O_FSTS: Time to death from any cause by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to death from any cause N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

A: Age 0.833
<= 65 years 1247 44(3.5) 1203(96.5) 26.8 1.6 1239 63(5.1) 1176(94.9) 26.6 2.4 0.704 (0.479, 1.035) 0.073
> 65 years 905 57(6.3) 848(93.7) 20.1 2.8 913 83(9.1) 830(90.9) 19.7 4.2 0.663 (0.473, 0.930) 0.017

B: Sex 0.821
Male 1443 70(4.9) 1373(95.1) 31.0 2.3 1436 101(7.0) 1335(93.0) 30.8 3.3 0.704 (0.519, 0.955) 0.023
Female 709 31(4.4) 678(95.6) 15.9 1.9 716 45(6.3) 671(93.7) 15.6 2.9 0.665 (0.420, 1.052) 0.079

C: Race 0.701
White 1124 69(6.1) 1055(93.9) 26.0 2.6 1166 97(8.3) 1069(91.7) 26.7 3.6 0.730 (0.536, 0.994) 0.045
Black or African American 104 4(3.8) 100(96.2) 2.5 1.6 87 8(9.2) 79(90.8) 2.0 4.1 0.354 (0.105, 1.196) 0.082
Asian 749 17(2.3) 732(97.7) 14.3 1.2 718 22(3.1) 696(96.9) 13.6 1.6 0.735 (0.390, 1.386) 0.340
Other 175 11(6.3) 164(93.7) 4.0 2.7 181 19(10.5) 162(89.5) 4.2 4.6 0.591 (0.279, 1.251) 0.165

D: Region 0.988
Asia 692 16(2.3) 676(97.7) 13.0 1.2 654 20(3.1) 634(96.9) 12.0 1.7 0.753 (0.390, 1.455) 0.398
Europe 610 32(5.2) 578(94.8) 14.1 2.3 623 46(7.4) 577(92.6) 14.3 3.2 0.706 (0.449, 1.111) 0.131
North America 401 23(5.7) 378(94.3) 9.4 2.5 412 35(8.5) 377(91.5) 9.4 3.7 0.652 (0.385, 1.105) 0.109
Latin/South America 449 30(6.7) 419(93.3) 10.4 2.9 463 45(9.7) 418(90.3) 10.7 4.2 0.672 (0.423, 1.068) 0.091

E: Type 2 diabetes at
baseline

0.250

Yes 1455 84(5.8) 1371(94.2) 32.4 2.6 1451 113(7.8) 1338(92.2) 32.0 3.5 0.738 (0.557, 0.979) 0.035
No 697 17(2.4) 680(97.6) 14.4 1.2 701 33(4.7) 668(95.3) 14.4 2.3 0.515 (0.287, 0.925) 0.024

F: Baseline UACR status 0.915
> 1000 mg/g 1048 55(5.2) 993(94.8) 22.7 2.4 1031 76(7.4) 955(92.6) 22.0 3.5 0.694 (0.490, 0.981) 0.038
<= 1000 mg/g 1104 46(4.2) 1058(95.8) 24.2 1.9 1121 70(6.2) 1051(93.8) 24.4 2.9 0.675 (0.465, 0.980) 0.038



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: D169AC0001 Program Name: TS_sec1.sas
Data Cut Date: 17JUL2020 Run Date: 08MAR2021:16:22:10

Table T1O_FSTS: Time to death from any cause by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to death from any cause N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.963
< 45 ml/min/1.73**2 1272 67(5.3) 1205(94.7) 27.0 2.5 1250 94(7.5) 1156(92.5) 26.0 3.6 0.681 (0.498, 0.932) 0.016
>= 45 ml/min/1.73**2 880 34(3.9) 846(96.1) 19.8 1.7 902 52(5.8) 850(94.2) 20.4 2.5 0.668 (0.433, 1.029) 0.065

H: Baseline eGFR (cut-off 2) 0.948
< 30 ml/min/1.73**2 293 19(6.5) 274(93.5) 6.2 3.0 331 31(9.4) 300(90.6) 6.8 4.6 0.680 (0.384, 1.206) 0.184
>= 30 ml/min/1.73**2 1859 82(4.4) 1777(95.6) 40.6 2.0 1821 115(6.3) 1706(93.7) 39.6 2.9 0.692 (0.521, 0.918) 0.010

I: Baseline eGFR (cut-off 3) 0.982
< 60 ml/min/1.73**2 1918 92(4.8) 1826(95.2) 41.0 2.2 1932 134(6.9) 1798(93.1) 41.0 3.3 0.687 (0.527, 0.896) 0.005
>= 60 ml/min/1.73**2 234 9(3.8) 225(96.2) 5.9 1.5 220 12(5.5) 208(94.5) 5.4 2.2 0.667 (0.281, 1.584) 0.355

J: Baseline systolic blood
pressure

0.825

<= 130 mmHg 793 29(3.7) 764(96.3) 16.9 1.7 749 42(5.6) 707(94.4) 15.8 2.7 0.653 (0.407, 1.049) 0.076
> 130 mmHg 1359 72(5.3) 1287(94.7) 29.9 2.4 1403 104(7.4) 1299(92.6) 30.6 3.4 0.702 (0.520, 0.949) 0.021

K: Treatment at randomisation 0.903
ACE-I only 650 39(6.0) 611(94.0) 14.7 2.7 654 56(8.6) 598(91.4) 14.5 3.9 0.672 (0.447, 1.013) 0.056
ARB only 1421 58(4.1) 1363(95.9) 30.5 1.9 1399 82(5.9) 1317(94.1) 29.9 2.7 0.695 (0.496, 0.972) 0.033



F1O_FAK0: Kaplan-Meier plot of death from any cause by subgroup age 
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Figure F1O_FSKA: Kaplan-Meier plot of death from any cause by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 44 events, Placebo 63 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKA: Kaplan-Meier plot of death from any cause by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 57 events, Placebo 83 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1O_FSKB: Kaplan-Meier plot of death from any cause by subgroup sex 
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Figure F1O_FSKB: Kaplan-Meier plot of death from any cause by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 70 events, Placebo 101 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKB: Kaplan-Meier plot of death from any cause by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 31 events, Placebo 45 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1O_FSKC: Kaplan-Meier plot of death from any cause by subgroup race 
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Figure F1O_FSKC: Kaplan-Meier plot of death from any cause by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 69 events, Placebo 97 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 4 
Value Dossier Analysis: D169AC0001 Program Name: F1O_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:15:40:21 

 
Figure F1O_FSKC: Kaplan-Meier plot of death from any cause by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 4 events, Placebo 8 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKC: Kaplan-Meier plot of death from any cause by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 17 events, Placebo 22 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKC: Kaplan-Meier plot of death from any cause by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 11 events, Placebo 19 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1O_FSKD: Kaplan-Meier plot of death from any cause by subgroup region 
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Figure F1O_FSKD: Kaplan-Meier plot of death from any cause by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 16 events, Placebo 20 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKD: Kaplan-Meier plot of death from any cause by subgroup region 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 32 events, Placebo 46 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKD: Kaplan-Meier plot of death from any cause by subgroup region 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 23 events, Placebo 35 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKD: Kaplan-Meier plot of death from any cause by subgroup region 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 30 events, Placebo 45 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1O_FSKE: Kaplan-Meier plot of death from any cause by subgroup T2DM 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1O_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:15:40:21 

 
Figure F1O_FSKE: Kaplan-Meier plot of death from any cause by subgroup T2DM 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 84 events, Placebo 113 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKE: Kaplan-Meier plot of death from any cause by subgroup T2DM 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 17 events, Placebo 33 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1O_FSKF: Kaplan-Meier plot of death from any cause by subgroup UACR status 
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Figure F1O_FSKF: Kaplan-Meier plot of death from any cause by subgroup UACR status 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 55 events, Placebo 76 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKF: Kaplan-Meier plot of death from any cause by subgroup UACR status 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 46 events, Placebo 70 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1O_FSKG: Kaplan-Meier plot of death from any cause by subgroup eGFR (cutoff 1) 
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Figure F1O_FSKG: Kaplan-Meier plot of death from any cause by subgroup eGFR (cutoff 1) 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 67 events, Placebo 94 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKG: Kaplan-Meier plot of death from any cause by subgroup eGFR (cutoff 1) 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 34 events, Placebo 52 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1O_FSKH: Kaplan-Meier plot of death from any cause by subgroup eGFR (cutoff 2) 
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Figure F1O_FSKH: Kaplan-Meier plot of death from any cause by subgroup eGFR (cutoff 2) 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 19 events, Placebo 31 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKH: Kaplan-Meier plot of death from any cause by subgroup eGFR (cutoff 2) 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 82 events, Placebo 115 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1O_FSKI: Kaplan-Meier plot of death from any cause by subgroup eGFR (cutoff 3) 
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Figure F1O_FSKI: Kaplan-Meier plot of death from any cause by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 92 events, Placebo 134 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1O_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:15:40:21 

 
Figure F1O_FSKI: Kaplan-Meier plot of death from any cause by subgroup eGFR (cutoff 3) 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 9 events, Placebo 12 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1O_FSKJ: Kaplan-Meier plot of death from any cause by subgroup systolic blood pressure 
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Figure F1O_FSKJ: Kaplan-Meier plot of death from any cause by subgroup systolic blood pressure 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 29 events, Placebo 42 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1O_FSKJ: Kaplan-Meier plot of death from any cause by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 72 events, Placebo 104 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1O_FSKK: Kaplan-Meier plot of death from any cause by subgroup treatment at randomisation 
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Figure F1O_FSKK: Kaplan-Meier plot of death from any cause by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 39 events, Placebo 56 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1O_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:15:40:21 

 
Figure F1O_FSKK: Kaplan-Meier plot of death from any cause by subgroup treatment at randomisation 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 58 events, Placebo 82 events 
Source Table: T1O_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1C_FSTS: Time to CV death by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1C_FSTS: Time to CV death by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to CV death N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

A: Age 0.713
<= 65 years 1247 21(1.7) 1226(98.3) 26.8 0.8 1239 24(1.9) 1215(98.1) 26.6 0.9 0.882 (0.491, 1.585) 0.674
> 65 years 905 20(2.2) 885(97.8) 20.0 1.0 913 26(2.8) 887(97.2) 19.7 1.3 0.754 (0.421, 1.353) 0.343

B: Sex 0.479
Male 1443 26(1.8) 1417(98.2) 30.9 0.8 1436 36(2.5) 1400(97.5) 30.8 1.2 0.744 (0.449, 1.232) 0.248
Female 709 15(2.1) 694(97.9) 15.8 0.9 716 14(2.0) 702(98.0) 15.6 0.9 1.022 (0.493, 2.120) 0.954

C: Race 0.051
White 1124 28(2.5) 1096(97.5) 26.0 1.1 1166 36(3.1) 1130(96.9) 26.7 1.3 0.801 (0.489, 1.313) 0.378
Black or African American 104 0(0.0) 104(100.0) 2.4 0.0 87 3(3.4) 84(96.6) 2.0 1.5 0.000 (0.000, NE) 0.036
Asian 749 10(1.3) 739(98.7) 14.3 0.7 718 4(0.6) 714(99.4) 13.6 0.3 2.408 (0.755, 7.682) 0.125
Other 175 3(1.7) 172(98.3) 4.0 0.8 181 7(3.9) 174(96.1) 4.1 1.7 0.488 (0.126, 1.894) 0.289

D: Region 0.037 *
Asia 692 10(1.4) 682(98.6) 13.0 0.8 654 3(0.5) 651(99.5) 12.0 0.2 3.168 (0.871, 11.520) 0.064
Europe 610 12(2.0) 598(98.0) 14.1 0.9 623 22(3.5) 601(96.5) 14.3 1.5 0.556 (0.275, 1.126) 0.098
North America 401 4(1.0) 397(99.0) 9.4 0.4 412 11(2.7) 401(97.3) 9.4 1.2 0.383 (0.122, 1.207) 0.089
Latin/South America 449 15(3.3) 434(96.7) 10.3 1.5 463 14(3.0) 449(97.0) 10.7 1.3 1.069 (0.516, 2.216) 0.858

E: Type 2 diabetes at
baseline

0.647

Yes 1455 35(2.4) 1420(97.6) 32.3 1.1 1451 41(2.8) 1410(97.2) 32.0 1.3 0.851 (0.542, 1.336) 0.483
No 697 6(0.9) 691(99.1) 14.4 0.4 701 9(1.3) 692(98.7) 14.4 0.6 0.679 (0.242, 1.909) 0.460

F: Baseline UACR status 0.294
> 1000 mg/g 1048 28(2.7) 1020(97.3) 22.6 1.2 1031 28(2.7) 1003(97.3) 22.0 1.3 0.960 (0.569, 1.621) 0.878
<= 1000 mg/g 1104 13(1.2) 1091(98.8) 24.1 0.5 1121 22(2.0) 1099(98.0) 24.4 0.9 0.603 (0.303, 1.196) 0.143



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1C_FSTS: Time to CV death by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to CV death N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.934
< 45 ml/min/1.73**2 1272 29(2.3) 1243(97.7) 27.0 1.1 1250 34(2.7) 1216(97.3) 26.0 1.3 0.811 (0.494, 1.332) 0.406
>= 45 ml/min/1.73**2 880 12(1.4) 868(98.6) 19.7 0.6 902 16(1.8) 886(98.2) 20.4 0.8 0.766 (0.362, 1.620) 0.483

H: Baseline eGFR (cut-off 2) 0.909
< 30 ml/min/1.73**2 293 7(2.4) 286(97.6) 6.2 1.1 331 9(2.7) 322(97.3) 6.8 1.3 0.871 (0.324, 2.340) 0.784
>= 30 ml/min/1.73**2 1859 34(1.8) 1825(98.2) 40.5 0.8 1821 41(2.3) 1780(97.7) 39.6 1.0 0.809 (0.514, 1.275) 0.359

I: Baseline eGFR (cut-off 3) 0.587
< 60 ml/min/1.73**2 1918 37(1.9) 1881(98.1) 40.9 0.9 1932 47(2.4) 1885(97.6) 40.9 1.1 0.791 (0.514, 1.217) 0.285
>= 60 ml/min/1.73**2 234 4(1.7) 230(98.3) 5.8 0.7 220 3(1.4) 217(98.6) 5.4 0.6 1.196 (0.268, 5.345) 0.815

J: Baseline systolic blood
pressure

0.763

<= 130 mmHg 793 11(1.4) 782(98.6) 16.9 0.7 749 14(1.9) 735(98.1) 15.8 0.9 0.726 (0.329, 1.601) 0.426
> 130 mmHg 1359 30(2.2) 1329(97.8) 29.9 1.0 1403 36(2.6) 1367(97.4) 30.6 1.2 0.852 (0.524, 1.383) 0.516

K: Treatment at randomisation 0.696
ACE-I only 650 16(2.5) 634(97.5) 14.7 1.1 654 21(3.2) 633(96.8) 14.5 1.4 0.737 (0.384, 1.413) 0.356
ARB only 1421 23(1.6) 1398(98.4) 30.5 0.8 1399 26(1.9) 1373(98.1) 29.9 0.9 0.869 (0.496, 1.524) 0.625



F1C_FSKA: Kaplan-Meier plot of CV death by subgroup age 
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Figure F1C_FSKA: Kaplan-Meier plot of CV death by subgroup age 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 21 events, Placebo 24 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKA: Kaplan-Meier plot of CV death by subgroup age 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 20 events, Placebo 26 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1C_FSKB: Kaplan-Meier plot of CV death by subgroup sex 
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Figure F1C_FSKB: Kaplan-Meier plot of CV death by subgroup sex 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 26 events, Placebo 36 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKB: Kaplan-Meier plot of CV death by subgroup sex 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 15 events, Placebo 14 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1C_FSKC: Kaplan-Meier plot of CV death by subgroup race 
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Figure F1C_FSKC: Kaplan-Meier plot of CV death by subgroup race 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 28 events, Placebo 36 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKC: Kaplan-Meier plot of CV death by subgroup race 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 0 events, Placebo 3 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKC: Kaplan-Meier plot of CV death by subgroup race 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 10 events, Placebo 4 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKC: Kaplan-Meier plot of CV death by subgroup race 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 3 events, Placebo 7 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1C_FSKD: Kaplan-Meier plot of CV death by subgroup region 
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Figure F1C_FSKD: Kaplan-Meier plot of CV death by subgroup region 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 10 events, Placebo 3 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKD: Kaplan-Meier plot of CV death by subgroup region 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 12 events, Placebo 22 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKD: Kaplan-Meier plot of CV death by subgroup region 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 4 events, Placebo 11 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKD: Kaplan-Meier plot of CV death by subgroup region 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 15 events, Placebo 14 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1C_FSKE: Kaplan-Meier plot of CV death by subgroup T2DM 
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Figure F1C_FSKE: Kaplan-Meier plot of CV death by subgroup T2DM 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 35 events, Placebo 41 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1C_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:15:17:28 

 
Figure F1C_FSKE: Kaplan-Meier plot of CV death by subgroup T2DM 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 6 events, Placebo 9 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1C_FSKF: Kaplan-Meier plot of CV death by subgroup UACR status 
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Figure F1C_FSKF: Kaplan-Meier plot of CV death by subgroup UACR status 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 28 events, Placebo 28 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKF: Kaplan-Meier plot of CV death by subgroup UACR status 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 13 events, Placebo 22 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1C_FSKG: Kaplan-Meier plot of CV death by subgroup eGFR (cutoff 1) 
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Figure F1C_FSKG: Kaplan-Meier plot of CV death by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 29 events, Placebo 34 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKG: Kaplan-Meier plot of CV death by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 12 events, Placebo 16 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1C_FSKH: Kaplan-Meier plot of CV death by subgroup eGFR (cutoff 2) 
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Figure F1C_FSKH: Kaplan-Meier plot of CV death by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 7 events, Placebo 9 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKH: Kaplan-Meier plot of CV death by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 34 events, Placebo 41 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1C_FSKI: Kaplan-Meier plot of CV death by subgroup eGFR (cutoff 3) 
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Figure F1C_FSKI: Kaplan-Meier plot of CV death by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 37 events, Placebo 47 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKI: Kaplan-Meier plot of CV death by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 4 events, Placebo 3 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1C_FSKJ: Kaplan-Meier plot of CV death by subgroup systolic blood pressure 
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Figure F1C_FSKJ: Kaplan-Meier plot of CV death by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 11 events, Placebo 14 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKJ: Kaplan-Meier plot of CV death by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 30 events, Placebo 36 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1C_FSKK: Kaplan-Meier plot of CV death by subgroup treatment at randomisation 
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Figure F1C_FSKK: Kaplan-Meier plot of CV death by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 16 events, Placebo 21 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1C_FSKK: Kaplan-Meier plot of CV death by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 23 events, Placebo 26 events 
Source Table: T1C_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1R_FSTS: Time to renal death by subgroup 



F1R_FSKA: Kaplan-Meier plot of renal death by subgroup age 



F1R_FSKB: Kaplan-Meier plot of renal death by subgroup sex 



F1R_FSKC: Kaplan-Meier plot of renal death by subgroup race 



F1R_FSKD: Kaplan-Meier plot of renal death by subgroup region 



F1R_FSKE: Kaplan-Meier plot of renal death by subgroup T2DM 



F1R_FSKF: Kaplan-Meier plot of renal death by subgroup UACR status 



F1R_FSKG: Kaplan-Meier plot of renal death by subgroup eGFR (cutoff 1) 



F1R_FSKH: Kaplan-Meier plot of renal death by subgroup eGFR (cutoff 2) 



F1R_FSKI: Kaplan-Meier plot of renal death by subgroup eGFR (cutoff 3) 



F1R_FSKJ: Kaplan-Meier plot of renal death by subgroup systolic blood pressure 



F1R_FSKK: Kaplan-Meier plot of renal death by subgroup treatment at randomisation 



T1SECR_FSTS: Time to composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1SECR_FSTS: Time to composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
>=50% eGFR decline,
ESRD and CV or renal death N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

A: Age 0.527
<= 65 years 1247 122(9.8) 1125(90.2) 24.7 4.9 1239 191(15.4) 1048(84.6) 24.0 7.9 0.639 (0.509, 0.802) <0.001
> 65 years 905 75(8.3) 830(91.7) 18.1 4.1 913 121(13.3) 792(86.7) 17.8 6.8 0.578 (0.433, 0.771) <0.001

B: Sex 0.495
Male 1443 126(8.7) 1317(91.3) 28.5 4.4 1436 209(14.6) 1227(85.4) 28.1 7.4 0.574 (0.460, 0.717) <0.001
Female 709 71(10.0) 638(90.0) 14.3 5.0 716 103(14.4) 613(85.6) 13.8 7.5 0.653 (0.482, 0.884) 0.005

C: Race 0.682
White 1124 110(9.8) 1014(90.2) 23.9 4.6 1166 174(14.9) 992(85.1) 24.4 7.1 0.621 (0.489, 0.789) <0.001
Black or African American 104 7(6.7) 97(93.3) 2.2 3.2 87 14(16.1) 73(83.9) 1.7 8.2 0.325 (0.130, 0.811) 0.011
Asian 749 53(7.1) 696(92.9) 13.1 4.1 718 77(10.7) 641(89.3) 12.3 6.3 0.655 (0.461, 0.930) 0.017
Other 175 27(15.4) 148(84.6) 3.6 7.4 181 47(26.0) 134(74.0) 3.5 13.5 0.536 (0.333, 0.864) 0.009

D: Region 0.772
Asia 692 50(7.2) 642(92.8) 11.9 4.2 654 69(10.6) 585(89.4) 11.0 6.3 0.696 (0.484, 1.003) 0.050
Europe 610 57(9.3) 553(90.7) 13.1 4.4 623 89(14.3) 534(85.7) 13.3 6.7 0.605 (0.433, 0.846) 0.003
North America 401 35(8.7) 366(91.3) 8.3 4.2 412 69(16.7) 343(83.3) 8.1 8.5 0.507 (0.337, 0.763) <0.001
Latin/South America 449 55(12.2) 394(87.8) 9.6 5.8 463 85(18.4) 378(81.6) 9.5 9.0 0.611 (0.435, 0.858) 0.004

E: Type 2 diabetes at
baseline

0.239

Yes 1455 152(10.4) 1303(89.6) 29.5 5.2 1451 229(15.8) 1222(84.2) 28.7 8.0 0.643 (0.524, 0.790) <0.001
No 697 45(6.5) 652(93.5) 13.3 3.4 701 83(11.8) 618(88.2) 13.2 6.3 0.503 (0.350, 0.724) <0.001

F: Baseline UACR status 0.519
> 1000 mg/g 1048 153(14.6) 895(85.4) 20.2 7.6 1031 228(22.1) 803(77.9) 19.2 11.9 0.619 (0.504, 0.760) <0.001
<= 1000 mg/g 1104 44(4.0) 1060(96.0) 22.6 1.9 1121 84(7.5) 1037(92.5) 22.7 3.7 0.535 (0.371, 0.771) <0.001



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1SECR_FSTS: Time to composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
>=50% eGFR decline,
ESRD and CV or renal death N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.222
< 45 ml/min/1.73**2 1272 152(11.9) 1120(88.1) 24.4 6.2 1250 217(17.4) 1033(82.6) 23.2 9.3 0.631 (0.512, 0.776) <0.001
>= 45 ml/min/1.73**2 880 45(5.1) 835(94.9) 18.4 2.4 902 95(10.5) 807(89.5) 18.6 5.1 0.486 (0.340, 0.692) <0.001

H: Baseline eGFR (cut-off 2) 0.218
< 30 ml/min/1.73**2 293 59(20.1) 234(79.9) 5.3 11.1 331 87(26.3) 244(73.7) 5.8 14.9 0.735 (0.527, 1.024) 0.068
>= 30 ml/min/1.73**2 1859 138(7.4) 1721(92.6) 37.5 3.7 1821 225(12.4) 1596(87.6) 36.0 6.2 0.578 (0.467, 0.714) <0.001

I: Baseline eGFR (cut-off 3) 0.577
< 60 ml/min/1.73**2 1918 182(9.5) 1736(90.5) 37.3 4.9 1932 294(15.2) 1638(84.8) 36.9 8.0 0.602 (0.501, 0.725) <0.001
>= 60 ml/min/1.73**2 234 15(6.4) 219(93.6) 5.5 2.7 220 18(8.2) 202(91.8) 5.0 3.6 0.744 (0.375, 1.476) 0.396

J: Baseline systolic blood
pressure

0.037 *

<= 130 mmHg 793 46(5.8) 747(94.2) 15.7 2.9 749 96(12.8) 653(87.2) 14.5 6.6 0.445 (0.313, 0.633) <0.001
> 130 mmHg 1359 151(11.1) 1208(88.9) 27.1 5.6 1403 216(15.4) 1187(84.6) 27.3 7.9 0.684 (0.555, 0.843) <0.001

K: Treatment at randomisation 0.929
ACE-I only 650 65(10.0) 585(90.0) 13.4 4.9 654 98(15.0) 556(85.0) 13.1 7.5 0.635 (0.464, 0.870) 0.004
ARB only 1421 125(8.8) 1296(91.2) 28.0 4.5 1399 192(13.7) 1207(86.3) 27.0 7.1 0.614 (0.490, 0.770) <0.001



F1SECR_FSKA: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup age 
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Figure F1SECR_FSKA: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age - <= 65 years: Dapa 10 mg 122 events, Placebo 191 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKA: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age - > 65 years: Dapa 10 mg 75 events, Placebo 121 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 
 



F1SECR_FSKB: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup sex 
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Figure F1SECR_FSKB: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex - Male: Dapa 10 mg 126 events, Placebo 209 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKB: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex - Female: Dapa 10 mg 71 events, Placebo 103 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 
 



F1SECR_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup race 
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Figure F1SECR_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race - White: Dapa 10 mg 110 events, Placebo 174 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 



ASTRA ZENECA Page 2 of 4 
Value Dossier Analysis: D169AC0001 Program Name: FS_prim.sas 
Data Cut Date: 17JUL2020 Run Date: 27APR2021:11:40:52 

 
Figure F1SECR_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race - Black or African American: Dapa 10 mg 7 events, Placebo 14 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race - Asian: Dapa 10 mg 53 events, Placebo 77 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race - Other: Dapa 10 mg 27 events, Placebo 47 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 
 



F1SECR_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup region 



ASTRA ZENECA Page 1 of 4 
Value Dossier Analysis: D169AC0001 Program Name: FS_prim.sas 
Data Cut Date: 17JUL2020 Run Date: 27APR2021:11:40:52 

 
Figure F1SECR_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region - Asia: Dapa 10 mg 50 events, Placebo 69 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region - Europe: Dapa 10 mg 57 events, Placebo 89 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region - North America: Dapa 10 mg 35 events, Placebo 69 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region - Latin/South America: Dapa 10 mg 55 events, Placebo 85 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 
 



F1SECR_FSKE: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup T2DM 
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Figure F1SECR_FSKE: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by T2DM - Yes: Dapa 10 mg 152 events, Placebo 229 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKE: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by T2DM - No: Dapa 10 mg 45 events, Placebo 83 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 
 



F1SECR_FSKF: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup UACR 
status 
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Figure F1SECR_FSKF: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status - > 1000 mg/g: Dapa 10 mg 153 events, Placebo 228 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKF: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status - <= 1000 mg/g: Dapa 10 mg 44 events, Placebo 84 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 
 



F1SECR_FSKG: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup eGFR 
(cutoff 1) 
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Figure F1SECR_FSKG: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) - < 45 ml/min/1.73**2: Dapa 10 mg 152 events, Placebo 217 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKG: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) - >= 45 ml/min/1.73**2: Dapa 10 mg 45 events, Placebo 95 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 
 



F1SECR_FSKH: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup eGFR 
(cutoff 2) 
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Figure F1SECR_FSKH: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) - < 30 ml/min/1.73**2: Dapa 10 mg 59 events, Placebo 87 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKH: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) - >= 30 ml/min/1.73**2: Dapa 10 mg 138 events, Placebo 225 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 
 



F1SECR_FSKI: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup eGFR 
(cutoff 3) 
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Figure F1SECR_FSKI: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) - < 60 ml/min/1.73**2: Dapa 10 mg 182 events, Placebo 294 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKI: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) - >= 60 ml/min/1.73**2: Dapa 10 mg 15 events, Placebo 18 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 
 



F1SECR_FSKJ: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup systolic 
blood pressure 
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Figure F1SECR_FSKJ: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup systolic blood 

pressure 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure - <= 130 mmHg: Dapa 10 mg 46 events, Placebo 96 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKJ: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup systolic blood 

pressure 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure - > 130 mmHg: Dapa 10 mg 151 events, Placebo 216 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 
 



F1SECR_FSKK: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup treatment 
at randomisation 
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Figure F1SECR_FSKK: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup pretreatment 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup pretreatment - ACE-I only: Dapa 10 mg 65 events, Placebo 98 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 
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Figure F1SECR_FSKK: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and CV or renal death by subgroup pretreatment 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup pretreatment - ARB only: Dapa 10 mg 125 events, Placebo 192 events 
Source Table: T1SECR_FSTS 
Source Data: atte, created on: 26APR21:15:22:06. 

 
 



T1SEO_FSTS: Time to composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1SEO_FSTS: Time to composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
>=50% eGFR decline,
ESRD and all cause death N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.743
<= 65 years 1247 130(10.4) 1117(89.6) 26.0 5.0 1239 206(16.6) 1033(83.4) 25.3 8.1 0.635 (0.510, 0.791) <0.001
> 65 years 905 96(10.6) 809(89.4) 19.7 4.9 913 148(16.2) 765(83.8) 19.2 7.7 0.607 (0.469, 0.785) <0.001

B: Sex 0.629
Male 1443 149(10.3) 1294(89.7) 30.2 4.9 1436 241(16.8) 1195(83.2) 29.6 8.1 0.595 (0.485, 0.730) <0.001
Female 709 77(10.9) 632(89.1) 15.5 5.0 716 113(15.8) 603(84.2) 14.9 7.6 0.646 (0.483, 0.864) 0.003

C: Race 0.899
White 1124 132(11.7) 992(88.3) 25.4 5.2 1166 202(17.3) 964(82.7) 25.7 7.9 0.641 (0.515, 0.799) <0.001
Black or African American 104 10(9.6) 94(90.4) 2.4 4.2 87 16(18.4) 71(81.6) 1.9 8.5 0.432 (0.194, 0.961) 0.034
Asian 749 55(7.3) 694(92.7) 14.0 3.9 718 84(11.7) 634(88.3) 13.1 6.4 0.625 (0.445, 0.879) 0.006
Other 175 29(16.6) 146(83.4) 3.9 7.5 181 52(28.7) 129(71.3) 3.8 13.5 0.563 (0.356, 0.888) 0.012

D: Region 0.959
Asia 692 52(7.5) 640(92.5) 12.6 4.1 654 75(11.5) 579(88.5) 11.6 6.4 0.664 (0.466, 0.946) 0.022
Europe 610 67(11.0) 543(89.0) 13.8 4.9 623 97(15.6) 526(84.4) 13.8 7.0 0.639 (0.467, 0.874) 0.005
North America 401 46(11.5) 355(88.5) 9.2 5.0 412 79(19.2) 333(80.8) 9.0 8.8 0.580 (0.403, 0.835) 0.003
Latin/South America 449 61(13.6) 388(86.4) 10.1 6.1 463 103(22.2) 360(77.8) 10.1 10.2 0.577 (0.420, 0.792) <0.001

E: Type 2 diabetes at
baseline

0.212

Yes 1455 173(11.9) 1282(88.1) 31.5 5.5 1451 259(17.8) 1192(82.2) 30.7 8.4 0.653 (0.539, 0.791) <0.001
No 697 53(7.6) 644(92.4) 14.1 3.7 701 95(13.6) 606(86.4) 13.8 6.9 0.510 (0.364, 0.714) <0.001

F: Baseline UACR status 0.596
> 1000 mg/g 1048 164(15.6) 884(84.4) 21.6 7.6 1031 243(23.6) 788(76.4) 20.5 11.8 0.627 (0.515, 0.765) <0.001
<= 1000 mg/g 1104 62(5.6) 1042(94.4) 24.1 2.6 1121 111(9.9) 1010(90.1) 24.0 4.6 0.564 (0.413, 0.770) <0.001



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1SEO_FSTS: Time to composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
>=50% eGFR decline,
ESRD and all cause death N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.365
< 45 ml/min/1.73**2 1272 168(13.2) 1104(86.8) 26.1 6.4 1250 241(19.3) 1009(80.7) 24.7 9.8 0.630 (0.517, 0.767) <0.001
>= 45 ml/min/1.73**2 880 58(6.6) 822(93.4) 19.6 3.0 902 113(12.5) 789(87.5) 19.8 5.7 0.526 (0.383, 0.722) <0.001

H: Baseline eGFR (cut-off 2) 0.362
< 30 ml/min/1.73**2 293 63(21.5) 230(78.5) 5.8 10.9 331 95(28.7) 236(71.3) 6.2 15.2 0.697 (0.507, 0.960) 0.026
>= 30 ml/min/1.73**2 1859 163(8.8) 1696(91.2) 39.9 4.1 1821 259(14.2) 1562(85.8) 38.3 6.8 0.597 (0.491, 0.726) <0.001

I: Baseline eGFR (cut-off 3) 0.875
< 60 ml/min/1.73**2 1918 209(10.9) 1709(89.1) 39.9 5.2 1932 330(17.1) 1602(82.9) 39.2 8.4 0.615 (0.517, 0.732) <0.001
>= 60 ml/min/1.73**2 234 17(7.3) 217(92.7) 5.8 2.9 220 24(10.9) 196(89.1) 5.3 4.5 0.640 (0.344, 1.192) 0.156

J: Baseline systolic blood
pressure

0.135

<= 130 mmHg 793 59(7.4) 734(92.6) 16.6 3.5 749 109(14.6) 640(85.4) 15.3 7.1 0.501 (0.364, 0.688) <0.001
> 130 mmHg 1359 167(12.3) 1192(87.7) 29.0 5.8 1403 245(17.5) 1158(82.5) 29.3 8.4 0.668 (0.549, 0.814) <0.001

K: Treatment at randomisation 0.846
ACE-I only 650 77(11.8) 573(88.2) 14.3 5.4 654 116(17.7) 538(82.3) 13.9 8.3 0.645 (0.484, 0.862) 0.003
ARB only 1421 140(9.9) 1281(90.1) 29.8 4.7 1399 214(15.3) 1185(84.7) 28.7 7.5 0.617 (0.498, 0.763) <0.001



F1SEO_FSKA: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup age 
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Figure F1SEO_FSKA: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 130 events, Placebo 206 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKA: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 96 events, Placebo 148 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SEO_FSKB: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup sex 
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Figure F1SEO_FSKB: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 149 events, Placebo 241 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKB: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 77 events, Placebo 113 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SEO_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup race 
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Figure F1SEO_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 132 events, Placebo 202 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 10 events, Placebo 16 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 55 events, Placebo 84 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 29 events, Placebo 52 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SEO_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup region 
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Figure F1SEO_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 52 events, Placebo 75 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 67 events, Placebo 97 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 46 events, Placebo 79 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 61 events, Placebo 103 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SEO_FSKE: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup T2DM 
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Figure F1SEO_FSKE: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 173 events, Placebo 259 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKE: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 53 events, Placebo 95 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SEO_FSKF: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup UACR status 
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Figure F1SEO_FSKF: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 164 events, Placebo 243 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKF: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 62 events, Placebo 111 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SEO_FSKG: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup eGFR (cutoff 1) 
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Figure F1SEO_FSKG: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 168 events, Placebo 241 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKG: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 58 events, Placebo 113 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SEO_FSKH: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup eGFR (cutoff 2) 
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Figure F1SEO_FSKH: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 63 events, Placebo 95 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKH: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 163 events, Placebo 259 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SEO_FSKI: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup eGFR (cutoff 3) 
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Figure F1SEO_FSKI: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 209 events, Placebo 330 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKI: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 17 events, Placebo 24 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SEO_FSKJ: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup systolic blood 
pressure 
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Figure F1SEO_FSKJ: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 59 events, Placebo 109 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKJ: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 167 events, Placebo 245 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SEO_FSKK: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup treatment at 
randomisation 
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Figure F1SEO_FSKK: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup treatment at 

randomisation 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 77 events, Placebo 116 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SEO_FSKK: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and all cause death by subgroup treatment at 

randomisation 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 140 events, Placebo 214 events 
Source Table: T1SEO_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1SER_FSTS: Time to composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1SER_FSTS: Time to composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
>=50% eGFR decline,
ESRD and renal death N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

A: Age 0.490
<= 65 years 1247 95(7.6) 1152(92.4) 24.7 3.9 1239 161(13.0) 1078(87.0) 24.0 6.7 0.594 (0.461, 0.766) <0.001
> 65 years 905 47(5.2) 858(94.8) 18.1 2.6 913 82(9.0) 831(91.0) 17.8 4.6 0.518 (0.361, 0.742) <0.001

B: Sex 0.444
Male 1443 90(6.2) 1353(93.8) 28.5 3.2 1436 162(11.3) 1274(88.7) 28.1 5.8 0.518 (0.400, 0.671) <0.001
Female 709 52(7.3) 657(92.7) 14.3 3.6 716 81(11.3) 635(88.7) 13.8 5.9 0.613 (0.432, 0.869) 0.006

C: Race 0.977
White 1124 70(6.2) 1054(93.8) 23.9 2.9 1166 126(10.8) 1040(89.2) 24.4 5.2 0.533 (0.398, 0.715) <0.001
Black or African American 104 6(5.8) 98(94.2) 2.2 2.7 87 9(10.3) 78(89.7) 1.7 5.2 0.423 (0.149, 1.200) 0.096
Asian 749 43(5.7) 706(94.3) 13.1 3.3 718 69(9.6) 649(90.4) 12.3 5.6 0.594 (0.406, 0.870) 0.007
Other 175 23(13.1) 152(86.9) 3.6 6.3 181 39(21.5) 142(78.5) 3.5 11.2 0.540 (0.321, 0.907) 0.018

D: Region 0.907
Asia 692 41(5.9) 651(94.1) 11.9 3.5 654 62(9.5) 592(90.5) 11.0 5.7 0.637 (0.429, 0.946) 0.024
Europe 610 38(6.2) 572(93.8) 13.1 2.9 623 61(9.8) 562(90.2) 13.3 4.6 0.552 (0.367, 0.831) 0.004
North America 401 24(6.0) 377(94.0) 8.3 2.9 412 50(12.1) 362(87.9) 8.1 6.1 0.481 (0.295, 0.784) 0.003
Latin/South America 449 39(8.7) 410(91.3) 9.6 4.1 463 70(15.1) 393(84.9) 9.5 7.4 0.522 (0.352, 0.773) <0.001

E: Type 2 diabetes at
baseline

0.574

Yes 1455 103(7.1) 1352(92.9) 29.5 3.5 1451 173(11.9) 1278(88.1) 28.7 6.0 0.574 (0.450, 0.733) <0.001
No 697 39(5.6) 658(94.4) 13.3 2.9 701 70(10.0) 631(90.0) 13.2 5.3 0.508 (0.343, 0.753) <0.001

F: Baseline UACR status 0.272
> 1000 mg/g 1048 121(11.5) 927(88.5) 20.2 6.0 1031 192(18.6) 839(81.4) 19.2 10.0 0.581 (0.462, 0.729) <0.001
<= 1000 mg/g 1104 21(1.9) 1083(98.1) 22.6 0.9 1121 51(4.5) 1070(95.5) 22.7 2.3 0.421 (0.253, 0.700) <0.001



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1SER_FSTS: Time to composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
>=50% eGFR decline,
ESRD and renal death N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.080
< 45 ml/min/1.73**2 1272 116(9.1) 1156(90.9) 24.4 4.8 1250 172(13.8) 1078(86.2) 23.2 7.4 0.598 (0.472, 0.757) <0.001
>= 45 ml/min/1.73**2 880 26(3.0) 854(97.0) 18.4 1.4 902 71(7.9) 831(92.1) 18.6 3.8 0.379 (0.242, 0.594) <0.001

H: Baseline eGFR (cut-off 2) 0.132
< 30 ml/min/1.73**2 293 49(16.7) 244(83.3) 5.3 9.2 331 73(22.1) 258(77.9) 5.8 12.5 0.712 (0.495, 1.024) 0.066
>= 30 ml/min/1.73**2 1859 93(5.0) 1766(95.0) 37.5 2.5 1821 170(9.3) 1651(90.7) 36.0 4.7 0.514 (0.399, 0.662) <0.001

I: Baseline eGFR (cut-off 3) 0.947
< 60 ml/min/1.73**2 1918 134(7.0) 1784(93.0) 37.3 3.6 1932 230(11.9) 1702(88.1) 36.9 6.2 0.564 (0.456, 0.698) <0.001
>= 60 ml/min/1.73**2 234 8(3.4) 226(96.6) 5.5 1.4 220 13(5.9) 207(94.1) 5.0 2.6 0.557 (0.231, 1.344) 0.186

J: Baseline systolic blood
pressure

0.033 *

<= 130 mmHg 793 32(4.0) 761(96.0) 15.7 2.0 749 77(10.3) 672(89.7) 14.5 5.3 0.385 (0.255, 0.583) <0.001
> 130 mmHg 1359 110(8.1) 1249(91.9) 27.1 4.1 1403 166(11.8) 1237(88.2) 27.3 6.1 0.642 (0.504, 0.817) <0.001

K: Treatment at randomisation 0.572
ACE-I only 650 43(6.6) 607(93.4) 13.4 3.2 654 66(10.1) 588(89.9) 13.1 5.1 0.631 (0.428, 0.928) 0.018
ARB only 1421 92(6.5) 1329(93.5) 28.0 3.3 1399 159(11.4) 1240(88.6) 27.0 5.9 0.542 (0.419, 0.700) <0.001



F1SER_FSKA: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup age 
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Figure F1SER_FSKA: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 95 events, Placebo 161 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKA: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 47 events, Placebo 82 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SER_FSKB: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup sex 
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Figure F1SER_FSKB: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 90 events, Placebo 162 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKB: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 52 events, Placebo 81 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SER_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup race 
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Figure F1SER_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 70 events, Placebo 126 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 6 events, Placebo 9 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 43 events, Placebo 69 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKC: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 23 events, Placebo 39 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SER_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup region 
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Figure F1SER_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 41 events, Placebo 62 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 38 events, Placebo 61 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 24 events, Placebo 50 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKD: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 39 events, Placebo 70 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SER_FSKE: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup T2DM 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1SER_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:19:51:05 

 
Figure F1SER_FSKE: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 103 events, Placebo 173 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKE: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 39 events, Placebo 70 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SER_FSKF: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup UACR status 
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Figure F1SER_FSKF: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 121 events, Placebo 192 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKF: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 21 events, Placebo 51 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SER_FSKG: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup eGFR (cutoff 1) 
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Figure F1SER_FSKG: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 116 events, Placebo 172 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKG: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 26 events, Placebo 71 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SER_FSKH: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup eGFR (cutoff 2) 
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Figure F1SER_FSKH: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 49 events, Placebo 73 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKH: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 93 events, Placebo 170 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SER_FSKI: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup eGFR (cutoff 3) 
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Figure F1SER_FSKI: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 134 events, Placebo 230 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKI: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 8 events, Placebo 13 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SER_FSKJ: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup systolic blood 
pressure 
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Figure F1SER_FSKJ: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 32 events, Placebo 77 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKJ: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 110 events, Placebo 166 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1SER_FSKK: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup treatment at 
randomisation 
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Figure F1SER_FSKK: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 43 events, Placebo 66 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1SER_FSKK: Kaplan-Meier plot of composite endpoint of >=50% eGFR decline, ESRD and renal death by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 92 events, Placebo 159 events 
Source Table: T1SER_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1DTR_FSTS: Time to composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: D169AC0001 Program Name: TS_sec1.sas
Data Cut Date: 17JUL2020 Run Date: 08MAR2021:16:22:10

Table T1DTR_FSTS: Time to composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
chronic dialysis,
renal transplantation and
renal death N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

A: Age 0.838
<= 65 years 1247 46(3.7) 1201(96.3) 26.4 1.7 1239 73(5.9) 1166(94.1) 26.0 2.8 0.657 (0.454, 0.951) 0.025
> 65 years 905 25(2.8) 880(97.2) 19.8 1.3 913 30(3.3) 883(96.7) 19.5 1.5 0.751 (0.440, 1.282) 0.292

B: Sex 0.694
Male 1443 51(3.5) 1392(96.5) 30.5 1.7 1436 70(4.9) 1366(95.1) 30.2 2.3 0.691 (0.481, 0.992) 0.044
Female 709 20(2.8) 689(97.2) 15.6 1.3 716 33(4.6) 683(95.4) 15.3 2.2 0.595 (0.340, 1.039) 0.065

C: Race 0.858
White 1124 37(3.3) 1087(96.7) 25.7 1.4 1166 58(5.0) 1108(95.0) 26.2 2.2 0.612 (0.405, 0.925) 0.019
Black or African American 104 3(2.9) 101(97.1) 2.4 1.2 87 3(3.4) 84(96.6) 1.9 1.6 0.652 (0.130, 3.262) 0.600
Asian 749 21(2.8) 728(97.2) 14.1 1.5 718 24(3.3) 694(96.7) 13.4 1.8 0.808 (0.449, 1.454) 0.476
Other 175 10(5.7) 165(94.3) 4.0 2.5 181 18(9.9) 163(90.1) 4.0 4.5 0.587 (0.270, 1.274) 0.173

D: Region 0.354
Asia 692 21(3.0) 671(97.0) 12.8 1.6 654 20(3.1) 634(96.9) 11.9 1.7 0.997 (0.539, 1.845) 0.993
Europe 610 18(3.0) 592(97.0) 13.9 1.3 623 22(3.5) 601(96.5) 14.2 1.6 0.707 (0.378, 1.322) 0.275
North America 401 13(3.2) 388(96.8) 9.2 1.4 412 29(7.0) 383(93.0) 9.0 3.2 0.462 (0.240, 0.890) 0.018
Latin/South America 449 19(4.2) 430(95.8) 10.2 1.9 463 32(6.9) 431(93.1) 10.4 3.1 0.602 (0.341, 1.063) 0.077

E: Type 2 diabetes at
baseline

0.627

Yes 1455 49(3.4) 1406(96.6) 31.9 1.5 1451 70(4.8) 1381(95.2) 31.4 2.2 0.697 (0.484, 1.004) 0.052
No 697 22(3.2) 675(96.8) 14.2 1.5 701 33(4.7) 668(95.3) 14.1 2.3 0.592 (0.345, 1.016) 0.054

F: Baseline UACR status 0.989
> 1000 mg/g 1048 61(5.8) 987(94.2) 22.1 2.8 1031 87(8.4) 944(91.6) 21.3 4.1 0.663 (0.478, 0.920) 0.013
<= 1000 mg/g 1104 10(0.9) 1094(99.1) 24.0 0.4 1121 16(1.4) 1105(98.6) 24.2 0.7 0.670 (0.303, 1.478) 0.317



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1DTR_FSTS: Time to composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
chronic dialysis,
renal transplantation and
renal death N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.167
< 45 ml/min/1.73**2 1272 63(5.0) 1209(95.0) 26.5 2.4 1250 80(6.4) 1170(93.6) 25.4 3.2 0.704 (0.506, 0.980) 0.036
>= 45 ml/min/1.73**2 880 8(0.9) 872(99.1) 19.6 0.4 902 23(2.5) 879(97.5) 20.1 1.1 0.384 (0.171, 0.858) 0.015

H: Baseline eGFR (cut-off 2) 0.490
< 30 ml/min/1.73**2 293 30(10.2) 263(89.8) 6.0 5.0 331 40(12.1) 291(87.9) 6.5 6.2 0.770 (0.479, 1.238) 0.280
>= 30 ml/min/1.73**2 1859 41(2.2) 1818(97.8) 40.2 1.0 1821 63(3.5) 1758(96.5) 39.0 1.6 0.628 (0.424, 0.930) 0.019

I: Baseline eGFR (cut-off 3) 0.086
< 60 ml/min/1.73**2 1918 71(3.7) 1847(96.3) 40.3 1.8 1932 99(5.1) 1833(94.9) 40.1 2.5 0.705 (0.520, 0.957) 0.024
>= 60 ml/min/1.73**2 234 0(0.0) 234(100.0) 5.8 0.0 220 4(1.8) 216(98.2) 5.4 0.7 0.000 (0.000, NE) 0.042

J: Baseline systolic blood
pressure

0.087

<= 130 mmHg 793 14(1.8) 779(98.2) 16.7 0.8 749 33(4.4) 716(95.6) 15.5 2.1 0.411 (0.220, 0.769) 0.004
> 130 mmHg 1359 57(4.2) 1302(95.8) 29.5 1.9 1403 70(5.0) 1333(95.0) 30.0 2.3 0.783 (0.551, 1.112) 0.170

K: Treatment at randomisation 0.435
ACE-I only 650 20(3.1) 630(96.9) 14.4 1.4 654 26(4.0) 628(96.0) 14.2 1.8 0.792 (0.441, 1.422) 0.434
ARB only 1421 45(3.2) 1376(96.8) 30.1 1.5 1399 69(4.9) 1330(95.1) 29.3 2.4 0.601 (0.413, 0.876) 0.007



F1DTR_FSKA: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup age 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1DTR_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:12:21:25 

 
Figure F1DTR_FSKA: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 46 events, Placebo 73 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKA: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 25 events, Placebo 30 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1DTR_FSKB: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup sex 
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Figure F1DTR_FSKB: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 51 events, Placebo 70 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKB: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 20 events, Placebo 33 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1DTR_FSKC: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup race 



ASTRA ZENECA Page 1 of 4 
Value Dossier Analysis: D169AC0001 Program Name: F1DTR_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:12:21:25 

 
Figure F1DTR_FSKC: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 37 events, Placebo 58 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKC: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 3 events, Placebo 3 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKC: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 21 events, Placebo 24 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKC: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 10 events, Placebo 18 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1DTR_FSKD: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup region 
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Figure F1DTR_FSKD: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 21 events, Placebo 20 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKD: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 18 events, Placebo 22 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKD: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 13 events, Placebo 29 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKD: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 19 events, Placebo 32 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1DTR_FSKE: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup T2DM 
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Figure F1DTR_FSKE: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 49 events, Placebo 70 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKE: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 22 events, Placebo 33 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1DTR_FSKF: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup UACR 
status 
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Figure F1DTR_FSKF: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 61 events, Placebo 87 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKF: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 10 events, Placebo 16 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1DTR_FSKG: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup eGFR 
(cutoff 1) 
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Figure F1DTR_FSKG: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup eGFR (cutoff 

1) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 63 events, Placebo 80 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKG: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup eGFR (cutoff 

1) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 8 events, Placebo 23 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1DTR_FSKH: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup eGFR 
(cutoff 2) 
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Figure F1DTR_FSKH: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup eGFR (cutoff 

2) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 30 events, Placebo 40 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKH: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup eGFR (cutoff 

2) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 41 events, Placebo 63 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1DTR_FSKI: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup eGFR 
(cutoff 3) 
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Figure F1DTR_FSKI: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup eGFR (cutoff 

3) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 71 events, Placebo 99 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKI: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup eGFR (cutoff 

3) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 0 events, Placebo 4 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1DTR_FSKJ: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup systolic 
blood pressure 
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Figure F1DTR_FSKJ: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup systolic 

blood pressure 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 14 events, Placebo 33 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKJ: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup systolic 

blood pressure 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 57 events, Placebo 70 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1DTR_FSKK: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup treatment 
at randomisation 
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Figure F1DTR_FSKK: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup treatment 

at randomisation 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 20 events, Placebo 26 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1DTR_FSKK: Kaplan-Meier plot of composite endpoint of chronic dialysis, renal transplantation and renal death by subgroup treatment 

at randomisation 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 45 events, Placebo 69 events 
Source Table: T1DTR_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1S_FSTS: Time to >=50% eGFR decline by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1S_FSTS: Time to >=50% eGFR decline by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to >=50% eGFR decline N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

A: Age 0.159
<= 65 years 1247 81(6.5) 1166(93.5) 24.7 3.3 1239 135(10.9) 1104(89.1) 24.1 5.6 0.608 (0.461, 0.800) <0.001
> 65 years 905 31(3.4) 874(96.6) 18.2 1.7 913 66(7.2) 847(92.8) 17.9 3.7 0.429 (0.280, 0.659) <0.001

B: Sex 0.234
Male 1443 67(4.6) 1376(95.4) 28.6 2.3 1436 133(9.3) 1303(90.7) 28.2 4.7 0.472 (0.352, 0.633) <0.001
Female 709 45(6.3) 664(93.7) 14.3 3.1 716 68(9.5) 648(90.5) 13.8 4.9 0.628 (0.430, 0.916) 0.015

C: Race 0.988
White 1124 54(4.8) 1070(95.2) 23.9 2.3 1166 100(8.6) 1066(91.4) 24.4 4.1 0.519 (0.373, 0.724) <0.001
Black or African American 104 5(4.8) 99(95.2) 2.2 2.2 87 8(9.2) 79(90.8) 1.7 4.7 0.382 (0.124, 1.177) 0.082
Asian 749 36(4.8) 713(95.2) 13.1 2.8 718 62(8.6) 656(91.4) 12.3 5.0 0.552 (0.366, 0.833) 0.004
Other 175 17(9.7) 158(90.3) 3.6 4.7 181 31(17.1) 150(82.9) 3.5 8.7 0.500 (0.275, 0.908) 0.020

D: Region 0.941
Asia 692 35(5.1) 657(94.9) 11.9 2.9 654 56(8.6) 598(91.4) 10.9 5.1 0.596 (0.391, 0.910) 0.015
Europe 610 31(5.1) 579(94.9) 13.1 2.4 623 54(8.7) 569(91.3) 13.3 4.1 0.503 (0.322, 0.786) 0.002
North America 401 17(4.2) 384(95.8) 8.3 2.1 412 38(9.2) 374(90.8) 8.2 4.6 0.466 (0.263, 0.828) 0.008
Latin/South America 449 29(6.5) 420(93.5) 9.6 3.0 463 53(11.4) 410(88.6) 9.5 5.6 0.508 (0.323, 0.800) 0.003

E: Type 2 diabetes at
baseline

0.682

Yes 1455 79(5.4) 1376(94.6) 29.5 2.7 1451 140(9.6) 1311(90.4) 28.8 4.9 0.547 (0.415, 0.721) <0.001
No 697 33(4.7) 664(95.3) 13.3 2.5 701 61(8.7) 640(91.3) 13.2 4.6 0.493 (0.323, 0.754) <0.001

F: Baseline UACR status 0.140
> 1000 mg/g 1048 98(9.4) 950(90.6) 20.2 4.8 1031 160(15.5) 871(84.5) 19.3 8.3 0.569 (0.443, 0.732) <0.001
<= 1000 mg/g 1104 14(1.3) 1090(98.7) 22.6 0.6 1121 41(3.7) 1080(96.3) 22.7 1.8 0.344 (0.188, 0.632) <0.001



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1S_FSTS: Time to >=50% eGFR decline by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to >=50% eGFR decline N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.035 *
< 45 ml/min/1.73**2 1272 90(7.1) 1182(92.9) 24.4 3.7 1250 133(10.6) 1117(89.4) 23.4 5.7 0.605 (0.463, 0.790) <0.001
>= 45 ml/min/1.73**2 880 22(2.5) 858(97.5) 18.4 1.2 902 68(7.5) 834(92.5) 18.6 3.7 0.335 (0.207, 0.542) <0.001

H: Baseline eGFR (cut-off 2) 0.032 *
< 30 ml/min/1.73**2 293 35(11.9) 258(88.1) 5.4 6.5 331 46(13.9) 285(86.1) 5.9 7.8 0.795 (0.512, 1.237) 0.309
>= 30 ml/min/1.73**2 1859 77(4.1) 1782(95.9) 37.5 2.1 1821 155(8.5) 1666(91.5) 36.1 4.3 0.467 (0.355, 0.614) <0.001

I: Baseline eGFR (cut-off 3) 0.968
< 60 ml/min/1.73**2 1918 104(5.4) 1814(94.6) 37.3 2.8 1932 188(9.7) 1744(90.3) 37.0 5.1 0.538 (0.423, 0.683) <0.001
>= 60 ml/min/1.73**2 234 8(3.4) 226(96.6) 5.5 1.4 220 13(5.9) 207(94.1) 5.0 2.6 0.557 (0.231, 1.344) 0.186

J: Baseline systolic blood
pressure

0.055

<= 130 mmHg 793 26(3.3) 767(96.7) 15.7 1.7 749 65(8.7) 684(91.3) 14.5 4.5 0.367 (0.233, 0.578) <0.001
> 130 mmHg 1359 86(6.3) 1273(93.7) 27.2 3.2 1403 136(9.7) 1267(90.3) 27.4 5.0 0.613 (0.468, 0.804) <0.001

K: Treatment at randomisation 0.768
ACE-I only 650 32(4.9) 618(95.1) 13.4 2.4 654 54(8.3) 600(91.7) 13.1 4.1 0.576 (0.371, 0.894) 0.013
ARB only 1421 75(5.3) 1346(94.7) 28.0 2.7 1399 135(9.6) 1264(90.4) 27.1 5.0 0.524 (0.395, 0.696) <0.001



F1S_FSKA: Kaplan-Meier plot of >=50% eGFR decline by subgroup age 
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Figure F1S_FSKA: Kaplan-Meier plot of >=50% eGFR decline by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 81 events, Placebo 135 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKA: Kaplan-Meier plot of >=50% eGFR decline by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 31 events, Placebo 66 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1S_FSKB: Kaplan-Meier plot of >=50% eGFR decline by subgroup sex 
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Figure F1S_FSKB: Kaplan-Meier plot of >=50% eGFR decline by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 67 events, Placebo 133 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKB: Kaplan-Meier plot of >=50% eGFR decline by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 45 events, Placebo 68 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1S_FSKC: Kaplan-Meier plot of >=50% eGFR decline by subgroup race 
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Figure F1S_FSKC: Kaplan-Meier plot of >=50% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 54 events, Placebo 100 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKC: Kaplan-Meier plot of >=50% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 5 events, Placebo 8 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKC: Kaplan-Meier plot of >=50% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 36 events, Placebo 62 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKC: Kaplan-Meier plot of >=50% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 17 events, Placebo 31 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1S_FSKD: Kaplan-Meier plot of >=50% eGFR decline by subgroup region 
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Figure F1S_FSKD: Kaplan-Meier plot of >=50% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 35 events, Placebo 56 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKD: Kaplan-Meier plot of >=50% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 31 events, Placebo 54 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKD: Kaplan-Meier plot of >=50% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 17 events, Placebo 38 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKD: Kaplan-Meier plot of >=50% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 29 events, Placebo 53 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1S_FSKE: Kaplan-Meier plot of >=50% eGFR decline by subgroup T2DM 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1S_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:18:39:44 

 
Figure F1S_FSKE: Kaplan-Meier plot of >=50% eGFR decline by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 79 events, Placebo 140 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKE: Kaplan-Meier plot of >=50% eGFR decline by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 33 events, Placebo 61 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1S_FSKF: Kaplan-Meier plot of >=50% eGFR decline by subgroup UACR status 
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Figure F1S_FSKF: Kaplan-Meier plot of >=50% eGFR decline by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 98 events, Placebo 160 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKF: Kaplan-Meier plot of >=50% eGFR decline by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 14 events, Placebo 41 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1S_FSKG: Kaplan-Meier plot of >=50% eGFR decline by subgroup eGFR (cutoff 1) 
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Figure F1S_FSKG: Kaplan-Meier plot of >=50% eGFR decline by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 90 events, Placebo 133 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKG: Kaplan-Meier plot of >=50% eGFR decline by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 22 events, Placebo 68 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1S_FSKH: Kaplan-Meier plot of >=50% eGFR decline by subgroup eGFR (cutoff 2) 
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Figure F1S_FSKH: Kaplan-Meier plot of >=50% eGFR decline by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 35 events, Placebo 46 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKH: Kaplan-Meier plot of >=50% eGFR decline by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 77 events, Placebo 155 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1S_FSKI: Kaplan-Meier plot of >=50% eGFR decline by subgroup eGFR (cutoff 3) 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1S_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:18:39:44 

 
Figure F1S_FSKI: Kaplan-Meier plot of >=50% eGFR decline by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 104 events, Placebo 188 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKI: Kaplan-Meier plot of >=50% eGFR decline by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 8 events, Placebo 13 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1S_FSKJ: Kaplan-Meier plot of >=50% eGFR decline by subgroup systolic blood pressure 
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Figure F1S_FSKJ: Kaplan-Meier plot of >=50% eGFR decline by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 26 events, Placebo 65 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKJ: Kaplan-Meier plot of >=50% eGFR decline by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 86 events, Placebo 136 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1S_FSKK: Kaplan-Meier plot of >=50% eGFR decline by subgroup treatment at randomisation 
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Figure F1S_FSKK: Kaplan-Meier plot of >=50% eGFR decline by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 32 events, Placebo 54 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1S_FSKK: Kaplan-Meier plot of >=50% eGFR decline by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 75 events, Placebo 135 events 
Source Table: T1S_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1E_FSTS: Time to ESRD by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1E_FSTS: Time to ESRD by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to ESRD N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

A: Age 0.624
<= 65 years 1247 75(6.0) 1172(94.0) 24.9 3.0 1239 113(9.1) 1126(90.9) 24.5 4.6 0.688 (0.513, 0.921) 0.012
> 65 years 905 34(3.8) 871(96.2) 18.3 1.9 913 48(5.3) 865(94.7) 18.0 2.7 0.640 (0.411, 0.998) 0.047

B: Sex 0.232
Male 1443 71(4.9) 1372(95.1) 28.7 2.5 1436 114(7.9) 1322(92.1) 28.4 4.0 0.578 (0.429, 0.779) <0.001
Female 709 38(5.4) 671(94.6) 14.4 2.6 716 47(6.6) 669(93.4) 14.1 3.3 0.763 (0.495, 1.176) 0.219

C: Race 0.569
White 1124 50(4.4) 1074(95.6) 24.1 2.1 1166 87(7.5) 1079(92.5) 24.7 3.5 0.547 (0.385, 0.778) <0.001
Black or African American 104 4(3.8) 100(96.2) 2.2 1.8 87 5(5.7) 82(94.3) 1.7 2.9 0.511 (0.136, 1.915) 0.310
Asian 749 37(4.9) 712(95.1) 13.1 2.8 718 42(5.8) 676(94.2) 12.5 3.4 0.839 (0.538, 1.306) 0.436
Other 175 18(10.3) 157(89.7) 3.7 4.9 181 27(14.9) 154(85.1) 3.6 7.5 0.616 (0.334, 1.138) 0.118

D: Region 0.174
Asia 692 36(5.2) 656(94.8) 11.9 3.0 654 36(5.5) 618(94.5) 11.1 3.2 0.972 (0.611, 1.544) 0.903
Europe 610 25(4.1) 585(95.9) 13.2 1.9 623 43(6.9) 580(93.1) 13.5 3.2 0.504 (0.305, 0.834) 0.007
North America 401 17(4.2) 384(95.8) 8.4 2.0 412 38(9.2) 374(90.8) 8.3 4.6 0.451 (0.254, 0.802) 0.005
Latin/South America 449 31(6.9) 418(93.1) 9.6 3.2 463 44(9.5) 419(90.5) 9.7 4.6 0.652 (0.409, 1.038) 0.069

E: Type 2 diabetes at
baseline

0.405

Yes 1455 77(5.3) 1378(94.7) 29.8 2.6 1451 109(7.5) 1342(92.5) 29.2 3.7 0.687 (0.513, 0.920) 0.011
No 697 32(4.6) 665(95.4) 13.4 2.4 701 52(7.4) 649(92.6) 13.3 3.9 0.557 (0.358, 0.866) 0.008

F: Baseline UACR status 0.766
> 1000 mg/g 1048 95(9.1) 953(90.9) 20.5 4.6 1031 135(13.1) 896(86.9) 19.7 6.9 0.649 (0.499, 0.845) 0.001
<= 1000 mg/g 1104 14(1.3) 1090(98.7) 22.7 0.6 1121 26(2.3) 1095(97.7) 22.8 1.1 0.585 (0.305, 1.122) 0.103



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: D169AC0001 Program Name: TS_sec1.sas
Data Cut Date: 17JUL2020 Run Date: 08MAR2021:16:22:10

Table T1E_FSTS: Time to ESRD by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to ESRD N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.065
< 45 ml/min/1.73**2 1272 100(7.9) 1172(92.1) 24.6 4.1 1250 131(10.5) 1119(89.5) 23.5 5.6 0.676 (0.521, 0.877) 0.003
>= 45 ml/min/1.73**2 880 9(1.0) 871(99.0) 18.6 0.5 902 30(3.3) 872(96.7) 19.0 1.6 0.321 (0.152, 0.677) 0.002

H: Baseline eGFR (cut-off 2) 0.641
< 30 ml/min/1.73**2 293 49(16.7) 244(83.3) 5.3 9.2 331 72(21.8) 259(78.2) 5.8 12.4 0.722 (0.501, 1.039) 0.078
>= 30 ml/min/1.73**2 1859 60(3.2) 1799(96.8) 37.8 1.6 1821 89(4.9) 1732(95.1) 36.7 2.4 0.643 (0.463, 0.892) 0.008

I: Baseline eGFR (cut-off 3) 0.127
< 60 ml/min/1.73**2 1918 108(5.6) 1810(94.4) 37.5 2.9 1932 155(8.0) 1777(92.0) 37.4 4.1 0.683 (0.534, 0.873) 0.002
>= 60 ml/min/1.73**2 234 1(0.4) 233(99.6) 5.6 0.2 220 6(2.7) 214(97.3) 5.1 1.2 0.152 (0.018, 1.261) 0.044

J: Baseline systolic blood
pressure

0.118

<= 130 mmHg 793 23(2.9) 770(97.1) 15.8 1.5 749 48(6.4) 701(93.6) 14.7 3.3 0.459 (0.278, 0.756) 0.002
> 130 mmHg 1359 86(6.3) 1273(93.7) 27.4 3.1 1403 113(8.1) 1290(91.9) 27.8 4.1 0.725 (0.547, 0.961) 0.025

K: Treatment at randomisation 0.809
ACE-I only 650 31(4.8) 619(95.2) 13.5 2.3 654 47(7.2) 607(92.8) 13.3 3.5 0.683 (0.432, 1.079) 0.100
ARB only 1421 71(5.0) 1350(95.0) 28.1 2.5 1399 104(7.4) 1295(92.6) 27.4 3.8 0.620 (0.458, 0.840) 0.002



F1E_FSKA: Kaplan-Meier plot of ESRD by subgroup age 
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Figure F1E_FSKA: Kaplan-Meier plot of ESRD by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 75 events, Placebo 113 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKA: Kaplan-Meier plot of ESRD by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 34 events, Placebo 48 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1E_FSKB: Kaplan-Meier plot of ESRD by subgroup sex 
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Figure F1E_FSKB: Kaplan-Meier plot of ESRD by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 71 events, Placebo 114 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKB: Kaplan-Meier plot of ESRD by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 38 events, Placebo 47 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1E_FSKC: Kaplan-Meier plot of ESRD by subgroup race 
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Figure F1E_FSKC: Kaplan-Meier plot of ESRD by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 50 events, Placebo 87 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKC: Kaplan-Meier plot of ESRD by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 4 events, Placebo 5 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKC: Kaplan-Meier plot of ESRD by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 37 events, Placebo 42 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKC: Kaplan-Meier plot of ESRD by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 18 events, Placebo 27 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1E_FSKD: Kaplan-Meier plot of ESRD by subgroup region 
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Figure F1E_FSKD: Kaplan-Meier plot of ESRD by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 36 events, Placebo 36 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKD: Kaplan-Meier plot of ESRD by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 25 events, Placebo 43 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKD: Kaplan-Meier plot of ESRD by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 17 events, Placebo 38 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKD: Kaplan-Meier plot of ESRD by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 31 events, Placebo 44 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1E_FSKE: Kaplan-Meier plot of ESRD by subgroup T2DM 
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Figure F1E_FSKE: Kaplan-Meier plot of ESRD by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 77 events, Placebo 109 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1E_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:17:06:41 

 
Figure F1E_FSKE: Kaplan-Meier plot of ESRD by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 32 events, Placebo 52 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1E_FSKF: Kaplan-Meier plot of ESRD by subgroup UACR status 
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Figure F1E_FSKF: Kaplan-Meier plot of ESRD by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 95 events, Placebo 135 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKF: Kaplan-Meier plot of ESRD by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 14 events, Placebo 26 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1E_FSKG: Kaplan-Meier plot of ESRD by subgroup eGFR (cutoff 1) 
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Figure F1E_FSKG: Kaplan-Meier plot of ESRD by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 100 events, Placebo 131 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKG: Kaplan-Meier plot of ESRD by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 9 events, Placebo 30 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1E_FSKH: Kaplan-Meier plot of ESRD by subgroup eGFR (cutoff 2) 
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Figure F1E_FSKH: Kaplan-Meier plot of ESRD by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 49 events, Placebo 72 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKH: Kaplan-Meier plot of ESRD by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 60 events, Placebo 89 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1E_FSKI: Kaplan-Meier plot of ESRD by subgroup eGFR (cutoff 3) 
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Figure F1E_FSKI: Kaplan-Meier plot of ESRD by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 108 events, Placebo 155 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKI: Kaplan-Meier plot of ESRD by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 1 events, Placebo 6 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1E_FSKJ: Kaplan-Meier plot of ESRD by subgroup systolic blood pressure 
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Figure F1E_FSKJ: Kaplan-Meier plot of ESRD by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 23 events, Placebo 48 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKJ: Kaplan-Meier plot of ESRD by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 86 events, Placebo 113 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1E_FSKK: Kaplan-Meier plot of ESRD by subgroup treatment at randomisation 
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Figure F1E_FSKK: Kaplan-Meier plot of ESRD by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 31 events, Placebo 47 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1E_FSKK: Kaplan-Meier plot of ESRD by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 71 events, Placebo 104 events 
Source Table: T1E_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1G_FSTS: Time to eGFR <15 mL/min/1.73m² by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
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Table T1G_FSTS: Time to eGFR <15 mL/min/1.73m² by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to eGFR <15
mL/min/1.73m² N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.281
<= 65 years 1247 63(5.1) 1184(94.9) 24.9 2.5 1239 87(7.0) 1152(93.0) 24.5 3.6 0.763 (0.551, 1.056) 0.101
> 65 years 905 21(2.3) 884(97.7) 18.3 1.1 913 33(3.6) 880(96.4) 18.0 1.8 0.566 (0.325, 0.985) 0.041

B: Sex 0.159
Male 1443 52(3.6) 1391(96.4) 28.7 1.8 1436 84(5.8) 1352(94.2) 28.5 2.9 0.567 (0.400, 0.803) 0.001
Female 709 32(4.5) 677(95.5) 14.4 2.2 716 36(5.0) 680(95.0) 14.1 2.6 0.820 (0.506, 1.330) 0.422

C: Race 0.776
White 1124 37(3.3) 1087(96.7) 24.1 1.5 1166 59(5.1) 1107(94.9) 24.7 2.4 0.595 (0.392, 0.903) 0.014
Black or African American 104 3(2.9) 101(97.1) 2.2 1.3 87 4(4.6) 83(95.4) 1.8 2.3 0.496 (0.111, 2.221) 0.350
Asian 749 32(4.3) 717(95.7) 13.1 2.4 718 36(5.0) 682(95.0) 12.5 2.9 0.852 (0.529, 1.375) 0.512
Other 175 12(6.9) 163(93.1) 3.7 3.3 181 21(11.6) 160(88.4) 3.6 5.8 0.527 (0.252, 1.105) 0.085

D: Region 0.434
Asia 692 31(4.5) 661(95.5) 11.9 2.6 654 33(5.0) 621(95.0) 11.1 3.0 0.914 (0.559, 1.494) 0.720
Europe 610 20(3.3) 590(96.7) 13.2 1.5 623 35(5.6) 588(94.4) 13.5 2.6 0.486 (0.277, 0.853) 0.010
North America 401 12(3.0) 389(97.0) 8.3 1.4 412 23(5.6) 389(94.4) 8.3 2.8 0.548 (0.268, 1.117) 0.093
Latin/South America 449 21(4.7) 428(95.3) 9.6 2.2 463 29(6.3) 434(93.7) 9.7 3.0 0.665 (0.376, 1.177) 0.158

E: Type 2 diabetes at
baseline

0.357

Yes 1455 57(3.9) 1398(96.1) 29.8 1.9 1451 77(5.3) 1374(94.7) 29.2 2.6 0.729 (0.517, 1.028) 0.070
No 697 27(3.9) 670(96.1) 13.4 2.0 701 43(6.1) 658(93.9) 13.3 3.2 0.562 (0.346, 0.911) 0.018

F: Baseline UACR status 0.439
> 1000 mg/g 1048 76(7.3) 972(92.7) 20.5 3.7 1031 102(9.9) 929(90.1) 19.7 5.2 0.693 (0.514, 0.933) 0.015
<= 1000 mg/g 1104 8(0.7) 1096(99.3) 22.7 0.4 1121 18(1.6) 1103(98.4) 22.9 0.8 0.483 (0.210, 1.113) 0.081



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1G_FSTS: Time to eGFR <15 mL/min/1.73m² by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to eGFR <15
mL/min/1.73m² N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.074
< 45 ml/min/1.73**2 1272 80(6.3) 1192(93.7) 24.6 3.3 1250 103(8.2) 1147(91.8) 23.6 4.4 0.689 (0.514, 0.923) 0.012
>= 45 ml/min/1.73**2 880 4(0.5) 876(99.5) 18.6 0.2 902 17(1.9) 885(98.1) 19.0 0.9 0.250 (0.084, 0.744) 0.007

H: Baseline eGFR (cut-off 2) 0.630
< 30 ml/min/1.73**2 293 42(14.3) 251(85.7) 5.3 7.9 331 59(17.8) 272(82.2) 5.8 10.1 0.757 (0.508, 1.127) 0.168
>= 30 ml/min/1.73**2 1859 42(2.3) 1817(97.7) 37.9 1.1 1821 61(3.3) 1760(96.7) 36.7 1.7 0.656 (0.443, 0.972) 0.034

I: Baseline eGFR (cut-off 3) 0.454
< 60 ml/min/1.73**2 1918 83(4.3) 1835(95.7) 37.5 2.2 1932 117(6.1) 1815(93.9) 37.5 3.1 0.695 (0.525, 0.921) 0.011
>= 60 ml/min/1.73**2 234 1(0.4) 233(99.6) 5.6 0.2 220 3(1.4) 217(98.6) 5.1 0.6 0.294 (0.031, 2.830) 0.260

J: Baseline systolic blood
pressure

0.536

<= 130 mmHg 793 18(2.3) 775(97.7) 15.8 1.1 749 31(4.1) 718(95.9) 14.7 2.1 0.562 (0.313, 1.009) 0.050
> 130 mmHg 1359 66(4.9) 1293(95.1) 27.4 2.4 1403 89(6.3) 1314(93.7) 27.8 3.2 0.697 (0.506, 0.961) 0.027

K: Treatment at randomisation 0.988
ACE-I only 650 21(3.2) 629(96.8) 13.5 1.6 654 34(5.2) 620(94.8) 13.3 2.6 0.668 (0.386, 1.157) 0.147
ARB only 1421 57(4.0) 1364(96.0) 28.1 2.0 1399 80(5.7) 1319(94.3) 27.4 2.9 0.644 (0.457, 0.907) 0.011



F1G_FSKA: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup age 
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Figure F1G_FSKA: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 63 events, Placebo 87 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKA: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 21 events, Placebo 33 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1G_FSKB: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup sex 
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Figure F1G_FSKB: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 52 events, Placebo 84 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKB: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 32 events, Placebo 36 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1G_FSKC: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup race 
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Figure F1G_FSKC: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup race 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 37 events, Placebo 59 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKC: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup race 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 3 events, Placebo 4 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKC: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup race 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 32 events, Placebo 36 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKC: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 12 events, Placebo 21 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1G_FSKD: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup region 
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Figure F1G_FSKD: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 31 events, Placebo 33 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKD: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 20 events, Placebo 35 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKD: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 12 events, Placebo 23 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 4 of 4 
Value Dossier Analysis: D169AC0001 Program Name: F1G_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:20:28:02 

 
Figure F1G_FSKD: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup region 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 21 events, Placebo 29 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1G_FSKE: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup T2DM 
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Figure F1G_FSKE: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 57 events, Placebo 77 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKE: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 27 events, Placebo 43 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1G_FSKF: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup UACR status 
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Figure F1G_FSKF: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 76 events, Placebo 102 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKF: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 8 events, Placebo 18 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1G_FSKG: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup eGFR (cutoff 1) 
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Figure F1G_FSKG: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 80 events, Placebo 103 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1G_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:20:28:02 

 
Figure F1G_FSKG: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup eGFR (cutoff 1) 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 4 events, Placebo 17 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1G_FSKH: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup eGFR (cutoff 2) 
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Figure F1G_FSKH: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 42 events, Placebo 59 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKH: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 42 events, Placebo 61 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1G_FSKI: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup eGFR (cutoff 3) 
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Figure F1G_FSKI: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 83 events, Placebo 117 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKI: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 1 events, Placebo 3 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1G_FSKJ: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup systolic blood pressure 
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Figure F1G_FSKJ: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup systolic blood pressure 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 18 events, Placebo 31 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKJ: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup systolic blood pressure 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 66 events, Placebo 89 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1G_FSKK: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup treatment at randomisation 
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Figure F1G_FSKK: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 21 events, Placebo 34 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1G_FSKK: Kaplan-Meier plot of eGFR <15 mL/min/1.73m² by subgroup treatment at randomisation 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 57 events, Placebo 80 events 
Source Table: T1G_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1D_FSTS: Time to chronic dialysis by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1D_FSTS: Time to chronic dialysis by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to chronic dialysis N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.690
<= 65 years 1247 43(3.4) 1204(96.6) 26.4 1.6 1239 70(5.6) 1169(94.4) 26.0 2.7 0.639 (0.437, 0.934) 0.020
> 65 years 905 25(2.8) 880(97.2) 19.8 1.3 913 29(3.2) 884(96.8) 19.5 1.5 0.775 (0.452, 1.329) 0.354

B: Sex 0.442
Male 1443 51(3.5) 1392(96.5) 30.5 1.7 1436 68(4.7) 1368(95.3) 30.2 2.2 0.714 (0.496, 1.028) 0.069
Female 709 17(2.4) 692(97.6) 15.6 1.1 716 31(4.3) 685(95.7) 15.3 2.0 0.532 (0.294, 0.964) 0.034

C: Race 0.917
White 1124 37(3.3) 1087(96.7) 25.7 1.4 1166 55(4.7) 1111(95.3) 26.2 2.1 0.648 (0.426, 0.983) 0.040
Black or African American 104 3(2.9) 101(97.1) 2.4 1.2 87 3(3.4) 84(96.6) 1.9 1.6 0.652 (0.130, 3.262) 0.600
Asian 749 19(2.5) 730(97.5) 14.1 1.3 718 23(3.2) 695(96.8) 13.4 1.7 0.762 (0.414, 1.401) 0.380
Other 175 9(5.1) 166(94.9) 4.0 2.3 181 18(9.9) 163(90.1) 4.0 4.5 0.529 (0.237, 1.181) 0.114

D: Region 0.414
Asia 692 19(2.7) 673(97.3) 12.8 1.5 654 19(2.9) 635(97.1) 11.9 1.6 0.947 (0.500, 1.793) 0.867
Europe 610 18(3.0) 592(97.0) 13.9 1.3 623 20(3.2) 603(96.8) 14.2 1.4 0.787 (0.415, 1.493) 0.462
North America 401 13(3.2) 388(96.8) 9.2 1.4 412 28(6.8) 384(93.2) 9.0 3.1 0.480 (0.248, 0.928) 0.026
Latin/South America 449 18(4.0) 431(96.0) 10.2 1.8 463 32(6.9) 431(93.1) 10.4 3.1 0.571 (0.320, 1.018) 0.054

E: Type 2 diabetes at
baseline

0.815

Yes 1455 47(3.2) 1408(96.8) 31.9 1.5 1451 69(4.8) 1382(95.2) 31.4 2.2 0.677 (0.467, 0.981) 0.038
No 697 21(3.0) 676(97.0) 14.2 1.5 701 30(4.3) 671(95.7) 14.1 2.1 0.623 (0.357, 1.089) 0.094

F: Baseline UACR status 0.869
> 1000 mg/g 1048 58(5.5) 990(94.5) 22.1 2.6 1031 84(8.1) 947(91.9) 21.3 3.9 0.653 (0.467, 0.913) 0.012
<= 1000 mg/g 1104 10(0.9) 1094(99.1) 24.0 0.4 1121 15(1.3) 1106(98.7) 24.2 0.6 0.715 (0.321, 1.595) 0.411



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1D_FSTS: Time to chronic dialysis by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to chronic dialysis N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.167
< 45 ml/min/1.73**2 1272 60(4.7) 1212(95.3) 26.5 2.3 1250 76(6.1) 1174(93.9) 25.4 3.0 0.706 (0.503, 0.991) 0.043
>= 45 ml/min/1.73**2 880 8(0.9) 872(99.1) 19.6 0.4 902 23(2.5) 879(97.5) 20.1 1.1 0.384 (0.171, 0.858) 0.015

H: Baseline eGFR (cut-off 2) 0.354
< 30 ml/min/1.73**2 293 29(9.9) 264(90.1) 6.0 4.9 331 37(11.2) 294(88.8) 6.5 5.7 0.805 (0.494, 1.311) 0.382
>= 30 ml/min/1.73**2 1859 39(2.1) 1820(97.9) 40.2 1.0 1821 62(3.4) 1759(96.6) 39.0 1.6 0.606 (0.406, 0.905) 0.013

I: Baseline eGFR (cut-off 3) 0.086
< 60 ml/min/1.73**2 1918 68(3.5) 1850(96.5) 40.3 1.7 1932 95(4.9) 1837(95.1) 40.1 2.4 0.704 (0.516, 0.962) 0.027
>= 60 ml/min/1.73**2 234 0(0.0) 234(100.0) 5.8 0.0 220 4(1.8) 216(98.2) 5.4 0.7 NE (NE, NE) 0.042

J: Baseline systolic blood
pressure

0.049 *

<= 130 mmHg 793 13(1.6) 780(98.4) 16.7 0.8 749 33(4.4) 716(95.6) 15.5 2.1 0.380 (0.200, 0.722) 0.002
> 130 mmHg 1359 55(4.0) 1304(96.0) 29.5 1.9 1403 66(4.7) 1337(95.3) 30.0 2.2 0.803 (0.561, 1.150) 0.230

K: Treatment at randomisation 0.707
ACE-I only 650 18(2.8) 632(97.2) 14.4 1.2 654 26(4.0) 628(96.0) 14.2 1.8 0.710 (0.389, 1.297) 0.263
ARB only 1421 44(3.1) 1377(96.9) 30.1 1.5 1399 66(4.7) 1333(95.3) 29.3 2.2 0.617 (0.421, 0.904) 0.012



F1D_FSKA: Kaplan-Meier plot of chronic dialysis by subgroup age 
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Figure F1D_FSKA: Kaplan-Meier plot of chronic dialysis by subgroup age 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 43 events, Placebo 70 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKA: Kaplan-Meier plot of chronic dialysis by subgroup age 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 25 events, Placebo 29 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1D_FSKB: Kaplan-Meier plot of chronic dialysis by subgroup sex 
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Figure F1D_FSKB: Kaplan-Meier plot of chronic dialysis by subgroup sex 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 51 events, Placebo 68 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKB: Kaplan-Meier plot of chronic dialysis by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 17 events, Placebo 31 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1D_FSKC: Kaplan-Meier plot of chronic dialysis by subgroup race 
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Figure F1D_FSKC: Kaplan-Meier plot of chronic dialysis by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 37 events, Placebo 55 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKC: Kaplan-Meier plot of chronic dialysis by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 3 events, Placebo 3 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKC: Kaplan-Meier plot of chronic dialysis by subgroup race 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 19 events, Placebo 23 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKC: Kaplan-Meier plot of chronic dialysis by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 9 events, Placebo 18 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1D_FSKD: Kaplan-Meier plot of chronic dialysis by subgroup region 
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Figure F1D_FSKD: Kaplan-Meier plot of chronic dialysis by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 19 events, Placebo 19 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKD: Kaplan-Meier plot of chronic dialysis by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 18 events, Placebo 20 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKD: Kaplan-Meier plot of chronic dialysis by subgroup region 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 13 events, Placebo 28 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKD: Kaplan-Meier plot of chronic dialysis by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 18 events, Placebo 32 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1D_FSKE: Kaplan-Meier plot of chronic dialysis by subgroup T2DM 
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Figure F1D_FSKE: Kaplan-Meier plot of chronic dialysis by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 47 events, Placebo 69 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKE: Kaplan-Meier plot of chronic dialysis by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 21 events, Placebo 30 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1D_FSKF: Kaplan-Meier plot of chronic dialysis by subgroup UACR status 
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Figure F1D_FSKF: Kaplan-Meier plot of chronic dialysis by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 58 events, Placebo 84 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKF: Kaplan-Meier plot of chronic dialysis by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 10 events, Placebo 15 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1D_FSKG: Kaplan-Meier plot of chronic dialysis by subgroup eGFR (cutoff 1) 
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Figure F1D_FSKG: Kaplan-Meier plot of chronic dialysis by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 60 events, Placebo 76 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKG: Kaplan-Meier plot of chronic dialysis by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 8 events, Placebo 23 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1D_FSKH: Kaplan-Meier plot of chronic dialysis by subgroup eGFR (cutoff 2) 
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Figure F1D_FSKH: Kaplan-Meier plot of chronic dialysis by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 29 events, Placebo 37 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKH: Kaplan-Meier plot of chronic dialysis by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 39 events, Placebo 62 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1D_FSKI: Kaplan-Meier plot of chronic dialysis by subgroup eGFR (cutoff 3) 
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Figure F1D_FSKI: Kaplan-Meier plot of chronic dialysis by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 68 events, Placebo 95 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKI: Kaplan-Meier plot of chronic dialysis by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 0 events, Placebo 4 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1D_FSKJ: Kaplan-Meier plot of chronic dialysis by subgroup systolic blood pressure 
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Figure F1D_FSKJ: Kaplan-Meier plot of chronic dialysis by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 13 events, Placebo 33 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKJ: Kaplan-Meier plot of chronic dialysis by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 55 events, Placebo 66 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1D_FSKK: Kaplan-Meier plot of chronic dialysis by subgroup treatment at randomisation 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1D_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:11:46:35 

 
Figure F1D_FSKK: Kaplan-Meier plot of chronic dialysis by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 18 events, Placebo 26 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1D_FSKK: Kaplan-Meier plot of chronic dialysis by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 44 events, Placebo 66 events 
Source Table: T1D_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1T_FSTS: Time to renal transplantation by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1T_FSTS: Time to renal transplantation by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to renal transplantation N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.438
<= 65 years 1247 3(0.2) 1244(99.8) 26.6 0.1 1239 7(0.6) 1232(99.4) 26.5 0.3 0.462 (0.119, 1.790) 0.252
> 65 years 905 0(0.0) 905(100.0) 19.9 0.0 913 1(0.1) 912(99.9) 19.6 0.1 NE (NE, NE) 0.226

B: Sex n<10
Male n<10
Female n<10

C: Race n<10
White n<10
Black or African American n<10
Asian n<10
Other n<10

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

E: Type 2 diabetes at
baseline

n<10

Yes n<10
No n<10

F: Baseline UACR status 0.541
> 1000 mg/g 1048 3(0.3) 1045(99.7) 22.5 0.1 1031 7(0.7) 1024(99.3) 21.9 0.3 0.406 (0.105, 1.568) 0.176
<= 1000 mg/g 1104 0(0.0) 1104(100.0) 24.0 0.0 1121 1(0.1) 1120(99.9) 24.2 0.0 NE (NE, NE) 0.357



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1T_FSTS: Time to renal transplantation by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to renal transplantation N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.576
< 45 ml/min/1.73**2 1272 3(0.2) 1269(99.8) 26.9 0.1 1250 7(0.6) 1243(99.4) 25.8 0.3 0.378 (0.098, 1.464) 0.143
>= 45 ml/min/1.73**2 880 0(0.0) 880(100.0) 19.6 0.0 902 1(0.1) 901(99.9) 20.3 0.0 NE (NE, NE) 0.380

H: Baseline eGFR (cut-off 2) n<10
< 30 ml/min/1.73**2 n<10
>= 30 ml/min/1.73**2 n<10

I: Baseline eGFR (cut-off 3) 0.537
< 60 ml/min/1.73**2 1918 3(0.2) 1915(99.8) 40.7 0.1 1932 7(0.4) 1925(99.6) 40.7 0.2 0.418 (0.108, 1.618) 0.192
>= 60 ml/min/1.73**2 234 0(0.0) 234(100.0) 5.8 0.0 220 1(0.5) 219(99.5) 5.4 0.2 NE (NE, NE) 0.378

J: Baseline systolic blood
pressure

n<10

<= 130 mmHg n<10
> 130 mmHg n<10

K: Treatment at randomisation n<10
ACE-I only n<10
ARB only n<10



F1T_FSKA: Kaplan-Meier plot of renal transplantation by subgroup age 
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Figure F1T_FSKA: Kaplan-Meier plot of renal transplantation by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 3 events, Placebo 7 events 
Source Table: T1T_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1T_FSKA: Kaplan-Meier plot of renal transplantation by subgroup age 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 0 events, Placebo 1 events 
Source Table: T1T_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1T_FSKB: Kaplan-Meier plot of renal transplantation by subgroup sex 



F1T_FSKC: Kaplan-Meier plot of renal transplantation by subgroup race 



F1T_FSKD: Kaplan-Meier plot of renal transplantation by subgroup region 



F1T_FSKE: Kaplan-Meier plot of renal transplantation by subgroup T2DM 



F1T_FSKF: Kaplan-Meier plot of renal transplantation by subgroup UACR status 
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Figure F1T_FSKF: Kaplan-Meier plot of renal transplantation by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 3 events, Placebo 7 events 
Source Table: T1T_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1T_FSKF: Kaplan-Meier plot of renal transplantation by subgroup UACR status 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 0 events, Placebo 1 events 
Source Table: T1T_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1T_FSKG: Kaplan-Meier plot of renal transplantation by subgroup eGFR (cutoff 1) 
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Figure F1T_FSKG: Kaplan-Meier plot of renal transplantation by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 3 events, Placebo 7 events 
Source Table: T1T_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1T_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:20:30:59 

 
Figure F1T_FSKG: Kaplan-Meier plot of renal transplantation by subgroup eGFR (cutoff 1) 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 0 events, Placebo 1 events 
Source Table: T1T_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1T_FSKH: Kaplan-Meier plot of renal transplantation by subgroup eGFR (cutoff 2) 



F1T_FSKI: Kaplan-Meier plot of renal transplantation by subgroup eGFR (cutoff 3) 
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Figure F1T_FSKI: Kaplan-Meier plot of renal transplantation by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 3 events, Placebo 7 events 
Source Table: T1T_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1T_FSKI: Kaplan-Meier plot of renal transplantation by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 0 events, Placebo 1 events 
Source Table: T1T_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1T_FSKJ: Kaplan-Meier plot of renal transplantation by subgroup systolic blood pressure 



F1T_FSKK: Kaplan-Meier plot of renal transplantation by subgroup treatment at randomisation 



T1CKD4_GSPS: Proportion of patients entering CKD 4 by subgroup 



Source Data: atte, created on: 28APR2021.
+ Adding of 0.5 to each cell. l Odds ratio comes from logistic regression.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1CKD4_GSPS: Proportion of patients entering CKD 4 by subgroup
FAS with baseline eGFR > 40 ml/min/1.73**2

Dapa 10 mg Placebo

Patients entering CKD 4 N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

A: Age 0.113
<= 65 years 688 50 (7.3)

[5.3, 9.3]
664 89 (13.4)

[10.7, 16.1]
0.542

[0.390, 0.754]
0.497 l

[0.344, 0.720]
-6.1

[-9.5, -2.8]
<0.001

> 65 years 447 34 (7.6)
[5.0, 10.2]

470 43 (9.1)
[6.4, 11.9]

0.831
[0.540, 1.279]

0.792 l
[0.489, 1.281]

-1.5
[-5.3, 2.3]

0.400

B: Sex 0.916
Male 779 52 (6.7)

[4.9, 8.5]
776 81 (10.4)

[8.2, 12.7]
0.640

[0.458, 0.893]
0.605 l

[0.418, 0.875]
-3.8

[-6.7, -0.9]
0.008

Female 356 32 (9.0)
[5.9, 12.1]

358 51 (14.2)
[10.5, 18.0]

0.631
[0.416, 0.957]

0.577 l
[0.358, 0.929]

-5.3
[-10.2, -0.3]

0.029

C: Race 0.417
White 590 47 (8.0)

[5.7, 10.2]
629 65 (10.3)

[7.9, 12.8]
0.771

[0.539, 1.103]
0.744 l

[0.498, 1.114]
-2.4

[-5.8, 1.0]
0.153

Black or African American 54 4 (7.4)
[0.0, 15.3]

47 5 (10.6)
[0.8, 20.5]

0.696
[0.198, 2.443]

0.646 l
[0.161, 2.592]

-3.2
[-16.5, 10.0]

0.730#

Asian 391 23 (5.9)
[3.4, 8.3]

362 41 (11.3)
[7.9, 14.7]

0.519
[0.318, 0.848]

0.461 l
[0.269, 0.791]

-5.4
[-9.7, -1.2]

0.007

Other 100 10 (10.0)
[3.6, 16.4]

96 21 (21.9)
[13.1, 30.7]

0.457
[0.227, 0.920]

0.414 l
[0.182, 0.942]

-11.9
[-23.0, -0.7]

0.023

D: Region 0.043i
Asia 362 21 (5.8)

[3.3, 8.3]
331 36 (10.9)

[7.4, 14.4]
0.533

[0.318, 0.895]
0.484 l

[0.274, 0.854]
-5.1

[-9.5, -0.7]
0.015

Europe 340 31 (9.1)
[5.9, 12.3]

357 31 (8.7)
[5.6, 11.7]

1.050
[0.653, 1.689]

1.039 l
[0.611, 1.767]

0.4
[-4.1, 5.0]

0.841

North America 196 15 (7.7)
[3.7, 11.6]

199 21 (10.6)
[6.0, 15.1]

0.725
[0.385, 1.365]

0.693 l
[0.343, 1.400]

-2.9
[-9.1, 3.3]

0.317

Latin/South America 237 17 (7.2)
[3.7, 10.7]

247 44 (17.8)
[12.8, 22.8]

0.403
[0.237, 0.684]

0.359 l
[0.196, 0.657]

-10.6
[-16.8, -4.4]

<0.001



Source Data: atte, created on: 28APR2021.
+ Adding of 0.5 to each cell. l Odds ratio comes from logistic regression.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1CKD4_GSPS: Proportion of patients entering CKD 4 by subgroup
FAS with baseline eGFR > 40 ml/min/1.73**2

Dapa 10 mg Placebo

Patients entering CKD 4 N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

E: Type 2 diabetes at baseline 0.591
Yes 813 64 (7.9)

[6.0, 9.8]
790 102 (12.9)

[10.5, 15.3]
0.610

[0.453, 0.820]
0.555 l

[0.397, 0.777]
-5.0

[-8.1, -1.9]
<0.001

No 322 20 (6.2)
[3.4, 9.0]

344 30 (8.7)
[5.6, 11.8]

0.712
[0.413, 1.228]

0.704 l
[0.388, 1.278]

-2.5
[-6.8, 1.8]

0.220

F: Baseline UACR status 0.810
> 1000 mg/g 506 60 (11.9)

[8.9, 14.8]
518 96 (18.5)

[15.1, 22.0]
0.640

[0.475, 0.862]
0.578 l

[0.404, 0.826]
-6.7

[-11.2, -2.1]
0.003

<= 1000 mg/g 629 24 (3.8)
[2.2, 5.4]

616 36 (5.8)
[3.9, 7.8]

0.653
[0.394, 1.081]

0.628 l
[0.368, 1.071]

-2.0
[-4.6, 0.5]

0.095

G: Baseline eGFR (cut-off 1) 0.012i
< 45 ml/min/1.73**2 255 43 (16.9)

[12.1, 21.7]
232 41 (17.7)

[12.5, 22.8]
0.954

[0.647, 1.408]
0.936 l

[0.584, 1.502]
-0.8

[-7.9, 6.3]
0.813

>= 45 ml/min/1.73**2 880 41 (4.7)
[3.2, 6.1]

902 91 (10.1)
[8.1, 12.1]

0.462
[0.323, 0.660]

0.442 l
[0.301, 0.649]

-5.4
[-8.0, -2.9]

<0.001

H: Baseline eGFR (cut-off 2) NE
>= 30 ml/min/1.73**2 1135 84 (7.4)

[5.8, 9.0]
1134 132 (11.6)

[9.7, 13.6]
0.636

[0.490, 0.825]
0.594 l

[0.444, 0.796]
-4.2

[-6.7, -1.7]
<0.001

I: Baseline eGFR (cut-off 3) 0.844
< 60 ml/min/1.73**2 901 78 (8.7)

[6.8, 10.5]
914 122 (13.3)

[11.1, 15.6]
0.649

[0.496, 0.849]
0.592 l

[0.436, 0.803]
-4.7

[-7.7, -1.7]
0.001

>= 60 ml/min/1.73**2 234 6 (2.6)
[0.3, 4.8]

220 10 (4.5)
[1.6, 7.5]

0.564
[0.209, 1.526]

0.554 l
[0.198, 1.552]

-2.0
[-5.8, 1.9]

0.253



Source Data: atte, created on: 28APR2021.
+ Adding of 0.5 to each cell. l Odds ratio comes from logistic regression.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1CKD4_GSPS: Proportion of patients entering CKD 4 by subgroup
FAS with baseline eGFR > 40 ml/min/1.73**2

Dapa 10 mg Placebo

Patients entering CKD 4 N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

J: Baseline systolic blood pressure 0.629
<= 130 mmHg 427 24 (5.6)

[3.3, 7.9]
398 39 (9.8)

[6.8, 12.8]
0.574

[0.351, 0.936]
0.554 l

[0.326, 0.942]
-4.2

[-8.1, -0.3]
0.024

> 130 mmHg 708 60 (8.5)
[6.4, 10.6]

736 93 (12.6)
[10.2, 15.1]

0.671
[0.493, 0.912]

0.617 l
[0.435, 0.876]

-4.2
[-7.5, -0.9]

0.010

K: Treatment at randomisation 0.037i
ACE-I only 375 30 (8.0)

[5.1, 10.9]
369 30 (8.1)

[5.2, 11.1]
0.984

[0.606, 1.599]
0.939 l

[0.550, 1.604]
-0.1

[-4.3, 4.1]
0.948

ARB only 726 52 (7.2)
[5.2, 9.1]

727 97 (13.3)
[10.8, 15.9]

0.537
[0.390, 0.740]

0.497 l
[0.346, 0.712]

-6.2
[-9.4, -2.9]

<0.001



T1CKD5_FSPS: Proportion of patients entering CKD 5 by subgroup 



Source Data: asl, created on: 19APR2021.
+ Adding of 0.5 to each cell. l Odds ratio comes from logistic regression.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1CKD5_FSPS: Proportion of patients entering CKD 5 by subgroup
FAS

Dapa 10 mg Placebo

Patients entering CKD 5 N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

A: Age 0.748
<= 65 years 1247 63 (5.1)

[3.8, 6.3]
1239 87 (7.0)

[5.6, 8.5]
0.719

[0.525, 0.985]
0.705 l

[0.504, 0.984]
-2.0

[-3.9, -0.0]
0.039

> 65 years 905 21 (2.3)
[1.3, 3.4]

913 33 (3.6)
[2.3, 4.9]

0.642
[0.374, 1.101]

0.633 l
[0.364, 1.104]

-1.3
[-3.0, 0.4]

0.104

B: Sex 0.199
Male 1443 52 (3.6)

[2.6, 4.6]
1436 84 (5.8)

[4.6, 7.1]
0.616

[0.439, 0.864]
0.602 l

[0.422, 0.857]
-2.2

[-3.9, -0.6]
0.005

Female 709 32 (4.5)
[2.9, 6.1]

716 36 (5.0)
[3.4, 6.7]

0.898
[0.564, 1.429]

0.893 l
[0.548, 1.454]

-0.5
[-2.9, 1.8]

0.649

C: Race 0.772
White 1124 37 (3.3)

[2.2, 4.4]
1166 59 (5.1)

[3.8, 6.4]
0.651

[0.435, 0.973]
0.639 l

[0.420, 0.971]
-1.8

[-3.5, -0.0]
0.035

Black or African American 104 3 (2.9)
[0.0, 6.6]

87 4 (4.6)
[0.0, 9.6]

0.627
[0.144, 2.728]

0.616 l
[0.134, 2.832]

-1.7
[-8.2, 4.8]

0.704#

Asian 749 32 (4.3)
[2.8, 5.8]

718 36 (5.0)
[3.3, 6.7]

0.852
[0.535, 1.357]

0.845 l
[0.519, 1.377]

-0.7
[-3.0, 1.6]

0.500

Other 175 12 (6.9)
[2.8, 10.9]

181 21 (11.6)
[6.7, 16.5]

0.591
[0.300, 1.164]

0.561 l
[0.267, 1.178]

-4.7
[-11.3, 1.8]

0.123

D: Region 0.569
Asia 692 31 (4.5)

[2.9, 6.1]
654 33 (5.0)

[3.3, 6.8]
0.888

[0.550, 1.433]
0.883 l

[0.534, 1.458]
-0.6

[-3.0, 1.9]
0.626

Europe 610 20 (3.3)
[1.8, 4.8]

623 35 (5.6)
[3.7, 7.5]

0.584
[0.341, 0.999]

0.569 l
[0.325, 0.998]

-2.3
[-4.8, 0.1]

0.047

North America 401 12 (3.0)
[1.2, 4.8]

412 23 (5.6)
[3.2, 7.9]

0.536
[0.270, 1.063]

0.522 l
[0.256, 1.063]

-2.6
[-5.6, 0.4]

0.069

Latin/South America 449 21 (4.7)
[2.6, 6.7]

463 29 (6.3)
[3.9, 8.6]

0.747
[0.432, 1.290]

0.734 l
[0.412, 1.308]

-1.6
[-4.8, 1.6]

0.293



Source Data: asl, created on: 19APR2021.
+ Adding of 0.5 to each cell. l Odds ratio comes from logistic regression.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1CKD5_FSPS: Proportion of patients entering CKD 5 by subgroup
FAS

Dapa 10 mg Placebo

Patients entering CKD 5 N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

E: Type 2 diabetes at baseline 0.592
Yes 1455 57 (3.9)

[2.9, 4.9]
1451 77 (5.3)

[4.1, 6.5]
0.738

[0.528, 1.032]
0.728 l

[0.512, 1.033]
-1.4

[-3.0, 0.2]
0.074

No 697 27 (3.9)
[2.4, 5.4]

701 43 (6.1)
[4.3, 8.0]

0.632
[0.395, 1.010]

0.617 l
[0.377, 1.010]

-2.3
[-4.7, 0.2]

0.053

F: Baseline UACR status 0.304
> 1000 mg/g 1048 76 (7.3)

[5.6, 8.9]
1031 102 (9.9)

[8.0, 11.8]
0.733

[0.552, 0.974]
0.712 l

[0.522, 0.971]
-2.6

[-5.1, -0.1]
0.031

<= 1000 mg/g 1104 8 (0.7)
[0.2, 1.3]

1121 18 (1.6)
[0.8, 2.4]

0.451
[0.197, 1.034]

0.447 l
[0.194, 1.033]

-0.9
[-1.9, 0.1]

0.053

G: Baseline eGFR (cut-off 1) 0.039i
< 45 ml/min/1.73**2 1272 80 (6.3)

[4.9, 7.7]
1250 103 (8.2)

[6.7, 9.8]
0.763

[0.576, 1.011]
0.747 l

[0.552, 1.012]
-2.0

[-4.1, 0.2]
0.059

>= 45 ml/min/1.73**2 880 4 (0.5)
[0.0, 1.0]

902 17 (1.9)
[0.9, 2.8]

0.241
[0.081, 0.714]

0.238 l
[0.080, 0.709]

-1.4
[-2.5, -0.3]

0.005

H: Baseline eGFR (cut-off 2) 0.627
< 30 ml/min/1.73**2 293 42 (14.3)

[10.2, 18.5]
331 59 (17.8)

[13.6, 22.1]
0.804

[0.559, 1.156]
0.771 l

[0.501, 1.187]
-3.5

[-9.6, 2.6]
0.238

>= 30 ml/min/1.73**2 1859 42 (2.3)
[1.6, 3.0]

1821 61 (3.3)
[2.5, 4.2]

0.674
[0.458, 0.994]

0.667 l
[0.448, 0.993]

-1.1
[-2.2, 0.0]

0.045

I: Baseline eGFR (cut-off 3) 0.474
< 60 ml/min/1.73**2 1918 83 (4.3)

[3.4, 5.3]
1932 117 (6.1)

[5.0, 7.1]
0.715

[0.543, 0.940]
0.702 l

[0.526, 0.937]
-1.7

[-3.2, -0.3]
0.016

>= 60 ml/min/1.73**2 234 1 (0.4)
[0.0, 1.5]

220 3 (1.4)
[0.0, 3.1]

0.313
[0.033, 2.990]

0.311 l
[0.032, 3.007]

-0.9
[-3.1, 1.3]

0.359#



Source Data: asl, created on: 19APR2021.
+ Adding of 0.5 to each cell. l Odds ratio comes from logistic regression.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1CKD5_FSPS: Proportion of patients entering CKD 5 by subgroup
FAS

Dapa 10 mg Placebo

Patients entering CKD 5 N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

J: Baseline systolic blood pressure 0.326
<= 130 mmHg 793 18 (2.3)

[1.2, 3.4]
749 31 (4.1)

[2.6, 5.6]
0.548

[0.309, 0.972]
0.538 l

[0.298, 0.970]
-1.9

[-3.8, 0.0]
0.037

> 130 mmHg 1359 66 (4.9)
[3.7, 6.0]

1403 89 (6.3)
[5.0, 7.7]

0.766
[0.562, 1.043]

0.754 l
[0.543, 1.046]

-1.5
[-3.3, 0.3]

0.090

K: Treatment at randomisation 0.711
ACE-I only 650 21 (3.2)

[1.8, 4.7]
654 34 (5.2)

[3.4, 7.0]
0.621

[0.365, 1.059]
0.609 l

[0.349, 1.061]
-2.0

[-4.3, 0.4]
0.077

ARB only 1421 57 (4.0)
[3.0, 5.1]

1399 80 (5.7)
[4.5, 7.0]

0.701
[0.503, 0.977]

0.689 l
[0.487, 0.976]

-1.7
[-3.4, -0.0]

0.035



T1EGFR_FSCS: Changes from baseline in eGFR by subgroup 



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

A: Age
<= 65 years

Dapa 10 mg Interaction 0.067
Baseline * 1247 1247 (100.0) 43.9 (12.6) 19 34.0 42.0 53.0 86
14 days 1247 1196 (95.9) -3.7 (7.2) -67 -7.0 -4.0 -1.0 100 -3.7 (0.3) (-4.2, -3.1) -2.7 (0.4) (-3.5, -2.0) <0.001
2 Months 1247 1187 (95.2) -2.9 (7.8) -33 -7.0 -4.0 0.0 81 -2.9 (0.3) (-3.4, -2.3) -1.7 (0.4) (-2.5, -0.9) <0.001
4 Months 1247 1179 (94.5) -2.8 (7.8) -38 -7.0 -4.0 1.0 50 -2.8 (0.3) (-3.3, -2.2) -1.0 (0.4) (-1.8, -0.2) 0.014
8 Months 1247 1113 (89.3) -3.4 (9.5) -39 -8.0 -4.0 0.0 80 -3.4 (0.3) (-3.9, -2.8) -0.6 (0.4) (-1.4, 0.2) 0.155
12 Months 1247 1084 (86.9) -4.5 (9.2) -43 -9.0 -5.0 -1.0 49 -4.4 (0.3) (-5.0, -3.8) -0.1 (0.4) (-0.9, 0.7) 0.848
16 Months 1247 1069 (85.7) -5.4 (10.3) -45 -10.0 -6.0 -1.0 96 -5.4 (0.3) (-6.0, -4.8) 0.7 (0.4) (-0.1, 1.5) 0.091
20 Months 1247 1031 (82.7) -5.8 (10.4) -46 -11.0 -6.0 -2.0 62 -5.8 (0.3) (-6.4, -5.2) 1.3 (0.4) (0.5, 2.1) 0.002
24 Months 1247 936 (75.1) -6.8 (10.9) -51 -12.0 -7.0 -2.0 69 -6.8 (0.3) (-7.4, -6.2) 1.4 (0.4) (0.5, 2.2) 0.002
28 Months 1247 689 (55.3) -7.8 (11.2) -57 -13.0 -8.0 -3.0 61 -7.7 (0.3) (-8.3, -7.0) 1.6 (0.5) (0.7, 2.5) <0.001
32 Months 1247 436 (35.0) -8.7 (12.0) -54 -15.0 -8.0 -3.5 56 -8.5 (0.4) (-9.2, -7.7) 2.0 (0.6) (0.9, 3.1) <0.001
36 Months 1247 135 (10.8) -9.5 (10.9) -45 -16.0 -9.0 -3.0 24 -9.6 (0.6) (-10.9, -8.4) 1.5 (0.9) (-0.2, 3.2) 0.091

Placebo Baseline * 1239 1239 (100.0) 43.3 (12.6) 22 33.0 42.0 52.0 85
14 days 1239 1205 (97.3) -0.9 (7.1) -54 -4.0 -1.0 2.0 51 -0.9 (0.3) (-1.5, -0.4)
2 Months 1239 1180 (95.2) -1.1 (7.6) -37 -5.0 -1.0 2.0 65 -1.2 (0.3) (-1.7, -0.6)
4 Months 1239 1171 (94.5) -1.7 (8.6) -43 -6.0 -2.0 2.0 76 -1.8 (0.3) (-2.4, -1.2)
8 Months 1239 1097 (88.5) -2.7 (10.1) -41 -7.0 -3.0 1.0 69 -2.8 (0.3) (-3.3, -2.2)
12 Months 1239 1068 (86.2) -4.2 (10.4) -60 -9.0 -4.0 0.0 75 -4.3 (0.3) (-4.9, -3.8)
16 Months 1239 1059 (85.5) -5.9 (10.6) -62 -11.0 -6.0 -1.0 68 -6.1 (0.3) (-6.7, -5.5)
20 Months 1239 1016 (82.0) -6.9 (11.2) -60 -12.0 -7.0 -2.0 74 -7.1 (0.3) (-7.7, -6.5)
24 Months 1239 926 (74.7) -8.0 (11.6) -62 -14.0 -7.0 -2.0 70 -8.2 (0.3) (-8.8, -7.6)
28 Months 1239 681 (55.0) -9.2 (12.9) -63 -15.0 -8.0 -3.0 68 -9.3 (0.3) (-9.9, -8.6)
32 Months 1239 397 (32.0) -10.0 (13.2) -69 -16.0 -10.0 -4.0 70 -10.5 (0.4) (-11.3, -9.7)
36 Months 1239 146 (11.8) -9.4 (14.8) -49 -18.0 -10.0 -3.0 68 -11.1 (0.6) (-12.3, -9.9)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

A: Age
> 65 years

Dapa 10 mg Interaction 0.067
Baseline * 905 905 (100.0) 42.4 (11.8) 21 33.0 40.0 50.0 81
14 days 905 886 (97.9) -4.3 (6.0) -25 -7.0 -4.0 -1.0 45 -4.3 (0.3) (-4.8, -3.8) -3.7 (0.4) (-4.4, -2.9) <0.001
2 Months 905 860 (95.0) -4.0 (6.4) -30 -8.0 -4.0 0.0 48 -4.0 (0.3) (-4.5, -3.5) -2.7 (0.4) (-3.5, -1.9) <0.001
4 Months 905 868 (95.9) -3.3 (6.9) -27 -7.0 -4.0 0.0 50 -3.3 (0.3) (-3.8, -2.7) -1.8 (0.4) (-2.6, -1.0) <0.001
8 Months 905 830 (91.7) -4.1 (7.6) -47 -8.0 -4.0 0.0 51 -4.0 (0.3) (-4.6, -3.5) -1.4 (0.4) (-2.2, -0.7) <0.001
12 Months 905 804 (88.8) -4.2 (8.2) -30 -9.0 -5.0 -0.5 56 -4.2 (0.3) (-4.7, -3.6) -0.3 (0.4) (-1.1, 0.5) 0.446
16 Months 905 779 (86.1) -4.8 (9.0) -53 -10.0 -5.0 -1.0 71 -4.8 (0.3) (-5.4, -4.3) 0.4 (0.4) (-0.4, 1.2) 0.338
20 Months 905 753 (83.2) -5.6 (9.2) -41 -10.0 -6.0 -1.0 55 -5.6 (0.3) (-6.2, -5.1) 0.4 (0.4) (-0.4, 1.2) 0.303
24 Months 905 693 (76.6) -6.2 (9.4) -44 -11.0 -7.0 -2.0 48 -6.2 (0.3) (-6.8, -5.6) 0.7 (0.4) (-0.1, 1.5) 0.101
28 Months 905 486 (53.7) -7.4 (10.0) -43 -13.0 -7.0 -2.0 51 -7.1 (0.3) (-7.8, -6.5) 1.0 (0.5) (0.1, 1.9) 0.038
32 Months 905 259 (28.6) -8.3 (9.7) -36 -13.0 -9.0 -4.0 48 -8.3 (0.4) (-9.2, -7.5) 1.1 (0.6) (-0.1, 2.2) 0.082
36 Months 905 97 (10.7) -9.1 (8.9) -39 -14.0 -9.0 -4.0 16 -8.7 (0.7) (-10.0, -7.4) 0.9 (1.0) (-1.0, 2.8) 0.340

Placebo Baseline * 913 913 (100.0) 42.5 (12.1) 20 33.0 41.0 51.0 81
14 days 913 884 (96.8) -0.7 (6.2) -49 -4.0 -1.0 2.0 39 -0.6 (0.3) (-1.2, -0.1)
2 Months 913 872 (95.5) -1.3 (7.4) -46 -5.0 -1.0 2.0 50 -1.3 (0.3) (-1.8, -0.8)
4 Months 913 864 (94.6) -1.4 (6.8) -26 -5.0 -2.0 2.0 40 -1.5 (0.3) (-2.0, -0.9)
8 Months 913 816 (89.4) -2.6 (7.5) -29 -7.0 -3.0 1.0 43 -2.6 (0.3) (-3.1, -2.1)
12 Months 913 790 (86.5) -3.8 (7.7) -33 -8.0 -4.0 0.0 49 -3.9 (0.3) (-4.4, -3.3)
16 Months 913 768 (84.1) -5.1 (8.5) -55 -9.0 -5.0 -1.0 45 -5.2 (0.3) (-5.8, -4.7)
20 Months 913 736 (80.6) -5.9 (9.2) -38 -11.0 -6.0 -1.0 49 -6.0 (0.3) (-6.6, -5.5)
24 Months 913 665 (72.8) -6.9 (9.8) -40 -12.0 -6.0 -2.0 49 -6.9 (0.3) (-7.5, -6.3)
28 Months 913 462 (50.6) -8.5 (10.4) -41 -14.0 -8.0 -3.0 37 -8.1 (0.3) (-8.8, -7.5)
32 Months 913 255 (27.9) -9.5 (9.8) -46 -15.0 -9.0 -3.0 26 -9.4 (0.4) (-10.2, -8.5)
36 Months 913 85 (9.3) -8.3 (8.7) -37 -13.0 -7.0 -2.0 10 -9.6 (0.7) (-11.0, -8.2)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

B: Sex
Male

Dapa 10 mg Interaction 0.263
Baseline * 1443 1443 (100.0) 43.5 (12.2) 19 34.0 42.0 52.0 83
14 days 1443 1395 (96.7) -4.1 (5.8) -38 -7.0 -4.0 -1.0 32 -4.1 (0.2) (-4.6, -3.7) -3.5 (0.3) (-4.2, -2.8) <0.001
2 Months 1443 1369 (94.9) -3.4 (6.9) -33 -7.0 -4.0 0.0 55 -3.5 (0.2) (-3.9, -3.0) -2.3 (0.3) (-2.9, -1.6) <0.001
4 Months 1443 1376 (95.4) -3.1 (7.1) -38 -7.0 -4.0 0.0 50 -3.1 (0.2) (-3.6, -2.6) -1.5 (0.3) (-2.1, -0.8) <0.001
8 Months 1443 1292 (89.5) -3.7 (8.7) -39 -8.0 -4.0 0.0 58 -3.6 (0.2) (-4.1, -3.2) -1.2 (0.3) (-1.8, -0.5) <0.001
12 Months 1443 1267 (87.8) -4.4 (8.9) -43 -9.0 -5.0 -1.0 56 -4.4 (0.2) (-4.9, -3.9) -0.3 (0.3) (-1.0, 0.3) 0.326
16 Months 1443 1234 (85.5) -5.1 (9.8) -40 -10.0 -5.0 -1.0 96 -5.2 (0.2) (-5.7, -4.7) 0.3 (0.4) (-0.4, 1.0) 0.404
20 Months 1443 1187 (82.3) -5.8 (9.6) -41 -11.0 -6.0 -2.0 62 -5.7 (0.3) (-6.2, -5.3) 0.8 (0.4) (0.1, 1.5) 0.025
24 Months 1443 1076 (74.6) -6.6 (10.0) -44 -12.0 -7.0 -2.0 69 -6.6 (0.3) (-7.1, -6.1) 1.1 (0.4) (0.4, 1.8) 0.003
28 Months 1443 767 (53.2) -7.8 (10.7) -49 -13.0 -8.0 -3.0 61 -7.7 (0.3) (-8.2, -7.1) 1.4 (0.4) (0.6, 2.2) <0.001
32 Months 1443 462 (32.0) -8.9 (10.9) -54 -15.0 -8.0 -4.0 56 -8.6 (0.4) (-9.3, -7.9) 1.5 (0.5) (0.5, 2.5) 0.003
36 Months 1443 155 (10.7) -9.2 (9.4) -39 -15.0 -9.0 -3.0 17 -9.6 (0.5) (-10.6, -8.5) 1.6 (0.8) (0.1, 3.1) 0.034

Placebo Baseline * 1436 1436 (100.0) 43.3 (12.4) 20 33.0 42.0 51.0 85
14 days 1436 1389 (96.7) -0.6 (6.6) -54 -4.0 -1.0 2.0 51 -0.6 (0.2) (-1.1, -0.1)
2 Months 1436 1367 (95.2) -1.2 (7.3) -46 -5.0 -1.0 2.0 58 -1.2 (0.2) (-1.7, -0.7)
4 Months 1436 1364 (95.0) -1.5 (7.9) -43 -5.0 -2.0 2.0 76 -1.6 (0.2) (-2.1, -1.2)
8 Months 1436 1286 (89.6) -2.5 (9.2) -41 -7.0 -3.0 1.0 68 -2.5 (0.2) (-3.0, -2.0)
12 Months 1436 1250 (87.0) -4.0 (9.3) -60 -8.0 -4.0 0.0 75 -4.1 (0.2) (-4.6, -3.6)
16 Months 1436 1232 (85.8) -5.3 (9.9) -62 -10.0 -5.0 -1.0 68 -5.5 (0.2) (-6.0, -5.0)
20 Months 1436 1180 (82.2) -6.5 (10.5) -60 -12.0 -6.0 -1.0 74 -6.5 (0.3) (-7.0, -6.1)
24 Months 1436 1075 (74.9) -7.7 (10.9) -62 -13.0 -7.0 -2.0 70 -7.7 (0.3) (-8.2, -7.2)
28 Months 1436 757 (52.7) -9.2 (12.0) -63 -15.0 -8.0 -3.0 68 -9.1 (0.3) (-9.7, -8.5)
32 Months 1436 447 (31.1) -10.0 (12.0) -69 -16.0 -9.0 -4.0 70 -10.1 (0.4) (-10.8, -9.4)
36 Months 1436 159 (11.1) -9.6 (12.8) -49 -16.0 -9.0 -3.0 68 -11.2 (0.5) (-12.2, -10.1)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

B: Sex
Female

Dapa 10 mg Interaction 0.263
Baseline * 709 709 (100.0) 42.6 (12.5) 23 33.0 41.0 51.0 86
14 days 709 687 (96.9) -3.6 (8.3) -67 -7.0 -4.0 -1.0 100 -3.6 (0.4) (-4.3, -2.9) -2.4 (0.5) (-3.4, -1.4) <0.001
2 Months 709 678 (95.6) -3.2 (8.0) -29 -7.0 -4.0 0.0 81 -3.1 (0.4) (-3.8, -2.4) -1.8 (0.5) (-2.8, -0.8) <0.001
4 Months 709 671 (94.6) -2.9 (8.0) -31 -7.0 -4.0 1.0 50 -2.7 (0.4) (-3.4, -2.0) -1.0 (0.5) (-2.0, -0.0) 0.049
8 Months 709 651 (91.8) -3.7 (8.9) -47 -8.0 -4.0 0.0 80 -3.6 (0.4) (-4.3, -2.9) -0.5 (0.5) (-1.5, 0.5) 0.365
12 Months 709 621 (87.6) -4.2 (8.6) -35 -9.0 -5.0 -1.0 50 -4.1 (0.4) (-4.8, -3.4) 0.2 (0.5) (-0.8, 1.2) 0.714
16 Months 709 614 (86.6) -5.2 (9.8) -53 -10.0 -6.0 -1.0 65 -5.1 (0.4) (-5.8, -4.4) 1.2 (0.5) (0.1, 2.2) 0.029
20 Months 709 597 (84.2) -5.6 (10.4) -46 -11.0 -6.0 -1.0 55 -5.7 (0.4) (-6.4, -4.9) 1.2 (0.5) (0.1, 2.2) 0.027
24 Months 709 553 (78.0) -6.4 (10.8) -51 -12.0 -6.0 -2.0 47 -6.5 (0.4) (-7.2, -5.7) 1.1 (0.6) (-0.0, 2.1) 0.055
28 Months 709 408 (57.5) -7.3 (10.7) -57 -12.5 -7.0 -3.0 47 -7.1 (0.4) (-7.9, -6.2) 1.2 (0.6) (-0.0, 2.4) 0.052
32 Months 709 233 (32.9) -7.9 (11.8) -42 -14.0 -8.0 -3.0 51 -8.0 (0.5) (-9.0, -7.0) 1.9 (0.7) (0.4, 3.4) 0.011
36 Months 709 77 (10.9) -9.6 (11.4) -45 -16.0 -8.0 -4.0 24 -8.6 (0.8) (-10.2, -7.0) 0.9 (1.2) (-1.4, 3.2) 0.428

Placebo Baseline * 716 716 (100.0) 42.4 (12.3) 22 32.0 40.5 51.0 81
14 days 716 700 (97.8) -1.2 (7.1) -49 -4.0 -1.0 2.0 39 -1.2 (0.4) (-1.9, -0.5)
2 Months 716 685 (95.7) -1.2 (8.0) -33 -5.0 -2.0 2.0 65 -1.3 (0.4) (-2.0, -0.6)
4 Months 716 671 (93.7) -1.7 (8.0) -40 -6.0 -2.0 2.0 40 -1.7 (0.4) (-2.4, -1.0)
8 Months 716 627 (87.6) -3.1 (8.8) -38 -7.0 -3.0 1.0 69 -3.1 (0.4) (-3.9, -2.4)
12 Months 716 608 (84.9) -4.1 (9.6) -52 -9.0 -4.0 0.0 65 -4.3 (0.4) (-5.0, -3.5)
16 Months 716 595 (83.1) -6.0 (9.5) -55 -10.0 -6.0 -1.0 45 -6.3 (0.4) (-7.0, -5.5)
20 Months 716 572 (79.9) -6.5 (10.3) -60 -11.0 -6.0 -1.0 48 -6.9 (0.4) (-7.6, -6.1)
24 Months 716 516 (72.1) -7.2 (10.9) -46 -13.0 -7.0 -2.0 49 -7.5 (0.4) (-8.3, -6.8)
28 Months 716 386 (53.9) -8.3 (11.9) -58 -14.0 -8.0 -2.0 52 -8.2 (0.4) (-9.1, -7.4)
32 Months 716 205 (28.6) -9.4 (11.8) -46 -15.0 -10.0 -3.0 58 -9.9 (0.5) (-11.0, -8.8)
36 Months 716 72 (10.1) -7.6 (13.3) -37 -14.0 -7.0 -2.0 54 -9.5 (0.8) (-11.2, -7.9)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

C: Race
White

Dapa 10 mg Interaction 0.142
Baseline * 1124 1124 (100.0) 43.4 (12.6) 21 33.0 41.0 52.0 83
14 days 1124 1102 (98.0) -4.2 (7.1) -67 -7.0 -4.0 -1.0 45 -4.2 (0.3) (-4.7, -3.6) -3.8 (0.4) (-4.6, -3.0) <0.001
2 Months 1124 1092 (97.2) -3.4 (7.9) -33 -7.0 -4.0 0.0 55 -3.4 (0.3) (-4.0, -2.9) -2.4 (0.4) (-3.2, -1.6) <0.001
4 Months 1124 1093 (97.2) -2.9 (7.8) -38 -7.0 -4.0 0.0 50 -2.8 (0.3) (-3.4, -2.3) -1.7 (0.4) (-2.5, -1.0) <0.001
8 Months 1124 1071 (95.3) -3.1 (9.5) -39 -8.0 -4.0 0.0 58 -3.0 (0.3) (-3.6, -2.5) -1.0 (0.4) (-1.8, -0.2) 0.013
12 Months 1124 1042 (92.7) -3.9 (9.2) -43 -9.0 -4.0 0.0 56 -3.9 (0.3) (-4.4, -3.3) -0.4 (0.4) (-1.2, 0.4) 0.347
16 Months 1124 1019 (90.7) -4.7 (10.2) -53 -10.0 -5.0 -1.0 77 -4.7 (0.3) (-5.2, -4.1) 0.2 (0.4) (-0.6, 1.1) 0.553
20 Months 1124 977 (86.9) -5.0 (10.4) -38 -10.0 -6.0 -1.0 62 -5.0 (0.3) (-5.6, -4.4) 0.9 (0.4) (0.1, 1.7) 0.036
24 Months 1124 911 (81.0) -6.1 (10.5) -41 -12.0 -6.0 -2.0 69 -6.0 (0.3) (-6.6, -5.4) 0.9 (0.4) (0.0, 1.7) 0.039
28 Months 1124 710 (63.2) -6.9 (11.0) -49 -13.0 -7.0 -2.0 61 -6.9 (0.3) (-7.5, -6.2) 0.9 (0.5) (-0.0, 1.8) 0.063
32 Months 1124 424 (37.7) -7.9 (12.0) -41 -14.0 -8.0 -3.0 56 -7.8 (0.4) (-8.6, -7.1) 1.2 (0.6) (0.1, 2.3) 0.026
36 Months 1124 152 (13.5) -9.3 (10.2) -39 -15.0 -9.0 -3.0 24 -9.1 (0.6) (-10.3, -7.9) 0.6 (0.8) (-1.1, 2.3) 0.483

Placebo Baseline * 1166 1166 (100.0) 43.3 (12.6) 20 33.0 42.0 51.0 82
14 days 1166 1142 (97.9) -0.4 (7.1) -37 -4.0 -1.0 2.0 51 -0.4 (0.3) (-1.0, 0.1)
2 Months 1166 1133 (97.2) -1.1 (8.1) -46 -5.0 -1.0 2.0 58 -1.0 (0.3) (-1.6, -0.4)
4 Months 1166 1125 (96.5) -1.0 (8.7) -33 -5.0 -2.0 2.0 76 -1.1 (0.3) (-1.6, -0.5)
8 Months 1166 1101 (94.4) -2.0 (9.9) -38 -7.0 -2.0 2.0 69 -2.0 (0.3) (-2.6, -1.5)
12 Months 1166 1070 (91.8) -3.4 (9.7) -42 -8.0 -4.0 1.0 75 -3.5 (0.3) (-4.0, -2.9)
16 Months 1166 1046 (89.7) -4.8 (10.1) -54 -9.0 -5.0 -1.0 68 -4.9 (0.3) (-5.5, -4.3)
20 Months 1166 1006 (86.3) -5.8 (11.0) -59 -11.0 -6.0 -1.0 74 -5.9 (0.3) (-6.4, -5.3)
24 Months 1166 934 (80.1) -6.9 (11.3) -60 -13.0 -7.0 -2.0 70 -6.9 (0.3) (-7.5, -6.3)
28 Months 1166 716 (61.4) -7.9 (12.1) -63 -13.0 -8.0 -3.0 68 -7.7 (0.3) (-8.4, -7.1)
32 Months 1166 415 (35.6) -9.0 (12.0) -69 -15.0 -9.0 -4.0 70 -9.1 (0.4) (-9.8, -8.3)
36 Months 1166 143 (12.3) -7.9 (13.7) -39 -15.0 -9.0 -2.0 68 -9.7 (0.6) (-10.9, -8.5)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

C: Race
Black or African American

Dapa 10 mg Interaction 0.142
Baseline * 104 104 (100.0) 43.6 (12.2) 25 34.0 42.0 50.5 78
14 days 104 104 (100.0) -5.4 (5.8) -22 -8.0 -5.0 -2.0 16 -5.5 (0.8) (-7.1, -3.9) -3.9 (1.2) (-6.3, -1.4) 0.002
2 Months 104 102 (98.1) -4.8 (6.4) -20 -9.0 -5.0 0.0 13 -4.8 (0.8) (-6.5, -3.2) -3.4 (1.2) (-5.8, -1.0) 0.006
4 Months 104 100 (96.2) -5.1 (6.6) -30 -8.0 -6.0 -1.0 10 -5.0 (0.8) (-6.6, -3.4) -2.4 (1.2) (-4.8, 0.1) 0.058
8 Months 104 99 (95.2) -5.3 (6.5) -20 -9.0 -6.0 -1.0 18 -5.3 (0.8) (-6.9, -3.6) -3.4 (1.3) (-5.9, -0.9) 0.008
12 Months 104 93 (89.4) -5.5 (8.2) -22 -10.0 -6.0 -2.0 30 -5.5 (0.9) (-7.2, -3.8) -1.6 (1.3) (-4.1, 0.9) 0.219
16 Months 104 91 (87.5) -7.5 (8.0) -25 -13.0 -8.0 -2.0 16 -7.4 (0.9) (-9.1, -5.7) -0.7 (1.3) (-3.2, 1.8) 0.580
20 Months 104 87 (83.7) -6.9 (8.4) -37 -12.0 -7.0 -2.0 18 -7.0 (0.9) (-8.8, -5.3) 0.9 (1.3) (-1.7, 3.4) 0.498
24 Months 104 83 (79.8) -8.7 (8.5) -36 -14.0 -9.0 -4.0 13 -8.4 (0.9) (-10.1, -6.6) 1.3 (1.4) (-1.4, 3.9) 0.354
28 Months 104 64 (61.5) -9.7 (9.6) -37 -15.0 -10.5 -5.0 15 -8.8 (1.0) (-10.7, -6.9) 2.7 (1.5) (-0.2, 5.6) 0.071
32 Months 104 44 (42.3) -10.4 (10.0) -43 -15.5 -11.0 -5.5 13 -9.8 (1.1) (-12.0, -7.7) 4.0 (1.8) (0.4, 7.5) 0.028
36 Months 104 14 (13.5) -9.5 (9.4) -21 -17.0 -9.5 -7.0 16 -9.8 (1.8) (-13.2, -6.3) 4.8 (2.7) (-0.5, 10.1) 0.077

Placebo Baseline * 87 87 (100.0) 44.4 (12.8) 25 35.0 41.0 54.0 81
14 days 87 86 (98.9) -1.6 (7.0) -35 -5.0 -2.0 3.0 19 -1.6 (0.9) (-3.4, 0.1)
2 Months 87 85 (97.7) -1.4 (8.1) -37 -5.0 -1.0 2.0 34 -1.4 (0.9) (-3.2, 0.4)
4 Months 87 84 (96.6) -2.6 (6.9) -40 -5.5 -2.0 0.0 17 -2.6 (0.9) (-4.4, -0.8)
8 Months 87 75 (86.2) -1.9 (10.3) -41 -5.0 -2.0 2.0 52 -1.9 (0.9) (-3.7, -0.0)
12 Months 87 74 (85.1) -3.9 (9.8) -41 -8.0 -4.0 -1.0 49 -3.9 (1.0) (-5.8, -2.0)
16 Months 87 74 (85.1) -6.7 (8.7) -47 -11.0 -6.5 -2.0 28 -6.7 (1.0) (-8.6, -4.8)
20 Months 87 72 (82.8) -7.6 (10.7) -49 -11.0 -7.5 -3.0 34 -7.9 (1.0) (-9.8, -6.0)
24 Months 87 58 (66.7) -9.8 (10.6) -47 -14.0 -9.0 -4.0 21 -9.6 (1.0) (-11.7, -7.6)
28 Months 87 44 (50.6) -11.7 (13.5) -49 -15.0 -11.0 -3.5 27 -11.5 (1.1) (-13.7, -9.3)
32 Months 87 24 (27.6) -14.7 (17.0) -47 -26.5 -14.0 -6.0 28 -13.8 (1.4) (-16.6, -11.0)
36 Months 87 11 (12.6) -15.5 (15.9) -49 -25.0 -8.0 -4.0 2 -14.6 (2.0) (-18.6, -10.6)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

C: Race
Asian

Dapa 10 mg Interaction 0.142
Baseline * 749 749 (100.0) 42.5 (11.1) 19 34.0 41.0 50.0 86
14 days 749 706 (94.3) -3.4 (6.3) -27 -6.0 -3.0 -1.0 100 -3.3 (0.3) (-3.9, -2.8) -2.2 (0.4) (-3.0, -1.4) <0.001
2 Months 749 683 (91.2) -3.0 (6.4) -26 -6.0 -3.0 0.0 81 -2.9 (0.3) (-3.5, -2.3) -1.5 (0.4) (-2.3, -0.7) <0.001
4 Months 749 687 (91.7) -2.8 (6.3) -31 -7.0 -3.0 1.0 45 -2.7 (0.3) (-3.3, -2.1) -0.6 (0.4) (-1.4, 0.2) 0.154
8 Months 749 606 (80.9) -3.7 (7.1) -37 -7.0 -4.0 0.0 80 -3.7 (0.3) (-4.3, -3.1) -0.2 (0.4) (-1.1, 0.7) 0.648
12 Months 749 592 (79.0) -4.5 (7.8) -38 -8.0 -5.0 -1.0 47 -4.3 (0.3) (-5.0, -3.7) 0.5 (0.4) (-0.4, 1.3) 0.294
16 Months 749 580 (77.4) -5.2 (9.2) -40 -9.0 -5.0 -1.0 96 -5.2 (0.3) (-5.8, -4.6) 1.0 (0.5) (0.1, 1.9) 0.030
20 Months 749 565 (75.4) -6.1 (8.7) -46 -10.0 -6.0 -2.0 45 -6.1 (0.3) (-6.7, -5.5) 0.8 (0.5) (-0.1, 1.7) 0.092
24 Months 749 486 (64.9) -6.1 (9.4) -48 -11.0 -6.0 -1.0 38 -6.3 (0.3) (-7.0, -5.7) 1.2 (0.5) (0.3, 2.2) 0.011
28 Months 749 283 (37.8) -7.6 (9.4) -48 -12.0 -7.0 -2.0 27 -7.2 (0.4) (-7.9, -6.4) 1.6 (0.6) (0.4, 2.7) 0.007
32 Months 749 167 (22.3) -8.9 (8.4) -42 -14.0 -7.0 -4.0 9 -8.0 (0.5) (-9.0, -7.0) 1.6 (0.7) (0.1, 3.0) 0.034
36 Months 749 60 (8.0) -8.9 (10.0) -45 -15.5 -7.5 -2.0 10 -8.0 (0.8) (-9.6, -6.4) 2.5 (1.1) (0.3, 4.7) 0.023

Placebo Baseline * 718 718 (100.0) 42.0 (11.5) 22 32.0 41.0 51.0 85
14 days 718 686 (95.5) -1.1 (5.9) -54 -4.0 -1.0 2.0 50 -1.2 (0.3) (-1.7, -0.6)
2 Months 718 660 (91.9) -1.4 (5.8) -27 -5.0 -1.0 2.0 32 -1.4 (0.3) (-2.0, -0.8)
4 Months 718 654 (91.1) -2.0 (6.3) -43 -5.0 -2.0 1.0 24 -2.1 (0.3) (-2.7, -1.5)
8 Months 718 574 (79.9) -3.5 (6.8) -31 -7.0 -3.0 0.0 17 -3.5 (0.3) (-4.1, -2.8)
12 Months 718 559 (77.9) -4.8 (7.6) -38 -9.0 -4.0 0.0 37 -4.8 (0.3) (-5.4, -4.2)
16 Months 718 557 (77.6) -6.0 (8.1) -36 -10.0 -6.0 -1.0 38 -6.2 (0.3) (-6.8, -5.5)
20 Months 718 527 (73.4) -6.7 (8.4) -41 -12.0 -6.0 -1.0 36 -6.9 (0.3) (-7.5, -6.2)
24 Months 718 461 (64.2) -7.5 (9.3) -41 -13.0 -6.0 -2.0 41 -7.5 (0.3) (-8.2, -6.9)
28 Months 718 266 (37.0) -8.8 (10.9) -50 -15.0 -8.0 -3.0 44 -8.7 (0.4) (-9.5, -7.9)
32 Months 718 153 (21.3) -9.4 (9.6) -45 -14.0 -8.0 -3.0 15 -9.6 (0.5) (-10.6, -8.6)
36 Months 718 74 (10.3) -10.5 (10.7) -39 -17.0 -9.5 -4.0 14 -10.5 (0.7) (-12.0, -9.0)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

C: Race
Other

Dapa 10 mg Interaction 0.142
Baseline * 175 175 (100.0) 45.6 (14.9) 24 31.0 44.0 57.0 83
14 days 175 170 (97.1) -4.2 (6.2) -22 -8.0 -4.0 -1.0 21 -4.0 (0.8) (-5.5, -2.5) -2.4 (1.1) (-4.5, -0.3) 0.026
2 Months 175 170 (97.1) -3.9 (7.3) -25 -8.0 -4.0 0.0 34 -3.8 (0.8) (-5.3, -2.3) -2.1 (1.1) (-4.2, 0.1) 0.058
4 Months 175 167 (95.4) -4.0 (9.0) -30 -9.0 -4.0 1.0 31 -3.9 (0.8) (-5.4, -2.4) -0.8 (1.1) (-2.9, 1.3) 0.462
8 Months 175 167 (95.4) -6.7 (9.1) -47 -12.0 -5.0 -1.0 25 -6.7 (0.8) (-8.2, -5.1) -1.8 (1.1) (-4.0, 0.3) 0.091
12 Months 175 161 (92.0) -6.6 (9.3) -36 -12.0 -6.0 -2.0 30 -6.6 (0.8) (-8.1, -5.0) -0.3 (1.1) (-2.5, 1.9) 0.771
16 Months 175 158 (90.3) -7.1 (10.1) -45 -13.0 -6.0 -1.0 19 -7.1 (0.8) (-8.6, -5.5) 2.1 (1.1) (-0.1, 4.3) 0.063
20 Months 175 155 (88.6) -8.3 (10.9) -41 -15.0 -7.0 -1.0 23 -8.5 (0.8) (-10.0, -6.9) 1.9 (1.1) (-0.3, 4.2) 0.088
24 Months 175 149 (85.1) -9.5 (11.7) -51 -15.0 -10.0 -3.0 29 -9.7 (0.8) (-11.3, -8.1) 2.0 (1.2) (-0.2, 4.3) 0.080
28 Months 175 118 (67.4) -11.5 (11.7) -57 -18.0 -11.0 -4.0 29 -11.4 (0.9) (-13.1, -9.7) 3.2 (1.2) (0.8, 5.6) 0.009
32 Months 175 60 (34.3) -11.0 (13.1) -54 -15.5 -9.5 -3.5 30 -12.3 (1.1) (-14.4, -10.2) 3.2 (1.5) (0.2, 6.2) 0.038
36 Months 175 6 (3.4) -14.3 (9.0) -23 -22.0 -16.0 -6.0 -3 -15.5 (2.0) (-19.9, -11.1) -6.2 (3.5) (-13.9, 1.5) 0.104

Placebo Baseline * 181 181 (100.0) 44.2 (13.8) 23 32.0 42.0 55.0 81
14 days 181 175 (96.7) -1.5 (7.4) -49 -5.0 -1.0 3.0 27 -1.6 (0.8) (-3.1, -0.2)
2 Months 181 174 (96.1) -1.5 (9.4) -27 -6.0 -2.0 2.0 65 -1.7 (0.8) (-3.2, -0.2)
4 Months 181 172 (95.0) -3.0 (8.3) -28 -8.0 -3.0 1.0 32 -3.1 (0.8) (-4.6, -1.6)
8 Months 181 163 (90.1) -4.7 (8.7) -41 -9.0 -4.0 0.0 22 -4.8 (0.8) (-6.3, -3.3)
12 Months 181 155 (85.6) -5.9 (12.2) -60 -11.0 -5.0 -1.0 65 -6.2 (0.8) (-7.8, -4.7)
16 Months 181 150 (82.9) -8.8 (12.8) -62 -16.0 -7.0 -2.0 29 -9.2 (0.8) (-10.7, -7.6)
20 Months 181 147 (81.2) -10.1 (11.9) -60 -16.0 -10.0 -4.0 20 -10.4 (0.8) (-12.0, -8.8)
24 Months 181 138 (76.2) -11.3 (11.9) -62 -18.0 -11.0 -5.0 29 -11.7 (0.8) (-13.3, -10.1)
28 Months 181 117 (64.6) -14.7 (11.3) -47 -21.0 -14.0 -8.0 16 -14.6 (0.9) (-16.3, -12.9)
32 Months 181 60 (33.1) -14.7 (13.3) -53 -23.5 -13.5 -7.0 19 -15.5 (1.1) (-17.6, -13.4)
36 Months 181 3 (1.7) -1.3 (2.1) -3 -3.0 -2.0 1.0 1 -9.3 (2.9) (-15.7, -2.9)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

D: Region
Asia

Dapa 10 mg Interaction 0.271
Baseline * 692 692 (100.0) 42.4 (11.1) 19 33.5 41.0 50.0 86
14 days 692 650 (93.9) -3.3 (6.4) -27 -6.0 -3.0 -1.0 100 -3.3 (0.3) (-3.9, -2.7) -2.1 (0.4) (-3.0, -1.3) <0.001
2 Months 692 629 (90.9) -2.9 (6.4) -26 -6.0 -3.0 0.0 81 -2.9 (0.3) (-3.5, -2.3) -1.6 (0.4) (-2.4, -0.7) <0.001
4 Months 692 632 (91.3) -2.8 (6.3) -31 -6.0 -3.0 1.0 45 -2.7 (0.3) (-3.3, -2.1) -0.6 (0.4) (-1.4, 0.3) 0.199
8 Months 692 554 (80.1) -3.8 (7.2) -37 -7.0 -3.5 0.0 80 -3.7 (0.3) (-4.4, -3.1) -0.3 (0.5) (-1.2, 0.6) 0.488
12 Months 692 540 (78.0) -4.7 (7.7) -38 -9.0 -5.0 -1.0 47 -4.6 (0.3) (-5.2, -3.9) 0.2 (0.5) (-0.7, 1.1) 0.694
16 Months 692 529 (76.4) -5.2 (9.2) -40 -9.0 -5.0 -1.0 96 -5.3 (0.3) (-5.9, -4.6) 0.8 (0.5) (-0.1, 1.7) 0.100
20 Months 692 515 (74.4) -6.1 (8.8) -46 -10.0 -6.0 -2.0 45 -6.1 (0.3) (-6.8, -5.4) 0.7 (0.5) (-0.2, 1.7) 0.146
24 Months 692 444 (64.2) -6.1 (9.6) -48 -11.0 -6.0 -1.0 38 -6.4 (0.4) (-7.1, -5.7) 1.0 (0.5) (0.0, 2.0) 0.041
28 Months 692 254 (36.7) -7.4 (9.6) -48 -12.0 -7.0 -2.0 27 -7.1 (0.4) (-7.9, -6.3) 1.6 (0.6) (0.4, 2.8) 0.010
32 Months 692 150 (21.7) -9.0 (8.3) -42 -13.0 -7.0 -4.0 8 -8.1 (0.5) (-9.2, -7.1) 1.3 (0.8) (-0.3, 2.8) 0.107
36 Months 692 54 (7.8) -8.5 (10.3) -45 -14.0 -7.0 -2.0 10 -7.7 (0.9) (-9.4, -6.0) 3.2 (1.2) (0.9, 5.5) 0.006

Placebo Baseline * 654 654 (100.0) 41.9 (11.3) 22 32.0 41.0 50.0 85
14 days 654 623 (95.3) -1.1 (5.9) -54 -4.0 -1.0 2.0 50 -1.1 (0.3) (-1.7, -0.5)
2 Months 654 600 (91.7) -1.3 (5.8) -27 -5.0 -1.0 2.0 32 -1.3 (0.3) (-2.0, -0.7)
4 Months 654 592 (90.5) -2.1 (6.3) -43 -5.0 -2.0 1.0 24 -2.1 (0.3) (-2.7, -1.5)
8 Months 654 513 (78.4) -3.4 (6.7) -31 -7.0 -3.0 0.0 16 -3.4 (0.3) (-4.1, -2.8)
12 Months 654 500 (76.5) -4.7 (7.7) -38 -9.0 -4.0 0.0 37 -4.7 (0.3) (-5.4, -4.1)
16 Months 654 497 (76.0) -5.8 (8.1) -34 -10.0 -6.0 -1.0 38 -6.0 (0.3) (-6.7, -5.4)
20 Months 654 471 (72.0) -6.6 (8.4) -35 -12.0 -6.0 -1.0 36 -6.8 (0.4) (-7.5, -6.1)
24 Months 654 409 (62.5) -7.5 (9.4) -41 -13.0 -6.0 -2.0 41 -7.4 (0.4) (-8.2, -6.7)
28 Months 654 227 (34.7) -8.9 (11.2) -50 -15.0 -8.0 -3.0 44 -8.7 (0.5) (-9.6, -7.8)
32 Months 654 129 (19.7) -9.3 (9.9) -45 -14.0 -8.0 -3.0 15 -9.4 (0.6) (-10.5, -8.3)
36 Months 654 64 (9.8) -11.1 (10.6) -39 -17.5 -10.0 -4.0 14 -10.9 (0.8) (-12.5, -9.4)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

D: Region
Europe

Dapa 10 mg Interaction 0.271
Baseline * 610 610 (100.0) 43.7 (12.4) 21 34.0 42.0 52.0 83
14 days 610 600 (98.4) -3.7 (7.0) -38 -7.0 -4.0 -1.0 44 -3.8 (0.4) (-4.6, -2.9) -3.6 (0.6) (-4.7, -2.4) <0.001
2 Months 610 590 (96.7) -2.7 (8.3) -29 -7.0 -4.0 0.0 55 -2.7 (0.4) (-3.5, -1.9) -2.0 (0.6) (-3.2, -0.9) <0.001
4 Months 610 596 (97.7) -2.5 (7.7) -27 -7.0 -4.0 0.0 50 -2.5 (0.4) (-3.3, -1.7) -1.9 (0.6) (-3.1, -0.7) 0.002
8 Months 610 582 (95.4) -2.8 (10.5) -36 -8.0 -4.0 0.0 58 -2.8 (0.4) (-3.7, -2.0) -1.2 (0.6) (-2.3, 0.0) 0.052
12 Months 610 566 (92.8) -3.3 (9.8) -34 -8.0 -4.0 0.0 56 -3.3 (0.4) (-4.2, -2.5) -0.2 (0.6) (-1.4, 1.0) 0.721
16 Months 610 560 (91.8) -4.3 (11.6) -53 -10.0 -5.0 -1.0 77 -4.3 (0.4) (-5.2, -3.5) -0.1 (0.6) (-1.3, 1.1) 0.909
20 Months 610 558 (91.5) -4.9 (11.4) -38 -11.0 -6.0 -1.0 62 -4.9 (0.4) (-5.7, -4.0) 0.6 (0.6) (-0.6, 1.8) 0.341
24 Months 610 522 (85.6) -5.8 (11.2) -41 -12.0 -6.0 -1.0 48 -5.8 (0.4) (-6.7, -5.0) 0.7 (0.6) (-0.5, 2.0) 0.232
28 Months 610 392 (64.3) -6.7 (11.3) -49 -13.0 -7.0 -2.0 51 -6.7 (0.5) (-7.6, -5.8) 0.4 (0.7) (-0.9, 1.7) 0.564
32 Months 610 235 (38.5) -7.6 (13.1) -41 -15.0 -8.0 -3.0 56 -7.6 (0.6) (-8.7, -6.5) 0.4 (0.8) (-1.2, 1.9) 0.654
36 Months 610 83 (13.6) -8.9 (10.9) -38 -16.0 -9.0 -3.0 24 -9.1 (0.8) (-10.8, -7.4) 0.2 (1.2) (-2.2, 2.5) 0.891

Placebo Baseline * 623 623 (100.0) 44.1 (12.5) 23 34.0 43.0 53.0 79
14 days 623 610 (97.9) -0.2 (7.8) -37 -4.0 0.0 3.0 51 -0.2 (0.4) (-1.0, 0.6)
2 Months 623 605 (97.1) -0.7 (8.8) -42 -5.0 -1.0 3.0 58 -0.7 (0.4) (-1.5, 0.2)
4 Months 623 605 (97.1) -0.6 (9.7) -26 -5.0 -2.0 3.0 76 -0.6 (0.4) (-1.4, 0.2)
8 Months 623 596 (95.7) -1.6 (10.8) -38 -6.0 -2.0 2.0 69 -1.7 (0.4) (-2.5, -0.8)
12 Months 623 580 (93.1) -3.1 (10.5) -39 -8.0 -4.0 1.0 75 -3.1 (0.4) (-3.9, -2.3)
16 Months 623 570 (91.5) -4.3 (11.0) -54 -9.0 -5.0 0.0 68 -4.3 (0.4) (-5.1, -3.4)
20 Months 623 555 (89.1) -5.5 (11.8) -54 -10.0 -6.0 -1.0 74 -5.5 (0.4) (-6.3, -4.6)
24 Months 623 524 (84.1) -6.8 (12.3) -60 -13.0 -7.0 -2.0 70 -6.6 (0.4) (-7.5, -5.7)
28 Months 623 392 (62.9) -7.4 (12.8) -63 -13.0 -8.0 -3.0 68 -7.1 (0.5) (-8.0, -6.2)
32 Months 623 243 (39.0) -8.1 (13.4) -69 -14.0 -9.0 -4.0 70 -8.0 (0.6) (-9.1, -6.9)
36 Months 623 87 (14.0) -7.2 (16.1) -39 -15.0 -10.0 -2.0 68 -9.3 (0.8) (-10.9, -7.6)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

D: Region
North America

Dapa 10 mg Interaction 0.271
Baseline * 401 401 (100.0) 42.7 (12.2) 24 33.0 40.0 50.0 81
14 days 401 394 (98.3) -4.6 (6.0) -25 -8.0 -5.0 -2.0 24 -4.6 (0.4) (-5.4, -3.8) -3.7 (0.6) (-4.8, -2.6) <0.001
2 Months 401 388 (96.8) -4.2 (6.3) -33 -8.0 -4.0 -1.0 20 -4.1 (0.4) (-4.9, -3.3) -2.5 (0.6) (-3.7, -1.4) <0.001
4 Months 401 386 (96.3) -3.6 (6.7) -30 -7.0 -4.0 0.0 34 -3.5 (0.4) (-4.3, -2.7) -1.7 (0.6) (-2.8, -0.5) 0.004
8 Months 401 379 (94.5) -3.8 (6.6) -25 -7.0 -4.0 0.0 20 -3.8 (0.4) (-4.6, -2.9) -1.2 (0.6) (-2.3, -0.0) 0.042
12 Months 401 362 (90.3) -4.2 (7.4) -30 -8.0 -4.0 -1.0 30 -4.2 (0.4) (-5.0, -3.4) -0.2 (0.6) (-1.3, 1.0) 0.741
16 Months 401 346 (86.3) -5.2 (7.6) -35 -9.0 -5.0 -1.0 19 -5.1 (0.4) (-5.9, -4.3) 1.1 (0.6) (-0.1, 2.3) 0.068
20 Months 401 318 (79.3) -5.3 (8.1) -41 -10.0 -5.0 -1.0 18 -5.0 (0.4) (-5.9, -4.2) 1.7 (0.6) (0.5, 2.9) 0.006
24 Months 401 283 (70.6) -6.8 (9.8) -44 -12.0 -7.0 -2.0 69 -6.5 (0.5) (-7.3, -5.6) 1.3 (0.6) (0.1, 2.6) 0.041
28 Months 401 216 (53.9) -7.8 (10.2) -43 -13.0 -7.0 -3.0 61 -7.2 (0.5) (-8.2, -6.2) 1.5 (0.7) (0.1, 2.9) 0.041
32 Months 401 141 (35.2) -9.2 (9.0) -43 -14.0 -10.0 -4.0 12 -8.4 (0.6) (-9.5, -7.2) 2.7 (0.9) (1.0, 4.4) 0.002
36 Months 401 74 (18.5) -9.7 (9.2) -39 -15.0 -10.0 -5.0 16 -9.1 (0.8) (-10.7, -7.6) 1.7 (1.1) (-0.5, 3.9) 0.138

Placebo Baseline * 412 412 (100.0) 42.2 (12.5) 20 33.0 40.0 50.0 81
14 days 412 405 (98.3) -0.9 (5.9) -35 -4.0 -1.0 2.0 37 -1.0 (0.4) (-1.8, -0.2)
2 Months 412 395 (95.9) -1.5 (6.9) -46 -5.0 -1.0 1.0 36 -1.6 (0.4) (-2.4, -0.8)
4 Months 412 389 (94.4) -1.7 (6.6) -40 -5.0 -2.0 2.0 27 -1.8 (0.4) (-2.6, -1.1)
8 Months 412 378 (91.7) -2.5 (8.8) -41 -7.0 -2.0 2.0 53 -2.6 (0.4) (-3.4, -1.8)
12 Months 412 366 (88.8) -3.9 (8.5) -42 -8.0 -4.0 0.0 49 -4.0 (0.4) (-4.8, -3.2)
16 Months 412 359 (87.1) -5.9 (8.7) -47 -10.0 -5.0 -1.0 43 -6.2 (0.4) (-7.0, -5.4)
20 Months 412 335 (81.3) -6.3 (10.0) -59 -10.0 -6.0 -1.0 44 -6.7 (0.4) (-7.5, -5.9)
24 Months 412 282 (68.4) -7.4 (9.5) -50 -12.0 -7.0 -3.0 27 -7.8 (0.5) (-8.7, -6.9)
28 Months 412 205 (49.8) -8.4 (11.1) -59 -13.0 -8.0 -3.0 28 -8.7 (0.5) (-9.7, -7.7)
32 Months 412 125 (30.3) -11.2 (10.3) -47 -17.0 -10.0 -4.0 13 -11.1 (0.6) (-12.3, -9.9)
36 Months 412 67 (16.3) -10.3 (10.7) -49 -16.0 -7.0 -3.0 14 -10.8 (0.8) (-12.4, -9.2)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

D: Region
Latin/South America

Dapa 10 mg Interaction 0.271
Baseline * 449 449 (100.0) 44.3 (13.8) 23 32.0 42.0 54.0 83
14 days 449 438 (97.6) -4.6 (7.4) -67 -8.0 -4.5 -2.0 45 -4.6 (0.5) (-5.5, -3.7) -3.5 (0.6) (-4.7, -2.2) <0.001
2 Months 449 440 (98.0) -4.2 (7.7) -27 -8.0 -4.0 -1.0 48 -4.2 (0.5) (-5.1, -3.3) -2.8 (0.6) (-4.0, -1.5) <0.001
4 Months 449 433 (96.4) -3.6 (8.9) -38 -8.0 -4.0 0.0 50 -3.6 (0.5) (-4.5, -2.7) -1.3 (0.6) (-2.6, -0.1) 0.036
8 Months 449 428 (95.3) -4.7 (9.4) -47 -10.0 -4.0 -1.0 46 -4.6 (0.5) (-5.5, -3.7) -1.3 (0.6) (-2.5, 0.0) 0.051
12 Months 449 420 (93.5) -5.6 (9.4) -43 -11.0 -6.0 -2.0 50 -5.5 (0.5) (-6.4, -4.6) -0.6 (0.6) (-1.8, 0.7) 0.390
16 Months 449 413 (92.0) -6.2 (9.4) -45 -12.0 -6.0 -1.0 48 -6.2 (0.5) (-7.1, -5.3) 0.7 (0.7) (-0.6, 2.0) 0.276
20 Months 449 393 (87.5) -6.8 (10.0) -39 -12.0 -7.0 -2.0 62 -7.0 (0.5) (-7.9, -6.0) 1.0 (0.7) (-0.3, 2.3) 0.126
24 Months 449 380 (84.6) -7.8 (10.1) -51 -13.0 -7.0 -3.0 47 -7.8 (0.5) (-8.7, -6.9) 1.3 (0.7) (-0.0, 2.6) 0.057
28 Months 449 313 (69.7) -8.9 (11.1) -57 -15.0 -9.0 -3.0 47 -9.1 (0.5) (-10.1, -8.1) 2.1 (0.7) (0.7, 3.5) 0.003
32 Months 449 169 (37.6) -8.9 (12.3) -54 -15.0 -8.0 -3.0 48 -9.9 (0.6) (-11.1, -8.6) 2.5 (0.9) (0.8, 4.2) 0.005
36 Months 449 21 (4.7) -11.7 (9.4) -23 -19.0 -9.0 -8.0 17 -13.1 (1.1) (-15.4, -10.8) -5.8 (1.8) (-9.5, -2.1) 0.003

Placebo Baseline * 463 463 (100.0) 43.7 (13.4) 23 33.0 42.0 54.0 82
14 days 463 451 (97.4) -1.1 (7.0) -49 -4.0 -1.0 2.0 39 -1.1 (0.4) (-2.0, -0.3)
2 Months 463 452 (97.6) -1.4 (8.1) -28 -6.0 -2.0 2.0 65 -1.5 (0.4) (-2.4, -0.6)
4 Months 463 449 (97.0) -2.3 (8.1) -33 -6.0 -2.0 2.0 32 -2.3 (0.4) (-3.1, -1.4)
8 Months 463 426 (92.0) -3.3 (8.9) -41 -8.0 -4.0 1.0 52 -3.3 (0.5) (-4.2, -2.4)
12 Months 463 412 (89.0) -4.7 (10.2) -60 -10.0 -4.0 0.0 65 -4.9 (0.5) (-5.8, -4.0)
16 Months 463 401 (86.6) -6.7 (10.5) -62 -11.0 -6.0 -1.0 29 -6.9 (0.5) (-7.8, -6.0)
20 Months 463 391 (84.4) -7.9 (10.7) -60 -13.0 -8.0 -2.0 34 -8.0 (0.5) (-8.9, -7.0)
24 Months 463 376 (81.2) -8.8 (11.3) -62 -15.0 -8.0 -2.0 40 -9.1 (0.5) (-10.0, -8.2)
28 Months 463 319 (68.9) -11.1 (11.8) -47 -18.0 -10.0 -4.0 37 -11.2 (0.5) (-12.2, -10.2)
32 Months 463 155 (33.5) -11.9 (12.1) -53 -19.0 -11.0 -5.0 28 -12.4 (0.6) (-13.6, -11.1)
36 Months 463 13 (2.8) -4.8 (6.3) -14 -9.0 -5.0 -1.0 6 -7.3 (1.4) (-10.2, -4.4)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

E: Type 2 diabetes at baseline
Yes

Dapa 10 mg Interaction 0.389
Baseline * 1455 1455 (100.0) 44.0 (12.6) 19 34.0 43.0 53.0 86
14 days 1455 1411 (97.0) -4.2 (7.2) -38 -8.0 -4.0 -1.0 100 -4.2 (0.3) (-4.7, -3.7) -3.4 (0.4) (-4.1, -2.7) <0.001
2 Months 1455 1387 (95.3) -3.5 (7.5) -33 -8.0 -4.0 0.0 55 -3.4 (0.3) (-3.9, -2.9) -2.3 (0.4) (-3.0, -1.6) <0.001
4 Months 1455 1401 (96.3) -3.0 (8.0) -38 -7.0 -4.0 1.0 50 -2.9 (0.3) (-3.4, -2.4) -1.2 (0.4) (-1.9, -0.5) <0.001
8 Months 1455 1341 (92.2) -3.8 (9.1) -47 -8.0 -4.0 0.0 58 -3.7 (0.3) (-4.2, -3.2) -1.0 (0.4) (-1.7, -0.3) 0.006
12 Months 1455 1292 (88.8) -4.4 (9.4) -43 -9.0 -5.0 0.0 56 -4.4 (0.3) (-4.9, -3.8) -0.1 (0.4) (-0.9, 0.6) 0.707
16 Months 1455 1265 (86.9) -5.1 (10.8) -53 -10.0 -6.0 -1.0 96 -5.1 (0.3) (-5.6, -4.6) 0.9 (0.4) (0.2, 1.6) 0.015
20 Months 1455 1212 (83.3) -5.6 (10.7) -46 -11.0 -6.0 -1.0 62 -5.6 (0.3) (-6.1, -5.0) 1.3 (0.4) (0.6, 2.1) <0.001
24 Months 1455 1126 (77.4) -6.5 (11.0) -51 -12.0 -7.0 -1.0 69 -6.5 (0.3) (-7.1, -6.0) 1.4 (0.4) (0.7, 2.2) <0.001
28 Months 1455 831 (57.1) -7.7 (11.4) -57 -14.0 -7.0 -2.0 61 -7.4 (0.3) (-8.0, -6.8) 2.1 (0.4) (1.2, 2.9) <0.001
32 Months 1455 484 (33.3) -8.6 (12.1) -54 -15.0 -9.0 -3.0 56 -8.4 (0.4) (-9.1, -7.7) 2.2 (0.5) (1.2, 3.2) <0.001
36 Months 1455 159 (10.9) -9.6 (10.8) -45 -16.0 -9.0 -3.0 24 -9.1 (0.6) (-10.2, -8.0) 2.2 (0.8) (0.6, 3.8) 0.007

Placebo Baseline * 1451 1451 (100.0) 43.6 (12.6) 20 33.0 42.0 52.0 82
14 days 1451 1416 (97.6) -0.7 (7.1) -49 -4.0 -1.0 2.0 51 -0.8 (0.3) (-1.3, -0.3)
2 Months 1451 1382 (95.2) -1.1 (8.2) -46 -5.0 -1.0 2.0 65 -1.1 (0.3) (-1.6, -0.6)
4 Months 1451 1369 (94.3) -1.7 (8.3) -40 -6.0 -2.0 2.0 76 -1.7 (0.3) (-2.2, -1.2)
8 Months 1451 1300 (89.6) -2.7 (9.4) -41 -7.0 -3.0 1.0 68 -2.6 (0.3) (-3.2, -2.1)
12 Months 1451 1262 (87.0) -4.1 (10.0) -60 -9.0 -4.0 0.0 75 -4.2 (0.3) (-4.7, -3.7)
16 Months 1451 1239 (85.4) -5.8 (10.3) -62 -11.0 -6.0 -1.0 68 -6.0 (0.3) (-6.5, -5.5)
20 Months 1451 1189 (81.9) -6.8 (10.9) -60 -12.0 -7.0 -2.0 74 -6.9 (0.3) (-7.4, -6.4)
24 Months 1451 1097 (75.6) -7.9 (11.5) -62 -14.0 -8.0 -2.0 70 -7.9 (0.3) (-8.5, -7.4)
28 Months 1451 796 (54.9) -9.8 (12.2) -59 -16.0 -9.0 -3.0 68 -9.5 (0.3) (-10.1, -8.9)
32 Months 1451 454 (31.3) -10.4 (11.8) -53 -16.0 -10.0 -4.0 70 -10.6 (0.4) (-11.3, -9.8)
36 Months 1451 161 (11.1) -9.3 (12.9) -49 -15.0 -9.0 -3.0 68 -11.3 (0.6) (-12.5, -10.2)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

E: Type 2 diabetes at baseline
No

Dapa 10 mg Interaction 0.389
Baseline * 697 697 (100.0) 41.7 (11.5) 23 32.0 39.0 50.0 78
14 days 697 671 (96.3) -3.4 (5.6) -67 -6.0 -3.0 -1.0 33 -3.4 (0.3) (-4.0, -2.9) -2.5 (0.4) (-3.4, -1.7) <0.001
2 Months 697 660 (94.7) -3.2 (6.8) -30 -6.0 -4.0 0.0 81 -3.2 (0.3) (-3.8, -2.6) -1.7 (0.4) (-2.5, -0.9) <0.001
4 Months 697 646 (92.7) -3.1 (6.0) -20 -6.0 -4.0 0.0 32 -3.1 (0.3) (-3.7, -2.5) -1.6 (0.4) (-2.4, -0.7) <0.001
8 Months 697 602 (86.4) -3.5 (7.8) -37 -7.0 -4.0 -1.0 80 -3.6 (0.3) (-4.2, -3.0) -0.8 (0.4) (-1.6, 0.1) 0.081
12 Months 697 596 (85.5) -4.3 (7.3) -38 -8.0 -5.0 -1.0 35 -4.2 (0.3) (-4.8, -3.6) -0.2 (0.4) (-1.1, 0.6) 0.612
16 Months 697 583 (83.6) -5.3 (7.2) -34 -9.0 -5.0 -2.0 31 -5.3 (0.3) (-5.9, -4.6) -0.1 (0.4) (-1.0, 0.7) 0.757
20 Months 697 572 (82.1) -6.0 (8.0) -36 -10.0 -6.0 -2.0 39 -6.1 (0.3) (-6.7, -5.4) 0.0 (0.5) (-0.9, 0.9) 0.957
24 Months 697 503 (72.2) -6.6 (8.5) -39 -11.0 -7.0 -3.0 38 -6.6 (0.3) (-7.3, -6.0) 0.4 (0.5) (-0.6, 1.3) 0.459
28 Months 697 344 (49.4) -7.6 (8.7) -36 -12.0 -7.0 -3.0 32 -7.5 (0.4) (-8.3, -6.8) -0.2 (0.5) (-1.3, 0.8) 0.661
32 Months 697 211 (30.3) -8.3 (8.8) -35 -14.0 -8.0 -4.0 29 -8.4 (0.5) (-9.3, -7.5) 0.2 (0.7) (-1.1, 1.5) 0.793
36 Months 697 73 (10.5) -8.7 (8.3) -28 -15.0 -8.0 -4.0 18 -9.4 (0.7) (-10.8, -8.0) -0.2 (1.0) (-2.2, 1.8) 0.870

Placebo Baseline * 701 701 (100.0) 41.8 (11.9) 22 32.0 40.0 50.0 85
14 days 701 673 (96.0) -0.9 (6.0) -54 -4.0 -1.0 2.0 37 -0.9 (0.3) (-1.5, -0.3)
2 Months 701 670 (95.6) -1.5 (5.9) -33 -4.0 -1.0 2.0 29 -1.5 (0.3) (-2.1, -0.9)
4 Months 701 666 (95.0) -1.4 (7.2) -43 -5.0 -2.0 2.0 62 -1.5 (0.3) (-2.1, -0.9)
8 Months 701 613 (87.4) -2.7 (8.3) -38 -6.0 -3.0 1.0 69 -2.8 (0.3) (-3.4, -2.2)
12 Months 701 596 (85.0) -3.9 (7.9) -41 -7.0 -4.0 0.0 49 -4.0 (0.3) (-4.6, -3.3)
16 Months 701 588 (83.9) -5.0 (8.6) -54 -9.0 -5.0 -1.0 39 -5.1 (0.3) (-5.7, -4.5)
20 Months 701 563 (80.3) -5.9 (9.4) -54 -10.0 -5.0 -1.0 48 -6.1 (0.3) (-6.7, -5.4)
24 Months 701 494 (70.5) -6.7 (9.4) -60 -11.0 -6.0 -2.0 39 -7.0 (0.3) (-7.6, -6.3)
28 Months 701 347 (49.5) -7.0 (11.2) -63 -12.0 -6.0 -3.0 55 -7.3 (0.4) (-8.1, -6.6)
32 Months 701 198 (28.2) -8.5 (12.2) -69 -15.0 -8.0 -2.0 58 -8.6 (0.5) (-9.5, -7.7)
36 Months 701 70 (10.0) -8.5 (13.0) -39 -17.0 -7.5 -1.0 54 -9.2 (0.7) (-10.7, -7.8)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

F: Baseline UACR status
> 1000 mg/g

Dapa 10 mg Interaction 0.028i
Baseline * 1048 1048 (100.0) 42.2 (12.5) 19 32.0 40.0 50.0 83
14 days 1048 1015 (96.9) -3.9 (7.0) -67 -7.0 -4.0 -1.0 100 -3.9 (0.3) (-4.5, -3.4) -2.8 (0.4) (-3.6, -2.0) <0.001
2 Months 1048 994 (94.8) -4.0 (6.5) -27 -7.0 -4.0 -1.0 53 -4.0 (0.3) (-4.5, -3.4) -2.0 (0.4) (-2.8, -1.2) <0.001
4 Months 1048 997 (95.1) -3.9 (6.9) -38 -8.0 -4.0 -1.0 50 -4.0 (0.3) (-4.5, -3.4) -1.1 (0.4) (-1.9, -0.3) 0.005
8 Months 1048 940 (89.7) -5.1 (8.7) -47 -9.0 -5.0 -1.0 58 -5.1 (0.3) (-5.7, -4.5) -0.5 (0.4) (-1.3, 0.3) 0.240
12 Months 1048 907 (86.5) -6.1 (8.6) -43 -11.0 -6.0 -2.0 56 -6.1 (0.3) (-6.7, -5.5) 0.1 (0.4) (-0.7, 0.9) 0.781
16 Months 1048 878 (83.8) -7.1 (10.1) -53 -12.0 -7.0 -3.0 77 -7.1 (0.3) (-7.7, -6.5) 1.3 (0.4) (0.4, 2.1) 0.003
20 Months 1048 848 (80.9) -7.9 (10.7) -46 -13.0 -8.0 -3.0 62 -7.9 (0.3) (-8.5, -7.3) 1.8 (0.4) (1.0, 2.7) <0.001
24 Months 1048 780 (74.4) -9.1 (10.5) -51 -14.0 -9.0 -4.0 69 -9.4 (0.3) (-10.0, -8.7) 1.9 (0.4) (1.0, 2.7) <0.001
28 Months 1048 568 (54.2) -10.4 (11.1) -57 -16.0 -10.0 -5.0 61 -10.3 (0.3) (-11.0, -9.6) 2.3 (0.5) (1.4, 3.3) <0.001
32 Months 1048 335 (32.0) -11.9 (11.2) -54 -18.0 -12.0 -6.0 51 -11.9 (0.4) (-12.7, -11.1) 2.0 (0.6) (0.8, 3.2) <0.001
36 Months 1048 108 (10.3) -12.1 (10.9) -45 -18.0 -11.0 -5.5 24 -12.4 (0.7) (-13.8, -11.1) 2.5 (1.0) (0.6, 4.4) 0.009

Placebo Baseline * 1031 1031 (100.0) 42.2 (12.4) 20 32.0 41.0 51.0 82
14 days 1031 995 (96.5) -1.1 (6.7) -49 -4.0 -1.0 2.0 50 -1.2 (0.3) (-1.7, -0.6)
2 Months 1031 979 (95.0) -2.0 (7.8) -46 -6.0 -2.0 1.0 65 -2.0 (0.3) (-2.5, -1.4)
4 Months 1031 975 (94.6) -2.8 (7.9) -43 -6.0 -3.0 1.0 45 -2.8 (0.3) (-3.4, -2.3)
8 Months 1031 914 (88.7) -4.6 (8.8) -41 -9.0 -4.0 -1.0 52 -4.6 (0.3) (-5.2, -4.0)
12 Months 1031 871 (84.5) -6.1 (9.6) -42 -11.0 -6.0 -1.0 65 -6.2 (0.3) (-6.8, -5.6)
16 Months 1031 852 (82.6) -8.2 (9.6) -54 -13.0 -8.0 -3.5 38 -8.4 (0.3) (-9.0, -7.8)
20 Months 1031 814 (79.0) -9.6 (10.0) -59 -15.0 -9.0 -4.0 36 -9.8 (0.3) (-10.4, -9.2)
24 Months 1031 749 (72.6) -11.1 (10.9) -60 -17.0 -11.0 -5.0 41 -11.2 (0.3) (-11.8, -10.6)
28 Months 1031 533 (51.7) -12.7 (12.4) -63 -19.0 -12.0 -6.0 55 -12.6 (0.4) (-13.3, -11.9)
32 Months 1031 300 (29.1) -14.2 (11.4) -69 -20.0 -13.0 -8.0 29 -13.9 (0.4) (-14.8, -13.1)
36 Months 1031 104 (10.1) -14.3 (12.2) -49 -21.0 -14.0 -8.0 26 -15.0 (0.7) (-16.3, -13.6)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

F: Baseline UACR status
<= 1000 mg/g

Dapa 10 mg Interaction 0.028i
Baseline * 1104 1104 (100.0) 44.2 (12.1) 23 35.0 43.0 52.5 86
14 days 1104 1067 (96.6) -4.0 (6.5) -38 -7.0 -4.0 -1.0 45 -4.0 (0.3) (-4.5, -3.4) -3.5 (0.4) (-4.2, -2.7) <0.001
2 Months 1104 1053 (95.4) -2.8 (7.9) -33 -7.0 -3.0 0.0 81 -2.8 (0.3) (-3.3, -2.3) -2.3 (0.4) (-3.0, -1.5) <0.001
4 Months 1104 1050 (95.1) -2.2 (7.8) -27 -7.0 -3.0 1.0 50 -2.1 (0.3) (-2.6, -1.5) -1.5 (0.4) (-2.2, -0.7) <0.001
8 Months 1104 1003 (90.9) -2.4 (8.5) -36 -7.0 -3.0 1.0 80 -2.3 (0.3) (-2.8, -1.8) -1.3 (0.4) (-2.1, -0.6) <0.001
12 Months 1104 981 (88.9) -2.8 (8.7) -34 -8.0 -3.0 1.0 50 -2.6 (0.3) (-3.2, -2.1) -0.4 (0.4) (-1.1, 0.4) 0.322
16 Months 1104 970 (87.9) -3.4 (9.3) -34 -8.0 -4.0 0.0 96 -3.4 (0.3) (-3.9, -2.8) 0.0 (0.4) (-0.7, 0.8) 0.984
20 Months 1104 936 (84.8) -3.8 (8.7) -35 -9.0 -5.0 0.0 45 -3.7 (0.3) (-4.3, -3.2) 0.2 (0.4) (-0.6, 0.9) 0.685
24 Months 1104 849 (76.9) -4.2 (9.4) -35 -10.0 -4.0 -1.0 47 -4.0 (0.3) (-4.6, -3.4) 0.5 (0.4) (-0.3, 1.2) 0.254
28 Months 1104 607 (55.0) -5.1 (9.6) -36 -10.0 -6.0 -1.0 47 -4.9 (0.3) (-5.5, -4.2) 0.6 (0.4) (-0.3, 1.5) 0.187
32 Months 1104 360 (32.6) -5.4 (10.3) -33 -11.0 -6.0 -1.0 56 -5.2 (0.4) (-5.9, -4.4) 1.4 (0.5) (0.3, 2.5) 0.011
36 Months 1104 124 (11.2) -6.9 (8.6) -31 -12.5 -7.0 -2.0 18 -6.3 (0.6) (-7.5, -5.1) 0.4 (0.9) (-1.3, 2.1) 0.668

Placebo Baseline * 1121 1121 (100.0) 43.7 (12.4) 23 34.0 42.0 52.0 85
14 days 1121 1094 (97.6) -0.5 (6.8) -54 -4.0 -0.5 3.0 51 -0.5 (0.3) (-1.0, 0.0)
2 Months 1121 1073 (95.7) -0.5 (7.2) -28 -4.0 -1.0 3.0 58 -0.5 (0.3) (-1.0, -0.0)
4 Months 1121 1060 (94.6) -0.5 (7.8) -33 -4.0 -1.0 3.0 76 -0.6 (0.3) (-1.1, -0.1)
8 Months 1121 999 (89.1) -0.9 (9.0) -25 -5.0 -2.0 2.0 69 -1.0 (0.3) (-1.5, -0.5)
12 Months 1121 987 (88.0) -2.2 (8.8) -60 -6.0 -3.0 1.0 75 -2.3 (0.3) (-2.8, -1.7)
16 Months 1121 975 (87.0) -3.3 (9.3) -62 -8.0 -4.0 0.0 68 -3.4 (0.3) (-3.9, -2.8)
20 Months 1121 938 (83.7) -3.8 (10.0) -60 -8.0 -4.0 0.0 74 -3.9 (0.3) (-4.4, -3.3)
24 Months 1121 842 (75.1) -4.4 (9.9) -62 -9.0 -5.0 0.0 70 -4.5 (0.3) (-5.0, -3.9)
28 Months 1121 610 (54.4) -5.6 (10.5) -47 -11.0 -5.5 -1.0 68 -5.4 (0.3) (-6.1, -4.8)
32 Months 1121 352 (31.4) -6.1 (11.2) -53 -12.0 -6.0 -2.0 70 -6.6 (0.4) (-7.3, -5.8)
36 Months 1121 127 (11.3) -4.7 (11.9) -25 -11.0 -5.0 -1.0 68 -6.7 (0.6) (-7.9, -5.5)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

G: Baseline eGFR (cut-off 1)
< 45 ml/min/1.73**2

Dapa 10 mg Interaction 0.990
Baseline * 1272 1272 (100.0) 34.7 (5.8) 19 30.0 35.0 40.0 44
14 days 1272 1228 (96.5) -3.4 (4.8) -20 -6.0 -3.0 -1.0 45 -3.3 (0.2) (-3.8, -2.9) -2.8 (0.3) (-3.5, -2.2) <0.001
2 Months 1272 1204 (94.7) -2.9 (6.4) -27 -6.0 -3.0 0.0 81 -2.9 (0.2) (-3.4, -2.5) -2.0 (0.3) (-2.6, -1.4) <0.001
4 Months 1272 1207 (94.9) -2.5 (6.1) -23 -6.0 -3.0 0.0 50 -2.5 (0.2) (-2.9, -2.0) -1.3 (0.3) (-1.9, -0.7) <0.001
8 Months 1272 1138 (89.5) -3.1 (7.2) -28 -7.0 -3.0 0.0 80 -3.1 (0.2) (-3.5, -2.6) -1.0 (0.3) (-1.6, -0.3) 0.003
12 Months 1272 1106 (86.9) -3.9 (7.6) -30 -8.0 -4.0 -1.0 56 -3.8 (0.2) (-4.3, -3.4) -0.3 (0.3) (-0.9, 0.4) 0.441
16 Months 1272 1081 (85.0) -4.5 (8.7) -30 -9.0 -5.0 -1.0 96 -4.5 (0.2) (-4.9, -4.0) 0.3 (0.3) (-0.3, 1.0) 0.307
20 Months 1272 1039 (81.7) -5.1 (8.6) -34 -9.0 -5.0 -1.0 55 -5.0 (0.2) (-5.4, -4.5) 0.6 (0.3) (-0.0, 1.3) 0.064
24 Months 1272 929 (73.0) -5.6 (9.4) -36 -11.0 -6.0 -2.0 69 -5.7 (0.2) (-6.2, -5.2) 0.8 (0.3) (0.1, 1.5) 0.025
28 Months 1272 647 (50.9) -6.8 (9.3) -36 -12.0 -7.0 -3.0 61 -6.7 (0.3) (-7.2, -6.1) 1.1 (0.4) (0.3, 1.8) 0.006
32 Months 1272 337 (26.5) -7.2 (9.5) -36 -13.0 -7.0 -3.0 56 -7.1 (0.3) (-7.8, -6.4) 1.3 (0.5) (0.4, 2.3) 0.007
36 Months 1272 109 (8.6) -8.3 (8.4) -39 -13.0 -8.0 -3.0 17 -8.4 (0.6) (-9.4, -7.3) 0.3 (0.8) (-1.3, 1.8) 0.738

Placebo Baseline * 1250 1250 (100.0) 34.2 (5.8) 20 29.0 34.0 39.0 44
14 days 1250 1209 (96.7) -0.5 (5.1) -19 -3.0 -1.0 2.0 42 -0.5 (0.2) (-0.9, -0.1)
2 Months 1250 1186 (94.9) -0.9 (6.3) -24 -4.0 -1.0 2.0 58 -0.9 (0.2) (-1.4, -0.5)
4 Months 1250 1174 (93.9) -1.2 (6.8) -25 -5.0 -1.0 2.0 76 -1.2 (0.2) (-1.6, -0.7)
8 Months 1250 1092 (87.4) -2.0 (7.9) -25 -6.0 -3.0 1.0 69 -2.1 (0.2) (-2.5, -1.6)
12 Months 1250 1061 (84.9) -3.5 (7.6) -28 -8.0 -3.0 0.0 75 -3.6 (0.2) (-4.0, -3.1)
16 Months 1250 1036 (82.9) -4.7 (8.2) -31 -9.0 -5.0 -1.0 68 -4.8 (0.2) (-5.3, -4.4)
20 Months 1250 984 (78.7) -5.4 (8.7) -32 -10.0 -6.0 -1.0 74 -5.6 (0.2) (-6.1, -5.1)
24 Months 1250 890 (71.2) -6.4 (9.4) -33 -11.0 -6.0 -2.0 70 -6.5 (0.2) (-7.0, -6.0)
28 Months 1250 604 (48.3) -7.7 (10.1) -36 -13.0 -8.0 -3.0 68 -7.8 (0.3) (-8.3, -7.2)
32 Months 1250 323 (25.8) -8.2 (10.8) -35 -14.0 -9.0 -4.0 70 -8.4 (0.4) (-9.1, -7.7)
36 Months 1250 109 (8.7) -6.8 (13.5) -34 -13.0 -7.0 -3.0 68 -8.6 (0.6) (-9.7, -7.5)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

G: Baseline eGFR (cut-off 1)
>= 45 ml/min/1.73**2

Dapa 10 mg Interaction 0.990
Baseline * 880 880 (100.0) 55.5 (8.1) 45 49.0 54.0 60.0 86
14 days 880 854 (97.0) -4.8 (8.7) -67 -9.0 -5.0 -1.0 100 -4.8 (0.4) (-5.5, -4.0) -3.6 (0.5) (-4.6, -2.6) <0.001
2 Months 880 843 (95.8) -4.0 (8.4) -33 -9.0 -5.0 0.0 44 -3.9 (0.4) (-4.6, -3.2) -2.4 (0.5) (-3.4, -1.4) <0.001
4 Months 880 840 (95.5) -3.7 (9.0) -38 -9.0 -5.0 1.0 50 -3.7 (0.4) (-4.4, -3.0) -1.4 (0.5) (-2.5, -0.4) 0.005
8 Months 880 805 (91.5) -4.5 (10.5) -47 -10.0 -5.0 0.0 58 -4.4 (0.4) (-5.1, -3.7) -1.0 (0.5) (-2.0, 0.0) 0.059
12 Months 880 782 (88.9) -5.0 (10.2) -43 -11.0 -6.0 0.0 49 -4.9 (0.4) (-5.7, -4.2) -0.1 (0.5) (-1.2, 0.9) 0.788
16 Months 880 767 (87.2) -6.1 (11.1) -53 -12.0 -7.0 -1.0 77 -6.1 (0.4) (-6.8, -5.3) 0.8 (0.5) (-0.2, 1.8) 0.133
20 Months 880 745 (84.7) -6.7 (11.4) -46 -12.0 -7.0 -2.0 62 -6.7 (0.4) (-7.5, -6.0) 1.2 (0.5) (0.2, 2.3) 0.021
24 Months 880 700 (79.5) -7.7 (11.3) -51 -14.0 -8.0 -2.0 44 -7.7 (0.4) (-8.5, -7.0) 1.4 (0.5) (0.3, 2.4) 0.012
28 Months 880 528 (60.0) -8.7 (12.1) -57 -15.0 -9.0 -3.0 36 -8.6 (0.4) (-9.4, -7.7) 1.6 (0.6) (0.4, 2.8) 0.008
32 Months 880 358 (40.7) -9.8 (12.5) -54 -17.0 -10.0 -4.0 51 -10.0 (0.5) (-11.0, -9.1) 1.9 (0.7) (0.5, 3.2) 0.007
36 Months 880 123 (14.0) -10.3 (11.3) -45 -17.0 -10.0 -4.0 24 -10.5 (0.8) (-12.0, -9.0) 2.3 (1.1) (0.2, 4.3) 0.035

Placebo Baseline * 902 902 (100.0) 55.1 (8.1) 45 49.0 53.0 59.0 85
14 days 902 880 (97.6) -1.2 (8.5) -54 -5.0 -1.0 3.0 51 -1.1 (0.4) (-1.8, -0.4)
2 Months 902 866 (96.0) -1.6 (8.9) -46 -6.0 -2.0 3.0 65 -1.5 (0.4) (-2.2, -0.8)
4 Months 902 861 (95.5) -2.2 (9.2) -43 -7.0 -3.0 2.0 55 -2.2 (0.4) (-2.9, -1.5)
8 Months 902 821 (91.0) -3.5 (10.4) -41 -9.0 -4.0 2.0 60 -3.4 (0.4) (-4.1, -2.7)
12 Months 902 797 (88.4) -4.7 (11.3) -60 -10.0 -5.0 1.0 65 -4.8 (0.4) (-5.5, -4.1)
16 Months 902 791 (87.7) -6.7 (11.4) -62 -12.0 -7.0 -1.0 57 -6.9 (0.4) (-7.6, -6.1)
20 Months 902 768 (85.1) -7.9 (12.1) -60 -14.0 -7.0 -1.0 64 -8.0 (0.4) (-8.7, -7.2)
24 Months 902 701 (77.7) -9.0 (12.4) -62 -15.0 -8.0 -3.0 40 -9.1 (0.4) (-9.8, -8.3)
28 Months 902 539 (59.8) -10.3 (13.6) -63 -17.0 -10.0 -2.0 37 -10.1 (0.4) (-11.0, -9.3)
32 Months 902 329 (36.5) -11.5 (12.8) -69 -18.0 -11.0 -4.0 28 -11.9 (0.5) (-12.9, -10.9)
36 Months 902 122 (13.5) -11.0 (12.1) -49 -18.0 -11.0 -3.0 18 -12.7 (0.8) (-14.2, -11.3)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

H: Baseline eGFR (cut-off 2)
< 30 ml/min/1.73**2

Dapa 10 mg Interaction 0.172
Baseline * 293 293 (100.0) 26.8 (1.8) 19 25.0 27.0 28.0 29
14 days 293 284 (96.9) -2.8 (3.3) -15 -5.0 -3.0 -1.0 10 -2.8 (0.4) (-3.6, -2.0) -2.3 (0.5) (-3.4, -1.3) <0.001
2 Months 293 275 (93.9) -2.2 (6.3) -18 -5.0 -2.0 0.0 81 -2.2 (0.4) (-3.0, -1.4) -1.1 (0.5) (-2.2, -0.0) 0.042
4 Months 293 279 (95.2) -2.4 (4.1) -18 -5.0 -3.0 0.0 10 -2.1 (0.4) (-2.9, -1.3) -0.7 (0.5) (-1.8, 0.3) 0.173
8 Months 293 264 (90.1) -2.8 (7.0) -17 -6.0 -3.0 -1.0 80 -2.7 (0.4) (-3.5, -1.9) 0.3 (0.6) (-0.8, 1.4) 0.632
12 Months 293 251 (85.7) -4.2 (5.7) -21 -7.0 -4.0 -1.0 38 -3.9 (0.4) (-4.7, -3.1) 0.4 (0.6) (-0.8, 1.5) 0.530
16 Months 293 242 (82.6) -3.3 (9.9) -24 -7.0 -4.0 -1.0 96 -3.3 (0.4) (-4.1, -2.4) 1.8 (0.6) (0.7, 2.9) 0.002
20 Months 293 229 (78.2) -4.8 (6.9) -26 -9.0 -5.0 -2.0 40 -4.4 (0.4) (-5.2, -3.6) 1.4 (0.6) (0.2, 2.6) 0.020
24 Months 293 210 (71.7) -5.5 (8.7) -23 -10.0 -5.0 -2.0 69 -5.0 (0.4) (-5.9, -4.1) 1.7 (0.6) (0.5, 2.9) 0.004
28 Months 293 141 (48.1) -6.8 (8.9) -22 -12.0 -6.0 -3.0 61 -6.2 (0.5) (-7.2, -5.2) 0.8 (0.7) (-0.6, 2.2) 0.258
32 Months 293 68 (23.2) -6.8 (8.3) -23 -12.5 -6.0 -2.0 25 -6.1 (0.7) (-7.4, -4.8) 2.0 (0.9) (0.2, 3.8) 0.033
36 Months 293 13 (4.4) -7.9 (6.3) -23 -13.0 -6.0 -3.0 -2 -6.3 (1.5) (-9.2, -3.4) 2.6 (1.8) (-0.9, 6.2) 0.146

Placebo Baseline * 331 331 (100.0) 26.8 (1.8) 20 25.0 27.0 28.0 29
14 days 331 318 (96.1) -0.5 (3.4) -11 -3.0 -1.0 2.0 11 -0.5 (0.4) (-1.2, 0.3)
2 Months 331 313 (94.6) -1.1 (4.6) -16 -4.0 -1.0 1.0 36 -1.1 (0.4) (-1.8, -0.3)
4 Months 331 307 (92.7) -1.4 (5.8) -22 -4.0 -1.0 1.0 45 -1.3 (0.4) (-2.1, -0.6)
8 Months 331 286 (86.4) -3.0 (5.5) -22 -6.0 -3.0 0.0 13 -3.0 (0.4) (-3.7, -2.2)
12 Months 331 272 (82.2) -4.1 (5.8) -23 -7.0 -4.0 -1.0 16 -4.3 (0.4) (-5.0, -3.5)
16 Months 331 264 (79.8) -4.9 (6.6) -25 -8.0 -5.0 -1.0 38 -5.1 (0.4) (-5.9, -4.3)
20 Months 331 243 (73.4) -5.6 (6.2) -25 -9.0 -5.0 -2.0 36 -5.8 (0.4) (-6.6, -5.0)
24 Months 331 232 (70.1) -6.6 (7.1) -23 -11.0 -6.0 -3.0 41 -6.7 (0.4) (-7.6, -5.9)
28 Months 331 157 (47.4) -6.8 (8.8) -25 -12.0 -7.0 -3.0 55 -7.0 (0.5) (-8.0, -6.1)
32 Months 331 80 (24.2) -8.9 (6.6) -25 -14.0 -8.0 -4.0 10 -8.0 (0.6) (-9.3, -6.8)
36 Months 331 27 (8.2) -8.1 (5.9) -21 -13.0 -7.0 -3.0 -1 -8.9 (1.1) (-11.0, -6.9)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

H: Baseline eGFR (cut-off 2)
>= 30 ml/min/1.73**2

Dapa 10 mg Interaction 0.172
Baseline * 1859 1859 (100.0) 45.8 (11.2) 30 37.0 44.0 53.0 86
14 days 1859 1798 (96.7) -4.1 (7.1) -67 -8.0 -4.0 -1.0 100 -4.1 (0.2) (-4.5, -3.7) -3.3 (0.3) (-3.9, -2.7) <0.001
2 Months 1859 1772 (95.3) -3.6 (7.4) -33 -7.0 -4.0 0.0 55 -3.5 (0.2) (-4.0, -3.1) -2.3 (0.3) (-2.9, -1.7) <0.001
4 Months 1859 1768 (95.1) -3.1 (7.8) -38 -8.0 -4.0 1.0 50 -3.1 (0.2) (-3.5, -2.7) -1.4 (0.3) (-2.1, -0.8) <0.001
8 Months 1859 1679 (90.3) -3.8 (9.0) -47 -8.0 -4.0 0.0 58 -3.8 (0.2) (-4.2, -3.3) -1.2 (0.3) (-1.8, -0.5) <0.001
12 Months 1859 1637 (88.1) -4.4 (9.1) -43 -9.0 -5.0 0.0 56 -4.4 (0.2) (-4.8, -3.9) -0.3 (0.3) (-0.9, 0.4) 0.404
16 Months 1859 1606 (86.4) -5.5 (9.8) -53 -10.0 -6.0 -1.0 77 -5.4 (0.2) (-5.9, -5.0) 0.4 (0.3) (-0.3, 1.0) 0.257
20 Months 1859 1555 (83.6) -5.9 (10.3) -46 -11.0 -6.0 -1.0 62 -5.9 (0.2) (-6.4, -5.4) 0.8 (0.3) (0.2, 1.5) 0.011
24 Months 1859 1419 (76.3) -6.7 (10.5) -51 -12.0 -7.0 -2.0 48 -6.8 (0.2) (-7.2, -6.3) 1.0 (0.3) (0.3, 1.7) 0.004
28 Months 1859 1034 (55.6) -7.8 (10.9) -57 -13.0 -8.0 -3.0 51 -7.7 (0.3) (-8.2, -7.1) 1.4 (0.4) (0.7, 2.2) <0.001
32 Months 1859 627 (33.7) -8.7 (11.5) -54 -15.0 -9.0 -4.0 56 -8.8 (0.3) (-9.4, -8.1) 1.6 (0.5) (0.7, 2.5) <0.001
36 Months 1859 219 (11.8) -9.4 (10.3) -45 -16.0 -9.0 -3.0 24 -9.6 (0.5) (-10.5, -8.6) 1.3 (0.7) (-0.1, 2.7) 0.072

Placebo Baseline * 1821 1821 (100.0) 45.9 (11.2) 30 37.0 44.0 53.0 85
14 days 1821 1771 (97.3) -0.8 (7.2) -54 -4.0 -1.0 2.0 51 -0.8 (0.2) (-1.3, -0.4)
2 Months 1821 1739 (95.5) -1.2 (7.9) -46 -5.0 -1.0 2.0 65 -1.2 (0.2) (-1.6, -0.8)
4 Months 1821 1728 (94.9) -1.6 (8.2) -43 -6.0 -2.0 2.0 76 -1.7 (0.2) (-2.1, -1.2)
8 Months 1821 1627 (89.3) -2.6 (9.5) -41 -7.0 -3.0 1.0 69 -2.6 (0.2) (-3.1, -2.2)
12 Months 1821 1586 (87.1) -4.0 (9.9) -60 -9.0 -4.0 1.0 75 -4.1 (0.2) (-4.5, -3.6)
16 Months 1821 1563 (85.8) -5.7 (10.2) -62 -10.0 -6.0 -1.0 68 -5.8 (0.2) (-6.3, -5.3)
20 Months 1821 1509 (82.9) -6.6 (10.9) -60 -12.0 -7.0 -1.0 74 -6.7 (0.2) (-7.2, -6.3)
24 Months 1821 1359 (74.6) -7.7 (11.4) -62 -14.0 -7.0 -2.0 70 -7.8 (0.2) (-8.2, -7.3)
28 Months 1821 986 (54.1) -9.3 (12.4) -63 -15.0 -9.0 -3.0 68 -9.1 (0.3) (-9.6, -8.6)
32 Months 1821 572 (31.4) -10.0 (12.5) -69 -16.0 -9.0 -4.0 70 -10.3 (0.3) (-11.0, -9.7)
36 Months 1821 204 (11.2) -9.1 (13.6) -49 -16.0 -9.0 -3.0 68 -10.8 (0.5) (-11.8, -9.8)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

I: Baseline eGFR (cut-off 3)
< 60 ml/min/1.73**2

Dapa 10 mg Interaction 0.517
Baseline * 1918 1918 (100.0) 40.4 (9.5) 19 32.0 40.0 48.0 59
14 days 1918 1854 (96.7) -3.6 (6.2) -27 -7.0 -4.0 -1.0 100 -3.6 (0.2) (-4.0, -3.2) -3.0 (0.3) (-3.6, -2.5) <0.001
2 Months 1918 1817 (94.7) -3.3 (6.9) -33 -7.0 -4.0 0.0 81 -3.2 (0.2) (-3.6, -2.8) -2.2 (0.3) (-2.8, -1.7) <0.001
4 Months 1918 1817 (94.7) -2.8 (7.0) -31 -7.0 -4.0 0.0 50 -2.8 (0.2) (-3.2, -2.4) -1.3 (0.3) (-1.8, -0.7) <0.001
8 Months 1918 1718 (89.6) -3.4 (8.3) -47 -7.0 -4.0 0.0 80 -3.3 (0.2) (-3.7, -2.9) -0.8 (0.3) (-1.4, -0.3) 0.004
12 Months 1918 1670 (87.1) -4.2 (8.2) -38 -9.0 -5.0 -1.0 56 -4.1 (0.2) (-4.5, -3.7) -0.2 (0.3) (-0.8, 0.4) 0.455
16 Months 1918 1631 (85.0) -4.8 (9.3) -43 -9.0 -5.0 -1.0 96 -4.7 (0.2) (-5.1, -4.3) 0.6 (0.3) (-0.0, 1.2) 0.051
20 Months 1918 1576 (82.2) -5.4 (9.5) -46 -10.0 -6.0 -1.0 62 -5.3 (0.2) (-5.8, -4.9) 0.9 (0.3) (0.3, 1.4) 0.004
24 Months 1918 1422 (74.1) -6.2 (9.8) -48 -11.0 -7.0 -2.0 69 -6.2 (0.2) (-6.6, -5.7) 1.1 (0.3) (0.5, 1.7) <0.001
28 Months 1918 989 (51.6) -7.2 (10.1) -48 -13.0 -7.0 -3.0 61 -7.1 (0.2) (-7.5, -6.6) 1.4 (0.3) (0.7, 2.1) <0.001
32 Months 1918 542 (28.3) -7.5 (10.6) -42 -13.0 -8.0 -3.0 56 -7.5 (0.3) (-8.1, -6.9) 2.0 (0.4) (1.1, 2.8) <0.001
36 Months 1918 183 (9.5) -9.0 (9.6) -45 -15.0 -9.0 -3.0 18 -8.9 (0.5) (-9.9, -8.0) 1.3 (0.7) (-0.1, 2.6) 0.064

Placebo Baseline * 1932 1932 (100.0) 40.2 (9.7) 20 32.0 40.0 48.0 59
14 days 1932 1875 (97.0) -0.6 (6.3) -49 -4.0 -1.0 2.0 51 -0.6 (0.2) (-1.0, -0.2)
2 Months 1932 1840 (95.2) -1.1 (7.1) -37 -5.0 -1.0 2.0 65 -1.0 (0.2) (-1.4, -0.6)
4 Months 1932 1825 (94.5) -1.5 (7.6) -43 -5.0 -2.0 2.0 76 -1.5 (0.2) (-1.9, -1.1)
8 Months 1932 1709 (88.5) -2.5 (8.7) -41 -7.0 -3.0 1.0 69 -2.5 (0.2) (-2.9, -2.1)
12 Months 1932 1664 (86.1) -3.8 (9.0) -41 -8.0 -4.0 0.0 75 -3.9 (0.2) (-4.3, -3.5)
16 Months 1932 1633 (84.5) -5.2 (9.3) -47 -10.0 -5.0 -1.0 68 -5.3 (0.2) (-5.7, -4.9)
20 Months 1932 1562 (80.8) -6.1 (10.0) -49 -11.0 -6.0 -1.0 74 -6.2 (0.2) (-6.6, -5.8)
24 Months 1932 1411 (73.0) -7.2 (10.5) -47 -13.0 -7.0 -2.0 70 -7.3 (0.2) (-7.7, -6.8)
28 Months 1932 971 (50.3) -8.5 (11.3) -49 -14.0 -8.0 -3.0 68 -8.5 (0.2) (-9.0, -8.0)
32 Months 1932 534 (27.6) -9.3 (11.7) -47 -15.0 -9.0 -4.0 70 -9.5 (0.3) (-10.1, -8.9)
36 Months 1932 187 (9.7) -8.9 (13.1) -49 -15.0 -8.0 -3.0 68 -10.2 (0.5) (-11.1, -9.2)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

I: Baseline eGFR (cut-off 3)
>= 60 ml/min/1.73**2

Dapa 10 mg Interaction 0.517
Baseline * 234 234 (100.0) 66.7 (5.7) 60 62.0 65.0 70.0 86
14 days 234 228 (97.4) -6.4 (9.6) -67 -11.5 -6.0 -1.0 28 -6.5 (0.8) (-8.0, -4.9) -4.2 (1.1) (-6.4, -2.0) <0.001
2 Months 234 230 (98.3) -4.2 (9.7) -30 -9.0 -5.0 0.0 39 -4.2 (0.8) (-5.7, -2.7) -1.7 (1.1) (-3.9, 0.6) 0.145
4 Months 234 230 (98.3) -4.6 (10.1) -38 -11.0 -6.0 0.0 28 -4.6 (0.8) (-6.1, -3.1) -1.8 (1.1) (-4.0, 0.4) 0.112
8 Months 234 225 (96.2) -5.9 (11.4) -39 -13.0 -7.0 0.0 36 -5.8 (0.8) (-7.3, -4.2) -1.8 (1.1) (-4.1, 0.4) 0.111
12 Months 234 218 (93.2) -5.7 (12.1) -43 -12.0 -6.0 0.0 38 -5.7 (0.8) (-7.3, -4.2) 0.2 (1.2) (-2.0, 2.5) 0.843
16 Months 234 217 (92.7) -8.4 (12.6) -53 -16.0 -9.0 -2.0 42 -8.4 (0.8) (-10.0, -6.8) 0.7 (1.2) (-1.6, 3.0) 0.543
20 Months 234 208 (88.9) -8.3 (12.0) -41 -14.0 -9.0 -2.0 38 -8.5 (0.8) (-10.1, -6.9) 1.6 (1.2) (-0.7, 3.9) 0.170
24 Months 234 207 (88.5) -9.1 (13.1) -51 -17.0 -10.0 -2.0 44 -9.3 (0.8) (-10.9, -7.7) 1.2 (1.2) (-1.2, 3.5) 0.324
28 Months 234 186 (79.5) -9.9 (13.4) -57 -18.0 -10.0 -3.0 36 -10.3 (0.8) (-11.9, -8.6) 1.1 (1.2) (-1.2, 3.5) 0.347
32 Months 234 153 (65.4) -12.3 (12.5) -54 -20.0 -12.0 -4.0 29 -13.0 (0.9) (-14.8, -11.2) 0.6 (1.3) (-2.0, 3.2) 0.653
36 Months 234 49 (20.9) -10.4 (11.7) -34 -19.0 -9.0 -3.0 24 -11.7 (1.4) (-14.4, -9.0) 1.8 (2.0) (-2.2, 5.7) 0.377

Placebo Baseline * 220 220 (100.0) 66.9 (5.5) 60 62.0 65.0 70.0 85
14 days 220 214 (97.3) -2.2 (9.6) -54 -8.0 -1.0 4.0 28 -2.3 (0.8) (-3.9, -0.7)
2 Months 220 212 (96.4) -2.5 (10.7) -46 -8.0 -2.0 5.0 34 -2.6 (0.8) (-4.1, -1.0)
4 Months 220 210 (95.5) -2.6 (10.1) -40 -8.0 -2.0 2.0 26 -2.8 (0.8) (-4.4, -1.2)
8 Months 220 204 (92.7) -3.9 (11.4) -38 -11.0 -4.0 3.0 35 -3.9 (0.8) (-5.6, -2.3)
12 Months 220 194 (88.2) -5.8 (11.9) -60 -11.0 -6.0 1.0 35 -6.0 (0.8) (-7.6, -4.3)
16 Months 220 194 (88.2) -8.8 (12.4) -62 -13.0 -7.0 -3.0 25 -9.1 (0.8) (-10.8, -7.5)
20 Months 220 190 (86.4) -9.9 (12.6) -60 -15.0 -8.0 -2.0 28 -10.1 (0.8) (-11.7, -8.4)
24 Months 220 180 (81.8) -10.1 (13.3) -62 -15.0 -10.0 -3.0 36 -10.5 (0.9) (-12.2, -8.8)
28 Months 220 172 (78.2) -11.2 (15.1) -63 -19.0 -10.0 -2.0 28 -11.4 (0.9) (-13.2, -9.7)
32 Months 220 118 (53.6) -12.3 (13.0) -69 -17.0 -11.5 -5.0 15 -13.6 (1.0) (-15.5, -11.6)
36 Months 220 44 (20.0) -9.6 (12.2) -37 -18.0 -12.5 1.5 14 -13.5 (1.5) (-16.3, -10.6)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

J: Baseline systolic blood pressure
<= 130 mmHg

Dapa 10 mg Interaction NE
Baseline * 793 793 (100.0) 43.8 (12.3) 24 35.0 42.0 52.0 86
14 days 793 764 (96.3) -4.0 (6.2) -67 -7.0 -4.0 -1.0 33 -4.0 (0.3) (-4.6, -3.4) -3.5 (0.5) (-4.4, -2.6) <0.001
2 Months 793 742 (93.6) -2.7 (7.5) -28 -6.0 -3.0 0.0 81 -2.7 (0.3) (-3.3, -2.1) -2.0 (0.5) (-2.9, -1.1) <0.001
4 Months 793 746 (94.1) -2.5 (7.5) -27 -7.0 -3.0 1.0 45 -2.4 (0.3) (-3.0, -1.8) -1.5 (0.5) (-2.4, -0.6) 0.001
8 Months 793 699 (88.1) -3.1 (8.5) -47 -7.0 -3.0 0.0 80 -3.0 (0.3) (-3.7, -2.4) -0.7 (0.5) (-1.7, 0.2) 0.112
12 Months 793 686 (86.5) -3.7 (8.3) -38 -8.0 -4.0 0.0 38 -3.6 (0.3) (-4.2, -2.9) -0.1 (0.5) (-1.0, 0.8) 0.844
16 Months 793 677 (85.4) -4.1 (9.7) -43 -9.0 -4.0 -1.0 96 -3.9 (0.3) (-4.5, -3.2) 1.0 (0.5) (0.1, 1.9) 0.034
20 Months 793 654 (82.5) -4.9 (9.6) -46 -10.0 -5.0 -1.0 62 -4.7 (0.3) (-5.4, -4.1) 1.3 (0.5) (0.3, 2.2) 0.007
24 Months 793 591 (74.5) -5.8 (9.6) -48 -11.0 -6.0 -1.0 38 -5.6 (0.3) (-6.3, -4.9) 1.3 (0.5) (0.3, 2.2) 0.012
28 Months 793 414 (52.2) -7.1 (9.9) -48 -12.0 -7.0 -2.0 32 -6.5 (0.4) (-7.2, -5.7) 1.3 (0.6) (0.2, 2.4) 0.017
32 Months 793 243 (30.6) -8.7 (9.4) -42 -14.0 -8.0 -3.0 29 -7.6 (0.5) (-8.6, -6.7) 1.2 (0.7) (-0.2, 2.5) 0.087
36 Months 793 85 (10.7) -8.6 (9.8) -45 -14.0 -8.0 -3.0 18 -8.4 (0.7) (-9.9, -7.0) 1.0 (1.0) (-1.0, 3.0) 0.333

Placebo Baseline * 749 749 (100.0) 42.9 (11.9) 21 33.0 42.0 51.0 82
14 days 749 722 (96.4) -0.5 (6.5) -30 -4.0 0.0 2.0 39 -0.5 (0.3) (-1.2, 0.1)
2 Months 749 710 (94.8) -0.6 (7.1) -27 -4.0 -1.0 3.0 65 -0.7 (0.3) (-1.4, -0.1)
4 Months 749 712 (95.1) -0.8 (7.4) -33 -5.0 -1.0 2.0 62 -0.9 (0.3) (-1.6, -0.3)
8 Months 749 654 (87.3) -2.2 (9.2) -41 -6.0 -2.0 2.0 69 -2.3 (0.3) (-3.0, -1.6)
12 Months 749 640 (85.4) -3.4 (9.7) -60 -7.0 -3.0 1.0 65 -3.5 (0.3) (-4.1, -2.8)
16 Months 749 633 (84.5) -4.7 (9.6) -62 -9.0 -4.0 0.0 43 -4.9 (0.3) (-5.6, -4.2)
20 Months 749 610 (81.4) -5.8 (10.4) -60 -11.0 -5.0 -1.0 44 -6.0 (0.3) (-6.7, -5.4)
24 Months 749 544 (72.6) -6.8 (10.5) -62 -12.0 -6.0 -1.0 40 -6.8 (0.4) (-7.6, -6.1)
28 Months 749 380 (50.7) -8.0 (11.6) -63 -13.0 -7.0 -2.0 37 -7.8 (0.4) (-8.6, -7.0)
32 Months 749 232 (31.0) -8.6 (11.6) -69 -14.0 -8.0 -2.0 28 -8.8 (0.5) (-9.8, -7.8)
36 Months 749 98 (13.1) -8.4 (10.6) -37 -14.0 -7.0 -3.0 26 -9.4 (0.7) (-10.8, -8.0)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

J: Baseline systolic blood pressure
> 130 mmHg

Dapa 10 mg Interaction NE
Baseline * 1359 1359 (100.0) 42.9 (12.3) 19 33.0 41.0 52.0 83
14 days 1359 1318 (97.0) -3.9 (7.0) -38 -7.0 -4.0 -1.0 100 -3.9 (0.3) (-4.4, -3.4) -2.9 (0.4) (-3.6, -2.2) <0.001
2 Months 1359 1305 (96.0) -3.8 (7.2) -33 -7.0 -4.0 -1.0 55 -3.7 (0.3) (-4.2, -3.2) -2.2 (0.4) (-2.9, -1.5) <0.001
4 Months 1359 1301 (95.7) -3.3 (7.4) -38 -7.0 -4.0 0.0 50 -3.3 (0.3) (-3.8, -2.8) -1.3 (0.4) (-2.0, -0.6) <0.001
8 Months 1359 1244 (91.5) -4.0 (8.9) -39 -9.0 -4.0 -1.0 58 -4.0 (0.3) (-4.5, -3.5) -1.1 (0.4) (-1.8, -0.3) 0.004
12 Months 1359 1202 (88.4) -4.7 (9.0) -43 -10.0 -5.0 -1.0 56 -4.7 (0.3) (-5.2, -4.2) -0.2 (0.4) (-1.0, 0.5) 0.522
16 Months 1359 1171 (86.2) -5.8 (9.8) -53 -11.0 -6.0 -1.0 77 -5.9 (0.3) (-6.4, -5.4) 0.3 (0.4) (-0.4, 1.0) 0.433
20 Months 1359 1130 (83.1) -6.2 (10.1) -41 -11.0 -6.0 -2.0 62 -6.3 (0.3) (-6.8, -5.8) 0.7 (0.4) (-0.1, 1.4) 0.070
24 Months 1359 1038 (76.4) -7.0 (10.6) -51 -12.0 -7.0 -2.0 69 -7.1 (0.3) (-7.6, -6.6) 1.0 (0.4) (0.2, 1.7) 0.013
28 Months 1359 761 (56.0) -7.9 (11.1) -57 -14.0 -8.0 -3.0 61 -8.0 (0.3) (-8.6, -7.4) 1.3 (0.4) (0.5, 2.1) 0.002
32 Months 1359 452 (33.3) -8.4 (12.1) -54 -15.0 -8.5 -4.0 56 -8.8 (0.4) (-9.5, -8.1) 1.8 (0.5) (0.8, 2.9) <0.001
36 Months 1359 147 (10.8) -9.7 (10.3) -39 -16.0 -9.0 -3.0 24 -9.8 (0.6) (-10.9, -8.7) 1.4 (0.8) (-0.3, 3.0) 0.104

Placebo Baseline * 1403 1403 (100.0) 43.0 (12.6) 20 33.0 42.0 52.0 85
14 days 1403 1367 (97.4) -0.9 (6.9) -54 -4.0 -1.0 2.0 51 -1.0 (0.2) (-1.5, -0.5)
2 Months 1403 1342 (95.7) -1.5 (7.7) -46 -5.0 -2.0 2.0 58 -1.5 (0.3) (-2.0, -1.0)
4 Months 1403 1323 (94.3) -2.0 (8.1) -43 -6.0 -2.0 2.0 76 -2.1 (0.3) (-2.6, -1.6)
8 Months 1403 1259 (89.7) -2.9 (9.0) -41 -8.0 -3.0 1.0 68 -2.9 (0.3) (-3.4, -2.4)
12 Months 1403 1218 (86.8) -4.4 (9.2) -52 -9.0 -4.0 0.0 75 -4.5 (0.3) (-5.0, -4.0)
16 Months 1403 1194 (85.1) -6.0 (9.9) -55 -11.0 -6.0 -1.0 68 -6.2 (0.3) (-6.7, -5.7)
20 Months 1403 1142 (81.4) -6.9 (10.4) -60 -12.0 -7.0 -2.0 74 -7.0 (0.3) (-7.5, -6.5)
24 Months 1403 1047 (74.6) -7.9 (11.1) -47 -14.0 -8.0 -3.0 70 -8.1 (0.3) (-8.6, -7.5)
28 Months 1403 763 (54.4) -9.4 (12.1) -50 -15.0 -9.0 -3.0 68 -9.3 (0.3) (-9.9, -8.7)
32 Months 1403 420 (29.9) -10.5 (12.1) -53 -16.0 -10.0 -5.0 70 -10.7 (0.4) (-11.4, -9.9)
36 Months 1403 133 (9.5) -9.5 (14.4) -49 -16.0 -10.0 -3.0 68 -11.2 (0.6) (-12.3, -10.0)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 25 of 26
Value Dossier Analysis: D169AC0001 Program Name: T1EGFR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:07:01

Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

K: Treatment at randomisation
ACE-I only

Dapa 10 mg Interaction 0.960
Baseline * 650 650 (100.0) 44.6 (12.5) 23 35.0 43.0 53.0 83
14 days 650 635 (97.7) -4.3 (7.1) -67 -8.0 -4.0 -1.0 32 -4.3 (0.4) (-5.1, -3.5) -3.6 (0.6) (-4.7, -2.5) <0.001
2 Months 650 630 (96.9) -3.2 (8.9) -30 -7.0 -4.0 0.0 81 -3.3 (0.4) (-4.0, -2.5) -2.2 (0.6) (-3.3, -1.1) <0.001
4 Months 650 627 (96.5) -3.0 (7.7) -27 -7.0 -4.0 1.0 50 -2.8 (0.4) (-3.6, -2.1) -1.4 (0.6) (-2.5, -0.3) 0.015
8 Months 650 607 (93.4) -3.1 (10.7) -36 -8.0 -4.0 0.0 80 -3.1 (0.4) (-3.9, -2.3) -1.1 (0.6) (-2.2, 0.0) 0.061
12 Months 650 589 (90.6) -4.0 (9.4) -34 -9.0 -5.0 0.0 56 -4.0 (0.4) (-4.8, -3.2) -0.0 (0.6) (-1.2, 1.1) 0.932
16 Months 650 580 (89.2) -4.5 (11.2) -53 -10.0 -5.0 -0.5 77 -4.4 (0.4) (-5.2, -3.6) 1.1 (0.6) (-0.0, 2.3) 0.053
20 Months 650 555 (85.4) -5.2 (11.2) -41 -11.0 -6.0 -1.0 62 -5.3 (0.4) (-6.1, -4.4) 1.2 (0.6) (0.1, 2.4) 0.038
24 Months 650 507 (78.0) -5.7 (11.6) -44 -12.0 -7.0 -1.0 69 -5.8 (0.4) (-6.7, -5.0) 1.6 (0.6) (0.5, 2.8) 0.007
28 Months 650 370 (56.9) -6.8 (11.7) -43 -13.0 -7.0 -2.0 61 -6.7 (0.5) (-7.7, -5.8) 1.4 (0.7) (0.1, 2.7) 0.032
32 Months 650 220 (33.8) -8.4 (12.3) -43 -14.0 -9.0 -3.0 51 -7.8 (0.6) (-8.9, -6.7) 1.6 (0.8) (-0.0, 3.2) 0.055
36 Months 650 79 (12.2) -9.3 (11.1) -39 -16.0 -10.0 -2.0 24 -9.2 (0.9) (-10.9, -7.5) 1.9 (1.3) (-0.5, 4.4) 0.123

Placebo Baseline * 654 654 (100.0) 44.3 (12.7) 23 34.0 43.0 53.0 81
14 days 654 634 (96.9) -0.6 (7.7) -49 -4.0 -1.0 2.0 42 -0.7 (0.4) (-1.5, 0.1)
2 Months 654 623 (95.3) -1.1 (8.7) -42 -5.0 -2.0 2.0 65 -1.1 (0.4) (-1.9, -0.3)
4 Months 654 623 (95.3) -1.4 (8.5) -40 -5.0 -2.0 2.0 62 -1.5 (0.4) (-2.3, -0.7)
8 Months 654 603 (92.2) -2.0 (9.9) -41 -7.0 -3.0 2.0 69 -2.0 (0.4) (-2.8, -1.2)
12 Months 654 579 (88.5) -3.8 (9.8) -52 -8.0 -4.0 0.0 65 -3.9 (0.4) (-4.7, -3.1)
16 Months 654 566 (86.5) -5.5 (10.1) -54 -10.0 -6.0 -1.0 39 -5.5 (0.4) (-6.4, -4.7)
20 Months 654 547 (83.6) -6.4 (11.4) -60 -12.0 -6.0 -2.0 48 -6.5 (0.4) (-7.3, -5.7)
24 Months 654 499 (76.3) -7.2 (11.4) -60 -13.0 -7.0 -2.0 49 -7.5 (0.4) (-8.3, -6.6)
28 Months 654 358 (54.7) -8.2 (12.7) -63 -13.0 -8.0 -3.0 55 -8.2 (0.5) (-9.1, -7.2)
32 Months 654 203 (31.0) -9.6 (13.4) -69 -16.0 -9.0 -4.0 58 -9.4 (0.6) (-10.5, -8.2)
36 Months 654 70 (10.7) -11.4 (13.7) -49 -18.0 -11.5 -3.0 54 -11.1 (0.9) (-12.9, -9.3)



Source Data: ALB, created on: 19APR2021.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Table T1EGFR_FSCS: Changes from baseline in eGFR by subgroup
FAS

Repeated measures analysis
Change from baseline Change from Baseline Treatment Difference

Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

K: Treatment at randomisation
ARB only

Dapa 10 mg Interaction 0.960
Baseline * 1421 1421 (100.0) 42.8 (12.2) 19 33.0 41.0 51.0 86
14 days 1421 1373 (96.6) -3.8 (6.6) -38 -7.0 -4.0 -1.0 100 -3.8 (0.2) (-4.3, -3.4) -2.9 (0.3) (-3.5, -2.2) <0.001
2 Months 1421 1341 (94.4) -3.5 (6.3) -33 -7.0 -4.0 0.0 53 -3.4 (0.2) (-3.9, -3.0) -2.1 (0.3) (-2.7, -1.4) <0.001
4 Months 1421 1346 (94.7) -3.1 (7.2) -38 -7.0 -4.0 0.0 50 -3.1 (0.2) (-3.5, -2.6) -1.2 (0.3) (-1.9, -0.6) <0.001
8 Months 1421 1270 (89.4) -4.0 (7.5) -47 -8.0 -4.0 0.0 46 -3.9 (0.2) (-4.4, -3.5) -0.9 (0.3) (-1.6, -0.2) 0.008
12 Months 1421 1237 (87.1) -4.5 (8.4) -43 -9.0 -5.0 -1.0 50 -4.5 (0.2) (-4.9, -4.0) -0.2 (0.3) (-0.9, 0.5) 0.583
16 Months 1421 1209 (85.1) -5.5 (9.1) -45 -10.0 -5.0 -1.0 96 -5.5 (0.2) (-6.0, -5.0) 0.4 (0.3) (-0.3, 1.1) 0.252
20 Months 1421 1173 (82.5) -6.0 (9.3) -46 -11.0 -6.0 -2.0 62 -6.0 (0.2) (-6.5, -5.5) 0.8 (0.3) (0.1, 1.5) 0.024
24 Months 1421 1067 (75.1) -6.9 (9.5) -51 -12.0 -7.0 -2.0 47 -6.9 (0.3) (-7.4, -6.4) 0.8 (0.4) (0.1, 1.5) 0.029
28 Months 1421 762 (53.6) -8.1 (10.1) -57 -13.0 -8.0 -3.0 47 -7.8 (0.3) (-8.4, -7.3) 1.4 (0.4) (0.6, 2.1) <0.001
32 Months 1421 447 (31.5) -8.6 (10.8) -54 -15.0 -8.0 -4.0 56 -8.6 (0.3) (-9.2, -7.9) 1.7 (0.5) (0.7, 2.6) <0.001
36 Months 1421 144 (10.1) -9.3 (9.6) -45 -16.0 -8.0 -4.0 18 -9.4 (0.6) (-10.5, -8.3) 0.8 (0.8) (-0.7, 2.3) 0.323

Placebo Baseline * 1399 1399 (100.0) 42.6 (12.2) 20 33.0 41.0 51.0 85
14 days 1399 1364 (97.5) -0.9 (6.2) -54 -4.0 -1.0 2.0 50 -0.9 (0.2) (-1.4, -0.5)
2 Months 1399 1336 (95.5) -1.3 (7.0) -46 -5.0 -1.0 2.0 58 -1.4 (0.2) (-1.8, -0.9)
4 Months 1399 1319 (94.3) -1.8 (7.5) -43 -5.0 -2.0 2.0 76 -1.8 (0.2) (-2.3, -1.4)
8 Months 1399 1229 (87.8) -3.0 (8.5) -41 -7.0 -3.0 1.0 68 -3.0 (0.2) (-3.5, -2.6)
12 Months 1399 1198 (85.6) -4.2 (9.0) -60 -9.0 -4.0 0.0 75 -4.3 (0.2) (-4.8, -3.8)
16 Months 1399 1182 (84.5) -5.6 (9.5) -62 -10.0 -5.0 -1.0 68 -5.9 (0.2) (-6.4, -5.4)
20 Months 1399 1134 (81.1) -6.6 (9.7) -60 -11.0 -6.0 -1.0 74 -6.8 (0.2) (-7.3, -6.3)
24 Months 1399 1028 (73.5) -7.6 (10.7) -62 -13.0 -7.0 -2.0 70 -7.7 (0.3) (-8.2, -7.2)
28 Months 1399 738 (52.8) -9.3 (11.8) -59 -15.0 -8.0 -3.0 68 -9.2 (0.3) (-9.7, -8.6)
32 Months 1399 426 (30.5) -10.0 (11.4) -53 -15.0 -9.0 -4.0 70 -10.2 (0.4) (-10.9, -9.6)
36 Months 1399 154 (11.0) -8.1 (12.3) -39 -14.0 -8.0 -3.0 68 -10.1 (0.5) (-11.2, -9.1)



F1EGFR_FSFA: Course of eGFR by subgroup age 
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Figure F1EGFR_FSFA: Course of eGFR by subgroup age 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFA: Course of eGFR by subgroup age 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1EGFR_FSFB: Course of eGFR by subgroup sex 
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Figure F1EGFR_FSFB: Course of eGFR by subgroup sex 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFB: Course of eGFR by subgroup sex 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1EGFR_FSFC: Course of eGFR by subgroup race 
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Figure F1EGFR_FSFC: Course of eGFR by subgroup race 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFC: Course of eGFR by subgroup race 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFC: Course of eGFR by subgroup race 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFC: Course of eGFR by subgroup race 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1EGFR_FSFD: Course of eGFR by subgroup region 
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Figure F1EGFR_FSFD: Course of eGFR by subgroup region 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFD: Course of eGFR by subgroup region 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFD: Course of eGFR by subgroup region 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFD: Course of eGFR by subgroup region 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1EGFR_FSFE: Course of eGFR by subgroup T2DM 
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Figure F1EGFR_FSFE: Course of eGFR by T2DM 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFE: Course of eGFR by T2DM 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1EGFR_FSFF: Course of eGFR by subgroup UACR status 
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Figure F1EGFR_FSFF: Course of eGFR by subgroup UACR status 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFF: Course of eGFR by subgroup UACR status 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1EGFR_FSFG: Course of eGFR by subgroup eGFR (cutoff 1) 
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Figure F1EGFR_FSFG: Course of eGFR by subgroup eGFR (cutoff 1) 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFG: Course of eGFR by subgroup eGFR (cutoff 1) 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1EGFR_FSFH: Course of eGFR by subgroup eGFR (cutoff 2) 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1EGFR_FSF.sas 
Data Cut Date: 17JUL2020 Run Date: 06JUN2021:17:37:11 

 
Figure F1EGFR_FSFH: Course of eGFR by subgroup eGFR (cutoff 2) 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFH: Course of eGFR by subgroup eGFR (cutoff 2) 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1EGFR_FSFI: Course of eGFR by subgroup eGFR (cutoff 3) 
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Figure F1EGFR_FSFI: Course of eGFR by subgroup eGFR (cutoff 3) 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFI: Course of eGFR by subgroup eGFR (cutoff 3) 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1EGFR_FSFJ: Course of eGFR by subgroup systolic blood pressure 
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Figure F1EGFR_FSFJ: Course of eGFR by subgroup systolic blood pressure 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFJ: Course of eGFR by subgroup systolic blood pressure 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1EGFR_FSFK: Course of eGFR by subgroup treatment at randomisation 
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Figure F1EGFR_FSFK: Course of eGFR by subgroup treatment at randomisation 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1EGFR_FSFK: Course of eGFR by subgroup treatment at randomisation 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model. 
Source Table: T1EGFR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



T1F30_FSTS: Time to >= 30% eGFR decline by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1F30_FSTS: Time to >= 30% eGFR decline by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to >= 30% eGFR decline N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.028 *
<= 65 years 1247 238(19.1) 1009(80.9) 23.0 10.3 1239 331(26.7) 908(73.3) 21.9 15.1 0.681 (0.576, 0.805) <0.001
> 65 years 905 182(20.1) 723(79.9) 16.6 10.9 913 185(20.3) 728(79.7) 16.6 11.2 0.920 (0.750, 1.130) 0.428

B: Sex 0.358
Male 1443 266(18.4) 1177(81.6) 26.5 10.0 1436 340(23.7) 1096(76.3) 25.9 13.1 0.726 (0.618, 0.852) <0.001
Female 709 154(21.7) 555(78.3) 13.1 11.7 716 176(24.6) 540(75.4) 12.6 14.0 0.822 (0.662, 1.021) 0.076

C: Race 0.367
White 1124 227(20.2) 897(79.8) 22.1 10.3 1166 263(22.6) 903(77.4) 22.6 11.6 0.842 (0.704, 1.006) 0.057
Black or African American 104 21(20.2) 83(79.8) 2.0 10.3 87 22(25.3) 65(74.7) 1.6 13.8 0.638 (0.349, 1.166) 0.141
Asian 749 109(14.6) 640(85.4) 12.4 8.8 718 154(21.4) 564(78.6) 11.3 13.6 0.639 (0.500, 0.817) <0.001
Other 175 63(36.0) 112(64.0) 3.1 20.1 181 77(42.5) 104(57.5) 2.9 26.2 0.773 (0.552, 1.083) 0.133

D: Region 0.465
Asia 692 98(14.2) 594(85.8) 11.3 8.7 654 137(20.9) 517(79.1) 10.1 13.6 0.651 (0.502, 0.843) 0.001
Europe 610 127(20.8) 483(79.2) 12.2 10.4 623 140(22.5) 483(77.5) 12.4 11.3 0.851 (0.669, 1.084) 0.191
North America 401 72(18.0) 329(82.0) 7.7 9.4 412 91(22.1) 321(77.9) 7.6 11.9 0.803 (0.589, 1.094) 0.163
Latin/South America 449 123(27.4) 326(72.6) 8.5 14.4 463 148(32.0) 315(68.0) 8.4 17.7 0.762 (0.599, 0.969) 0.026

E: Type 2 diabetes at
baseline

0.630

Yes 1455 307(21.1) 1148(78.9) 27.1 11.3 1451 385(26.5) 1066(73.5) 26.0 14.8 0.749 (0.644, 0.870) <0.001
No 697 113(16.2) 584(83.8) 12.6 9.0 701 131(18.7) 570(81.3) 12.5 10.5 0.807 (0.627, 1.038) 0.094

F: Baseline UACR status 0.215
> 1000 mg/g 1048 310(29.6) 738(70.4) 18.0 17.2 1031 385(37.3) 646(62.7) 16.6 23.2 0.715 (0.616, 0.831) <0.001
<= 1000 mg/g 1104 110(10.0) 994(90.0) 21.6 5.1 1121 131(11.7) 990(88.3) 21.9 6.0 0.866 (0.672, 1.116) 0.265



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1F30_FSTS: Time to >= 30% eGFR decline by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to >= 30% eGFR decline N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.984
< 45 ml/min/1.73**2 1272 284(22.3) 988(77.7) 22.4 12.7 1250 331(26.5) 919(73.5) 21.2 15.6 0.754 (0.643, 0.884) <0.001
>= 45 ml/min/1.73**2 880 136(15.5) 744(84.5) 17.2 7.9 902 185(20.5) 717(79.5) 17.3 10.7 0.754 (0.604, 0.941) 0.012

H: Baseline eGFR (cut-off 2) 0.356
< 30 ml/min/1.73**2 293 84(28.7) 209(71.3) 4.8 17.5 331 102(30.8) 229(69.2) 5.3 19.4 0.868 (0.650, 1.160) 0.338
>= 30 ml/min/1.73**2 1859 336(18.1) 1523(81.9) 34.8 9.6 1821 414(22.7) 1407(77.3) 33.2 12.5 0.750 (0.649, 0.866) <0.001

I: Baseline eGFR (cut-off 3) 0.400
< 60 ml/min/1.73**2 1918 377(19.7) 1541(80.3) 34.5 10.9 1932 474(24.5) 1458(75.5) 33.8 14.0 0.755 (0.660, 0.865) <0.001
>= 60 ml/min/1.73**2 234 43(18.4) 191(81.6) 5.1 8.4 220 42(19.1) 178(80.9) 4.6 9.0 0.909 (0.594, 1.392) 0.662

J: Baseline systolic blood
pressure

0.114

<= 130 mmHg 793 108(13.6) 685(86.4) 15.0 7.2 749 147(19.6) 602(80.4) 13.6 10.8 0.642 (0.500, 0.824) <0.001
> 130 mmHg 1359 312(23.0) 1047(77.0) 24.6 12.7 1403 369(26.3) 1034(73.7) 24.9 14.8 0.823 (0.708, 0.957) 0.011

K: Treatment at randomisation 0.586
ACE-I only 650 126(19.4) 524(80.6) 12.4 10.2 654 146(22.3) 508(77.7) 12.1 12.1 0.818 (0.644, 1.040) 0.100
ARB only 1421 276(19.4) 1145(80.6) 25.9 10.6 1399 343(24.5) 1056(75.5) 24.8 13.8 0.746 (0.637, 0.875) <0.001



F1F30_FSKA: Kaplan-Meier plot of >= 30% eGFR decline by subgroup age 
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Figure F1F30_FSKA: Kaplan-Meier plot of >= 30% eGFR decline by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 238 events, Placebo 331 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKA: Kaplan-Meier plot of >= 30% eGFR decline by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 182 events, Placebo 185 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F30_FSKB: Kaplan-Meier plot of >= 30% eGFR decline by subgroup sex 
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Figure F1F30_FSKB: Kaplan-Meier plot of >= 30% eGFR decline by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 266 events, Placebo 340 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKB: Kaplan-Meier plot of >= 30% eGFR decline by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 154 events, Placebo 176 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F30_FSKC: Kaplan-Meier plot of >= 30% eGFR decline by subgroup race 
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Figure F1F30_FSKC: Kaplan-Meier plot of >= 30% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 227 events, Placebo 263 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKC: Kaplan-Meier plot of >= 30% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 21 events, Placebo 22 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKC: Kaplan-Meier plot of >= 30% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 109 events, Placebo 154 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKC: Kaplan-Meier plot of >= 30% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 63 events, Placebo 77 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F30_FSKD: Kaplan-Meier plot of >= 30% eGFR decline by subgroup region 
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Figure F1F30_FSKD: Kaplan-Meier plot of >= 30% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 98 events, Placebo 137 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKD: Kaplan-Meier plot of >= 30% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 127 events, Placebo 140 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKD: Kaplan-Meier plot of >= 30% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 72 events, Placebo 91 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKD: Kaplan-Meier plot of >= 30% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 123 events, Placebo 148 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F30_FSKE: Kaplan-Meier plot of >= 30% eGFR decline by subgroup T2DM 
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Figure F1F30_FSKE: Kaplan-Meier plot of >= 30% eGFR decline by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 307 events, Placebo 385 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKE: Kaplan-Meier plot of >= 30% eGFR decline by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 113 events, Placebo 131 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F30_FSKF: Kaplan-Meier plot of >= 30% eGFR decline by subgroup UACR status 
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Figure F1F30_FSKF: Kaplan-Meier plot of >= 30% eGFR decline by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 310 events, Placebo 385 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKF: Kaplan-Meier plot of >= 30% eGFR decline by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 110 events, Placebo 131 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F30_FSKG: Kaplan-Meier plot of >= 30% eGFR decline by subgroup eGFR (cutoff 1) 
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Figure F1F30_FSKG: Kaplan-Meier plot of >= 30% eGFR decline by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 284 events, Placebo 331 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKG: Kaplan-Meier plot of >= 30% eGFR decline by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 136 events, Placebo 185 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F30_FSKH: Kaplan-Meier plot of >= 30% eGFR decline by subgroup eGFR (cutoff 2) 
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Figure F1F30_FSKH: Kaplan-Meier plot of >= 30% eGFR decline by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 84 events, Placebo 102 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKH: Kaplan-Meier plot of >= 30% eGFR decline by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 336 events, Placebo 414 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F30_FSKI: Kaplan-Meier plot of >= 30% eGFR decline by subgroup eGFR (cutoff 3) 
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Figure F1F30_FSKI: Kaplan-Meier plot of >= 30% eGFR decline by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 377 events, Placebo 474 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKI: Kaplan-Meier plot of >= 30% eGFR decline by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 43 events, Placebo 42 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F30_FSKJ: Kaplan-Meier plot of >= 30% eGFR decline by subgroup systolic blood pressure 
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Figure F1F30_FSKJ: Kaplan-Meier plot of >= 30% eGFR decline by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 108 events, Placebo 147 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKJ: Kaplan-Meier plot of >= 30% eGFR decline by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 312 events, Placebo 369 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F30_FSKK: Kaplan-Meier plot of >= 30% eGFR decline by subgroup treatment at randomisation 
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Figure F1F30_FSKK: Kaplan-Meier plot of >= 30% eGFR decline by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 126 events, Placebo 146 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F30_FSKK: Kaplan-Meier plot of >= 30% eGFR decline by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 276 events, Placebo 343 events 
Source Table: T1F30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1F40_FSTS: Time to >= 40% eGFR decline by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1F40_FSTS: Time to >= 40% eGFR decline by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to >= 40% eGFR decline N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.458
<= 65 years 1247 145(11.6) 1102(88.4) 24.1 6.0 1239 215(17.4) 1024(82.6) 23.3 9.2 0.664 (0.538, 0.819) <0.001
> 65 years 905 70(7.7) 835(92.3) 17.8 3.9 913 108(11.8) 805(88.2) 17.4 6.2 0.582 (0.431, 0.787) <0.001

B: Sex 0.595
Male 1443 141(9.8) 1302(90.2) 28.0 5.0 1436 217(15.1) 1219(84.9) 27.3 7.9 0.600 (0.485, 0.742) <0.001
Female 709 74(10.4) 635(89.6) 14.0 5.3 716 106(14.8) 610(85.2) 13.4 7.9 0.660 (0.490, 0.890) 0.006

C: Race 0.725
White 1124 107(9.5) 1017(90.5) 23.4 4.6 1166 159(13.6) 1007(86.4) 23.8 6.7 0.649 (0.508, 0.829) <0.001
Black or African American 104 8(7.7) 96(92.3) 2.2 3.7 87 15(17.2) 72(82.8) 1.7 9.0 0.353 (0.149, 0.837) 0.014
Asian 749 66(8.8) 683(91.2) 12.8 5.1 718 98(13.6) 620(86.4) 11.9 8.2 0.622 (0.455, 0.851) 0.003
Other 175 34(19.4) 141(80.6) 3.5 9.7 181 51(28.2) 130(71.8) 3.3 15.4 0.617 (0.398, 0.958) 0.030

D: Region 0.959
Asia 692 62(9.0) 630(91.0) 11.7 5.3 654 88(13.5) 566(86.5) 10.6 8.3 0.654 (0.473, 0.906) 0.010
Europe 610 60(9.8) 550(90.2) 12.9 4.7 623 82(13.2) 541(86.8) 13.0 6.3 0.662 (0.473, 0.925) 0.015
North America 401 34(8.5) 367(91.5) 8.1 4.2 412 60(14.6) 352(85.4) 8.0 7.5 0.580 (0.380, 0.884) 0.010
Latin/South America 449 59(13.1) 390(86.9) 9.3 6.3 463 93(20.1) 370(79.9) 9.1 10.2 0.590 (0.425, 0.819) 0.001

E: Type 2 diabetes at
baseline

0.556

Yes 1455 157(10.8) 1298(89.2) 28.8 5.5 1451 231(15.9) 1220(84.1) 27.8 8.3 0.644 (0.526, 0.789) <0.001
No 697 58(8.3) 639(91.7) 13.2 4.4 701 92(13.1) 609(86.9) 12.9 7.1 0.574 (0.413, 0.798) <0.001

F: Baseline UACR status 0.367
> 1000 mg/g 1048 178(17.0) 870(83.0) 19.6 9.1 1031 251(24.3) 780(75.7) 18.3 13.7 0.644 (0.531, 0.780) <0.001
<= 1000 mg/g 1104 37(3.4) 1067(96.6) 22.4 1.7 1121 72(6.4) 1049(93.6) 22.4 3.2 0.530 (0.356, 0.788) 0.001



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1F40_FSTS: Time to >= 40% eGFR decline by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to >= 40% eGFR decline N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.091
< 45 ml/min/1.73**2 1272 161(12.7) 1111(87.3) 23.9 6.7 1250 210(16.8) 1040(83.2) 22.7 9.3 0.678 (0.552, 0.833) <0.001
>= 45 ml/min/1.73**2 880 54(6.1) 826(93.9) 18.1 3.0 902 113(12.5) 789(87.5) 18.1 6.3 0.491 (0.355, 0.679) <0.001

H: Baseline eGFR (cut-off 2) 0.124
< 30 ml/min/1.73**2 293 55(18.8) 238(81.2) 5.2 10.6 331 72(21.8) 259(78.2) 5.7 12.6 0.776 (0.544, 1.106) 0.160
>= 30 ml/min/1.73**2 1859 160(8.6) 1699(91.4) 36.8 4.4 1821 251(13.8) 1570(86.2) 35.0 7.2 0.590 (0.484, 0.719) <0.001

I: Baseline eGFR (cut-off 3) 0.974
< 60 ml/min/1.73**2 1918 196(10.2) 1722(89.8) 36.5 5.4 1932 297(15.4) 1635(84.6) 35.9 8.3 0.630 (0.526, 0.755) <0.001
>= 60 ml/min/1.73**2 234 19(8.1) 215(91.9) 5.4 3.5 220 26(11.8) 194(88.2) 4.8 5.4 0.632 (0.350, 1.143) 0.125

J: Baseline systolic blood
pressure

0.040 *

<= 130 mmHg 793 48(6.1) 745(93.9) 15.5 3.1 749 94(12.6) 655(87.4) 14.2 6.6 0.464 (0.327, 0.657) <0.001
> 130 mmHg 1359 167(12.3) 1192(87.7) 26.5 6.3 1403 229(16.3) 1174(83.7) 26.5 8.6 0.702 (0.575, 0.857) <0.001

K: Treatment at randomisation 0.704
ACE-I only 650 64(9.8) 586(90.2) 13.2 4.9 654 92(14.1) 562(85.9) 12.7 7.2 0.670 (0.486, 0.923) 0.014
ARB only 1421 139(9.8) 1282(90.2) 27.4 5.1 1399 213(15.2) 1186(84.8) 26.3 8.1 0.608 (0.491, 0.753) <0.001



F1F40_FSKA: Kaplan-Meier plot of >= 40% eGFR decline by subgroup age 
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Figure F1F40_FSKA: Kaplan-Meier plot of >= 40% eGFR decline by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 145 events, Placebo 215 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKA: Kaplan-Meier plot of >= 40% eGFR decline by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 70 events, Placebo 108 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F40_FSKB: Kaplan-Meier plot of >= 40% eGFR decline by subgroup sex 
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Figure F1F40_FSKB: Kaplan-Meier plot of >= 40% eGFR decline by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 141 events, Placebo 217 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKB: Kaplan-Meier plot of >= 40% eGFR decline by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 74 events, Placebo 106 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F40_FSKC: Kaplan-Meier plot of >= 40% eGFR decline by subgroup race 
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Figure F1F40_FSKC: Kaplan-Meier plot of >= 40% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 107 events, Placebo 159 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKC: Kaplan-Meier plot of >= 40% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 8 events, Placebo 15 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKC: Kaplan-Meier plot of >= 40% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 66 events, Placebo 98 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKC: Kaplan-Meier plot of >= 40% eGFR decline by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 34 events, Placebo 51 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F40_FSKD: Kaplan-Meier plot of >= 40% eGFR decline by subgroup region 
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Figure F1F40_FSKD: Kaplan-Meier plot of >= 40% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 62 events, Placebo 88 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKD: Kaplan-Meier plot of >= 40% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 60 events, Placebo 82 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKD: Kaplan-Meier plot of >= 40% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 34 events, Placebo 60 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKD: Kaplan-Meier plot of >= 40% eGFR decline by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 59 events, Placebo 93 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F40_FSKE: Kaplan-Meier plot of >= 40% eGFR decline by subgroup T2DM 
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Figure F1F40_FSKE: Kaplan-Meier plot of >= 40% eGFR decline by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 157 events, Placebo 231 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKE: Kaplan-Meier plot of >= 40% eGFR decline by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 58 events, Placebo 92 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F40_FSKF: Kaplan-Meier plot of >= 40% eGFR decline by subgroup UACR status 
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Figure F1F40_FSKF: Kaplan-Meier plot of >= 40% eGFR decline by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 178 events, Placebo 251 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKF: Kaplan-Meier plot of >= 40% eGFR decline by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 37 events, Placebo 72 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F40_FSKG: Kaplan-Meier plot of >= 40% eGFR decline by subgroup eGFR (cutoff 1) 
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Figure F1F40_FSKG: Kaplan-Meier plot of >= 40% eGFR decline by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 161 events, Placebo 210 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKG: Kaplan-Meier plot of >= 40% eGFR decline by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 54 events, Placebo 113 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F40_FSKH: Kaplan-Meier plot of >= 40% eGFR decline by subgroup eGFR (cutoff 2) 
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Figure F1F40_FSKH: Kaplan-Meier plot of >= 40% eGFR decline by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 55 events, Placebo 72 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKH: Kaplan-Meier plot of >= 40% eGFR decline by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 160 events, Placebo 251 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F40_FSKI: Kaplan-Meier plot of >= 40% eGFR decline by subgroup eGFR (cutoff 3) 
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Figure F1F40_FSKI: Kaplan-Meier plot of >= 40% eGFR decline by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 196 events, Placebo 297 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKI: Kaplan-Meier plot of >= 40% eGFR decline by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 19 events, Placebo 26 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F40_FSKJ: Kaplan-Meier plot of >= 40% eGFR decline by subgroup systolic blood pressure 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1F40_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:19:34:48 

 
Figure F1F40_FSKJ: Kaplan-Meier plot of >= 40% eGFR decline by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 48 events, Placebo 94 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1F40_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:19:34:48 

 
Figure F1F40_FSKJ: Kaplan-Meier plot of >= 40% eGFR decline by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 167 events, Placebo 229 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1F40_FSKK: Kaplan-Meier plot of >= 40% eGFR decline by subgroup treatment at randomisation 
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Figure F1F40_FSKK: Kaplan-Meier plot of >= 40% eGFR decline by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 64 events, Placebo 92 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1F40_FSKK: Kaplan-Meier plot of >= 40% eGFR decline by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 139 events, Placebo 213 events 
Source Table: T1F40_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1KG45_FSTS: Time to doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup 



Source Data: atte, created on: 28APR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1KG45_FSTS: Time to doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to doubling of serum
creatinine accompanied by
eGFR <=45 ml/min/1.73m² N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.962
<= 65 years 1247 24(1.9) 1223(98.1) 26.5 0.9 1239 34(2.7) 1205(97.3) 26.2 1.3 0.708 (0.420, 1.195) 0.194
> 65 years 905 25(2.8) 880(97.2) 19.9 1.3 913 35(3.8) 878(96.2) 19.5 1.8 0.710 (0.424, 1.187) 0.189

B: Sex 0.281
Male 1443 32(2.2) 1411(97.8) 30.7 1.0 1436 39(2.7) 1397(97.3) 30.5 1.3 0.833 (0.522, 1.330) 0.444
Female 709 17(2.4) 692(97.6) 15.7 1.1 716 30(4.2) 686(95.8) 15.2 2.0 0.548 (0.302, 0.995) 0.045

C: Race 0.400
White 1124 33(2.9) 1091(97.1) 25.7 1.3 1166 45(3.9) 1121(96.1) 26.3 1.7 0.751 (0.479, 1.178) 0.211
Black or African American 104 3(2.9) 101(97.1) 2.4 1.2 87 5(5.7) 82(94.3) 1.9 2.6 0.469 (0.111, 1.987) 0.293
Asian 749 10(1.3) 739(98.7) 14.2 0.7 718 9(1.3) 709(98.7) 13.5 0.7 1.029 (0.417, 2.537) 0.951
Other 175 3(1.7) 172(98.3) 4.0 0.7 181 10(5.5) 171(94.5) 4.1 2.5 0.305 (0.084, 1.110) 0.056

D: Region 0.486
Asia 692 8(1.2) 684(98.8) 12.9 0.6 654 7(1.1) 647(98.9) 12.0 0.6 1.079 (0.390, 2.981) 0.884
Europe 610 23(3.8) 587(96.2) 13.9 1.7 623 27(4.3) 596(95.7) 14.0 1.9 0.853 (0.488, 1.489) 0.575
North America 401 8(2.0) 393(98.0) 9.3 0.9 412 18(4.4) 394(95.6) 9.2 2.0 0.474 (0.205, 1.092) 0.073
Latin/South America 449 10(2.2) 439(97.8) 10.3 1.0 463 17(3.7) 446(96.3) 10.5 1.6 0.588 (0.269, 1.285) 0.178

E: Type 2 diabetes at
baseline

0.697

Yes 1455 36(2.5) 1419(97.5) 32.1 1.1 1451 53(3.7) 1398(96.3) 31.5 1.7 0.672 (0.440, 1.026) 0.064
No 697 13(1.9) 684(98.1) 14.3 0.9 701 16(2.3) 685(97.7) 14.2 1.1 0.805 (0.387, 1.673) 0.560

F: Baseline UACR status 0.774
> 1000 mg/g 1048 25(2.4) 1023(97.6) 22.4 1.1 1031 36(3.5) 995(96.5) 21.6 1.7 0.666 (0.400, 1.109) 0.116
<= 1000 mg/g 1104 24(2.2) 1080(97.8) 24.0 1.0 1121 33(2.9) 1088(97.1) 24.1 1.4 0.742 (0.439, 1.256) 0.265



Source Data: atte, created on: 28APR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1KG45_FSTS: Time to doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to doubling of serum
creatinine accompanied by
eGFR <=45 ml/min/1.73m² N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.329
< 45 ml/min/1.73**2 1272 30(2.4) 1242(97.6) 26.8 1.1 1250 47(3.8) 1203(96.2) 25.6 1.8 0.609 (0.385, 0.963) 0.032
>= 45 ml/min/1.73**2 880 19(2.2) 861(97.8) 19.6 1.0 902 22(2.4) 880(97.6) 20.1 1.1 0.899 (0.486, 1.663) 0.735

H: Baseline eGFR (cut-off 2) 0.616
< 30 ml/min/1.73**2 293 8(2.7) 285(97.3) 6.2 1.3 331 15(4.5) 316(95.5) 6.7 2.2 0.590 (0.249, 1.397) 0.225
>= 30 ml/min/1.73**2 1859 41(2.2) 1818(97.8) 40.2 1.0 1821 54(3.0) 1767(97.0) 39.0 1.4 0.737 (0.491, 1.106) 0.138

I: Baseline eGFR (cut-off 3) 0.066
< 60 ml/min/1.73**2 1918 45(2.3) 1873(97.7) 40.6 1.1 1932 56(2.9) 1876(97.1) 40.5 1.4 0.803 (0.543, 1.189) 0.273
>= 60 ml/min/1.73**2 234 4(1.7) 230(98.3) 5.8 0.7 220 13(5.9) 207(94.1) 5.2 2.5 0.286 (0.093, 0.878) 0.020

J: Baseline systolic blood
pressure

0.883

<= 130 mmHg 793 12(1.5) 781(98.5) 16.8 0.7 749 17(2.3) 732(97.7) 15.6 1.1 0.656 (0.313, 1.374) 0.260
> 130 mmHg 1359 37(2.7) 1322(97.3) 29.6 1.2 1403 52(3.7) 1351(96.3) 30.1 1.7 0.717 (0.470, 1.093) 0.120

K: Treatment at randomisation 0.206
ACE-I only 650 20(3.1) 630(96.9) 14.5 1.4 654 19(2.9) 635(97.1) 14.2 1.3 1.043 (0.556, 1.957) 0.895
ARB only 1421 28(2.0) 1393(98.0) 30.3 0.9 1399 44(3.1) 1355(96.9) 29.5 1.5 0.621 (0.387, 0.997) 0.047



F1KG45_FSKA: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup age 
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Figure F1KG45_FSKA: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 24 events, Placebo 34 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKA: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 25 events, Placebo 35 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG45_FSKB: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup sex 
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Figure F1KG45_FSKB: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 32 events, Placebo 39 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1KG45_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 17MAY2021:09:33:48 

 
Figure F1KG45_FSKB: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 17 events, Placebo 30 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG45_FSKC: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup race 
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Figure F1KG45_FSKC: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 33 events, Placebo 45 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 4 
Value Dossier Analysis: D169AC0001 Program Name: F1KG45_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 17MAY2021:09:33:48 

 
Figure F1KG45_FSKC: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 3 events, Placebo 5 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 3 of 4 
Value Dossier Analysis: D169AC0001 Program Name: F1KG45_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 17MAY2021:09:33:48 

 
Figure F1KG45_FSKC: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 10 events, Placebo 9 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKC: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 3 events, Placebo 10 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG45_FSKD: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup region 
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Figure F1KG45_FSKD: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 8 events, Placebo 7 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKD: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 23 events, Placebo 27 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKD: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 8 events, Placebo 18 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKD: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 10 events, Placebo 17 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG45_FSKE: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup T2DM 
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Figure F1KG45_FSKE: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 36 events, Placebo 53 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKE: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 13 events, Placebo 16 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG45_FSKF: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup UACR 
status 
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Figure F1KG45_FSKF: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 25 events, Placebo 36 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKF: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 24 events, Placebo 33 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG45_FSKG: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup eGFR 
(cutoff 1) 
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Figure F1KG45_FSKG: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup eGFR (cutoff 

1) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 30 events, Placebo 47 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKG: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup eGFR (cutoff 

1) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 19 events, Placebo 22 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG45_FSKH: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup eGFR 
(cutoff 2) 
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Figure F1KG45_FSKH: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup eGFR (cutoff 

2) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 8 events, Placebo 15 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKH: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup eGFR (cutoff 

2) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 41 events, Placebo 54 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG45_FSKI: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup eGFR 
(cutoff 3) 
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Figure F1KG45_FSKI: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup eGFR (cutoff 

3) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 45 events, Placebo 56 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKI: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup eGFR (cutoff 

3) 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 4 events, Placebo 13 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG45_FSKJ: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup systolic 
blood pressure 
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Figure F1KG45_FSKJ: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup systolic blood 

pressure 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 12 events, Placebo 17 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKJ: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup systolic blood 

pressure 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 37 events, Placebo 52 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG45_FSKK: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup treatment 
at randomisation 
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Figure F1KG45_FSKK: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup treatment at 

randomisation 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 20 events, Placebo 19 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG45_FSKK: Kaplan-Meier plot of of doubling of serum creatinine accompanied by eGFR <=45 ml/min/1.73m² by subgroup treatment at 

randomisation 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 28 events, Placebo 44 events 
Source Table: T1KG45_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1KG30_FSTS: Time to doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup 



Source Data: atte, created on: 28APR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1KG30_FSTS: Time to doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to doubling of serum
creatinine accompanied by
eGFR < 30 ml/min/1.73m² N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.994
<= 65 years 1247 18(1.4) 1229(98.6) 26.6 0.7 1239 27(2.2) 1212(97.8) 26.3 1.0 0.680 (0.374, 1.235) 0.202
> 65 years 905 19(2.1) 886(97.9) 19.9 1.0 913 27(3.0) 886(97.0) 19.5 1.4 0.695 (0.386, 1.251) 0.222

B: Sex 0.280
Male 1443 23(1.6) 1420(98.4) 30.8 0.7 1436 28(1.9) 1408(98.1) 30.6 0.9 0.839 (0.483, 1.458) 0.532
Female 709 14(2.0) 695(98.0) 15.8 0.9 716 26(3.6) 690(96.4) 15.3 1.7 0.514 (0.268, 0.986) 0.041

C: Race 0.090
White 1124 25(2.2) 1099(97.8) 25.8 1.0 1166 32(2.7) 1134(97.3) 26.4 1.2 0.798 (0.473, 1.348) 0.398
Black or African American 104 1(1.0) 103(99.0) 2.4 0.4 87 4(4.6) 83(95.4) 1.9 2.1 0.215 (0.024, 1.948) 0.134
Asian 749 10(1.3) 739(98.7) 14.2 0.7 718 9(1.3) 709(98.7) 13.5 0.7 1.029 (0.417, 2.537) 0.951
Other 175 1(0.6) 174(99.4) 4.0 0.2 181 9(5.0) 172(95.0) 4.1 2.2 0.111 (0.014, 0.879) 0.012

D: Region 0.059
Asia 692 8(1.2) 684(98.8) 12.9 0.6 654 7(1.1) 647(98.9) 12.0 0.6 1.079 (0.390, 2.981) 0.884
Europe 610 18(3.0) 592(97.0) 14.0 1.3 623 15(2.4) 608(97.6) 14.2 1.1 1.202 (0.604, 2.391) 0.600
North America 401 5(1.2) 396(98.8) 9.3 0.5 412 18(4.4) 394(95.6) 9.2 2.0 0.305 (0.113, 0.824) 0.013
Latin/South America 449 6(1.3) 443(98.7) 10.3 0.6 463 14(3.0) 449(97.0) 10.5 1.3 0.434 (0.167, 1.130) 0.078

E: Type 2 diabetes at
baseline

0.441

Yes 1455 26(1.8) 1429(98.2) 32.2 0.8 1451 42(2.9) 1409(97.1) 31.6 1.3 0.615 (0.377, 1.002) 0.049
No 697 11(1.6) 686(98.4) 14.4 0.8 701 12(1.7) 689(98.3) 14.3 0.8 0.907 (0.400, 2.057) 0.816

F: Baseline UACR status 0.621
> 1000 mg/g 1048 20(1.9) 1028(98.1) 22.5 0.9 1031 31(3.0) 1000(97.0) 21.7 1.4 0.618 (0.352, 1.083) 0.090
<= 1000 mg/g 1104 17(1.5) 1087(98.5) 24.1 0.7 1121 23(2.1) 1098(97.9) 24.1 1.0 0.770 (0.411, 1.443) 0.413



Source Data: atte, created on: 28APR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Data Cut Date: 17JUL2020 Run Date: 29APR2021:11:33:54

Table T1KG30_FSTS: Time to doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to doubling of serum
creatinine accompanied by
eGFR < 30 ml/min/1.73m² N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.389
< 45 ml/min/1.73**2 1272 25(2.0) 1247(98.0) 26.9 0.9 1250 40(3.2) 1210(96.8) 25.7 1.6 0.594 (0.360, 0.980) 0.039
>= 45 ml/min/1.73**2 880 12(1.4) 868(98.6) 19.6 0.6 902 14(1.6) 888(98.4) 20.2 0.7 0.900 (0.416, 1.948) 0.788

H: Baseline eGFR (cut-off 2) 0.807
< 30 ml/min/1.73**2 293 8(2.7) 285(97.3) 6.2 1.3 331 14(4.2) 317(95.8) 6.7 2.1 0.635 (0.265, 1.519) 0.303
>= 30 ml/min/1.73**2 1859 29(1.6) 1830(98.4) 40.3 0.7 1821 40(2.2) 1781(97.8) 39.2 1.0 0.704 (0.436, 1.135) 0.147

I: Baseline eGFR (cut-off 3) 0.392
< 60 ml/min/1.73**2 1918 34(1.8) 1884(98.2) 40.7 0.8 1932 47(2.4) 1885(97.6) 40.5 1.2 0.721 (0.464, 1.121) 0.144
>= 60 ml/min/1.73**2 234 3(1.3) 231(98.7) 5.8 0.5 220 7(3.2) 213(96.8) 5.3 1.3 0.390 (0.101, 1.509) 0.157

J: Baseline systolic blood
pressure

0.536

<= 130 mmHg 793 9(1.1) 784(98.9) 16.8 0.5 749 10(1.3) 739(98.7) 15.7 0.6 0.872 (0.354, 2.149) 0.766
> 130 mmHg 1359 28(2.1) 1331(97.9) 29.7 0.9 1403 44(3.1) 1359(96.9) 30.1 1.5 0.640 (0.399, 1.029) 0.063

K: Treatment at randomisation 0.213
ACE-I only 650 14(2.2) 636(97.8) 14.6 1.0 654 13(2.0) 641(98.0) 14.3 0.9 1.086 (0.510, 2.314) 0.831
ARB only 1421 22(1.5) 1399(98.5) 30.3 0.7 1399 36(2.6) 1363(97.4) 29.6 1.2 0.593 (0.349, 1.008) 0.051



F1KG30_FSKA: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup age 
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Figure F1KG30_FSKA: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 18 events, Placebo 27 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKA: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 19 events, Placebo 27 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG30_FSKB: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup sex 
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Figure F1KG30_FSKB: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 23 events, Placebo 28 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKB: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 14 events, Placebo 26 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG30_FSKC: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup race 
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Figure F1KG30_FSKC: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 25 events, Placebo 32 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKC: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 1 events, Placebo 4 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKC: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 10 events, Placebo 9 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKC: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 1 events, Placebo 9 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG30_FSKD: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup region 
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Figure F1KG30_FSKD: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 8 events, Placebo 7 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKD: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 18 events, Placebo 15 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 3 of 4 
Value Dossier Analysis: D169AC0001 Program Name: F1KG30_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:14:52:32 

 
Figure F1KG30_FSKD: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 5 events, Placebo 18 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKD: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 6 events, Placebo 14 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG30_FSKE: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup T2DM 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1KG30_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:14:52:32 

 
Figure F1KG30_FSKE: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 26 events, Placebo 42 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKE: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 11 events, Placebo 12 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG30_FSKF: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup UACR status 
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Figure F1KG30_FSKF: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 20 events, Placebo 31 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKF: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 17 events, Placebo 23 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG30_FSKG: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup eGFR (cutoff 
1) 
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Figure F1KG30_FSKG: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 25 events, Placebo 40 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKG: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 12 events, Placebo 14 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG30_FSKH: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup eGFR (cutoff 
2) 
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Figure F1KG30_FSKH: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 8 events, Placebo 14 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKH: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 29 events, Placebo 40 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG30_FSKI: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup eGFR (cutoff 
3) 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1KG30_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:14:52:32 

 
Figure F1KG30_FSKI: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 34 events, Placebo 47 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKI: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 3 events, Placebo 7 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG30_FSKJ: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup systolic blood 
pressure 
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Figure F1KG30_FSKJ: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup systolic blood 

pressure 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 9 events, Placebo 10 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1KG30_FSKJ: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup systolic blood 

pressure 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 28 events, Placebo 44 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1KG30_FSKK: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup treatment at 
randomisation 
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Figure F1KG30_FSKK: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup treatment at 

randomisation 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 14 events, Placebo 13 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1KG30_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:14:52:32 

 
Figure F1KG30_FSKK: Kaplan-Meier plot of doubling of serum creatinine accompanied by eGFR < 30 ml/min/1.73m² by subgroup treatment at 

randomisation 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 22 events, Placebo 36 events 
Source Table: T1KG30_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1K_FSTS: Time to doubling of serum creatinine by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1K_FSTS: Time to doubling of serum creatinine by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to doubling of serum
creatinine N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.453
<= 65 years 1247 34(2.7) 1213(97.3) 26.4 1.3 1239 44(3.6) 1195(96.4) 26.0 1.7 0.771 (0.492, 1.206) 0.253
> 65 years 905 29(3.2) 876(96.8) 19.7 1.5 913 47(5.1) 866(94.9) 19.3 2.4 0.615 (0.387, 0.977) 0.038

B: Sex 0.055
Male 1443 43(3.0) 1400(97.0) 30.5 1.4 1436 49(3.4) 1387(96.6) 30.2 1.6 0.885 (0.588, 1.334) 0.561
Female 709 20(2.8) 689(97.2) 15.6 1.3 716 42(5.9) 674(94.1) 15.1 2.8 0.462 (0.271, 0.787) 0.004

C: Race 0.512
White 1124 39(3.5) 1085(96.5) 25.6 1.5 1166 62(5.3) 1104(94.7) 26.0 2.4 0.643 (0.431, 0.960) 0.030
Black or African American 104 4(3.8) 100(96.2) 2.4 1.7 87 5(5.7) 82(94.3) 1.9 2.7 0.613 (0.163, 2.310) 0.465
Asian 749 15(2.0) 734(98.0) 14.1 1.1 718 13(1.8) 705(98.2) 13.4 1.0 1.069 (0.508, 2.250) 0.860
Other 175 5(2.9) 170(97.1) 4.0 1.3 181 11(6.1) 170(93.9) 4.0 2.8 0.460 (0.160, 1.326) 0.141

D: Region 0.199
Asia 692 12(1.7) 680(98.3) 12.9 0.9 654 10(1.5) 644(98.5) 11.9 0.8 1.108 (0.478, 2.569) 0.811
Europe 610 28(4.6) 582(95.4) 13.9 2.0 623 32(5.1) 591(94.9) 14.0 2.3 0.883 (0.531, 1.469) 0.632
North America 401 10(2.5) 391(97.5) 9.1 1.1 412 24(5.8) 388(94.2) 9.0 2.7 0.432 (0.206, 0.905) 0.022
Latin/South America 449 13(2.9) 436(97.1) 10.2 1.3 463 25(5.4) 438(94.6) 10.4 2.4 0.514 (0.263, 1.006) 0.048

E: Type 2 diabetes at
baseline

0.774

Yes 1455 47(3.2) 1408(96.8) 31.8 1.5 1451 70(4.8) 1381(95.2) 31.2 2.2 0.664 (0.459, 0.961) 0.029
No 697 16(2.3) 681(97.7) 14.3 1.1 701 21(3.0) 680(97.0) 14.1 1.5 0.747 (0.390, 1.433) 0.379

F: Baseline UACR status 0.860
> 1000 mg/g 1048 35(3.3) 1013(96.7) 22.2 1.6 1031 48(4.7) 983(95.3) 21.5 2.2 0.700 (0.453, 1.082) 0.107
<= 1000 mg/g 1104 28(2.5) 1076(97.5) 23.9 1.2 1121 43(3.8) 1078(96.2) 23.9 1.8 0.666 (0.414, 1.073) 0.093



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1K_FSTS: Time to doubling of serum creatinine by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to doubling of serum
creatinine N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.491
< 45 ml/min/1.73**2 1272 38(3.0) 1234(97.0) 26.7 1.4 1250 58(4.6) 1192(95.4) 25.5 2.3 0.625 (0.415, 0.941) 0.023
>= 45 ml/min/1.73**2 880 25(2.8) 855(97.2) 19.4 1.3 902 33(3.7) 869(96.3) 19.9 1.7 0.795 (0.473, 1.339) 0.388

H: Baseline eGFR (cut-off 2) 0.778
< 30 ml/min/1.73**2 293 11(3.8) 282(96.2) 6.1 1.8 331 19(5.7) 312(94.3) 6.6 2.9 0.632 (0.300, 1.332) 0.224
>= 30 ml/min/1.73**2 1859 52(2.8) 1807(97.2) 39.9 1.3 1821 72(4.0) 1749(96.0) 38.7 1.9 0.700 (0.490, 1.000) 0.049

I: Baseline eGFR (cut-off 3) 0.100
< 60 ml/min/1.73**2 1918 57(3.0) 1861(97.0) 40.3 1.4 1932 75(3.9) 1857(96.1) 40.2 1.9 0.759 (0.538, 1.071) 0.115
>= 60 ml/min/1.73**2 234 6(2.6) 228(97.4) 5.8 1.0 220 16(7.3) 204(92.7) 5.2 3.1 0.348 (0.136, 0.889) 0.021

J: Baseline systolic blood
pressure

0.277

<= 130 mmHg 793 21(2.6) 772(97.4) 16.6 1.3 749 22(2.9) 727(97.1) 15.6 1.4 0.894 (0.491, 1.626) 0.712
> 130 mmHg 1359 42(3.1) 1317(96.9) 29.4 1.4 1403 69(4.9) 1334(95.1) 29.8 2.3 0.614 (0.419, 0.902) 0.012

K: Treatment at randomisation 0.073
ACE-I only 650 27(4.2) 623(95.8) 14.4 1.9 654 25(3.8) 629(96.2) 14.1 1.8 1.058 (0.613, 1.824) 0.840
ARB only 1421 34(2.4) 1387(97.6) 30.1 1.1 1399 59(4.2) 1340(95.8) 29.3 2.0 0.560 (0.367, 0.854) 0.006



F1K_FSKA: Kaplan-Meier plot of doubling of serum creatinine by subgroup age 
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Figure F1K_FSKA: Kaplan-Meier plot of doubling of serum creatinine by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 34 events, Placebo 44 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKA: Kaplan-Meier plot of doubling of serum creatinine by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 29 events, Placebo 47 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1K_FSKB: Kaplan-Meier plot of doubling of serum creatinine by subgroup sex 
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Figure F1K_FSKB: Kaplan-Meier plot of doubling of serum creatinine by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 43 events, Placebo 49 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKB: Kaplan-Meier plot of doubling of serum creatinine by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 20 events, Placebo 42 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1K_FSKC: Kaplan-Meier plot of doubling of serum creatinine by subgroup race 
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Figure F1K_FSKC: Kaplan-Meier plot of doubling of serum creatinine by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 39 events, Placebo 62 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKC: Kaplan-Meier plot of doubling of serum creatinine by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 4 events, Placebo 5 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKC: Kaplan-Meier plot of doubling of serum creatinine by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 15 events, Placebo 13 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKC: Kaplan-Meier plot of doubling of serum creatinine by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 5 events, Placebo 11 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1K_FSKD: Kaplan-Meier plot of doubling of serum creatinine by subgroup region 
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Figure F1K_FSKD: Kaplan-Meier plot of doubling of serum creatinine by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 12 events, Placebo 10 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKD: Kaplan-Meier plot of doubling of serum creatinine by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 28 events, Placebo 32 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKD: Kaplan-Meier plot of doubling of serum creatinine by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 10 events, Placebo 24 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKD: Kaplan-Meier plot of doubling of serum creatinine by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 13 events, Placebo 25 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1K_FSKE: Kaplan-Meier plot of doubling of serum creatinine by subgroup T2DM 
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Figure F1K_FSKE: Kaplan-Meier plot of doubling of serum creatinine by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 47 events, Placebo 70 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKE: Kaplan-Meier plot of doubling of serum creatinine by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 16 events, Placebo 21 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1K_FSKF: Kaplan-Meier plot of doubling of serum creatinine by subgroup UACR status 
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Figure F1K_FSKF: Kaplan-Meier plot of doubling of serum creatinine by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 35 events, Placebo 48 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKF: Kaplan-Meier plot of doubling of serum creatinine by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 28 events, Placebo 43 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1K_FSKG: Kaplan-Meier plot of doubling of serum creatinine by subgroup eGFR (cutoff 1) 
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Figure F1K_FSKG: Kaplan-Meier plot of doubling of serum creatinine by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 38 events, Placebo 58 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKG: Kaplan-Meier plot of doubling of serum creatinine by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 25 events, Placebo 33 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1K_FSKH: Kaplan-Meier plot of doubling of serum creatinine by subgroup eGFR (cutoff 2) 
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Figure F1K_FSKH: Kaplan-Meier plot of doubling of serum creatinine by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 11 events, Placebo 19 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKH: Kaplan-Meier plot of doubling of serum creatinine by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 52 events, Placebo 72 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1K_FSKI: Kaplan-Meier plot of doubling of serum creatinine by subgroup eGFR (cutoff 3) 
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Figure F1K_FSKI: Kaplan-Meier plot of doubling of serum creatinine by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 57 events, Placebo 75 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKI: Kaplan-Meier plot of doubling of serum creatinine by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 6 events, Placebo 16 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1K_FSKJ: Kaplan-Meier plot of doubling of serum creatinine by subgroup systolic blood pressure 
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Figure F1K_FSKJ: Kaplan-Meier plot of doubling of serum creatinine by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 21 events, Placebo 22 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1K_FSKJ: Kaplan-Meier plot of doubling of serum creatinine by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 42 events, Placebo 69 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1K_FSKK: Kaplan-Meier plot of doubling of serum creatinine by subgroup treatment at randomisation 
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Figure F1K_FSKK: Kaplan-Meier plot of doubling of serum creatinine by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 27 events, Placebo 25 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1K_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:10:06:04 

 
Figure F1K_FSKK: Kaplan-Meier plot of doubling of serum creatinine by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 34 events, Placebo 59 events 
Source Table: T1K_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1UACR_FSCS: Percent changes from baseline in UACR by subgroup 



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

A: Age
<= 65 years

Dapa 10 mg Interaction 0.254
Baseline * 1247 1247 (100.0) 1430.1 (1218.0) 134 501.5 1032.0 1956.5 6202
14 days 1247 1198 (96.1) -30.4 (41.5) -100 -44.5 -25.9 -4.0 542 -30.4 (2.0) (-34.2, -26.3) -19.7 (3.3) (-25.8, -13.0) <0.001
2 Months 1247 1185 (95.0) -36.9 (46.8) -100 -53.3 -33.1 -6.8 564 -36.7 (1.8) (-40.2, -33.0) -26.4 (3.0) (-32.0, -20.3) <0.001
4 Months 1247 1182 (94.8) -38.2 (54.0) -100 -57.0 -32.7 1.3 566 -38.3 (1.8) (-41.7, -34.7) -27.4 (3.0) (-33.0, -21.3) <0.001
8 Months 1247 1113 (89.3) -40.0 (61.2) -100 -62.1 -33.5 10.7 1174 -39.2 (1.8) (-42.6, -35.6) -30.6 (2.9) (-36.0, -24.7) <0.001
12 Months 1247 1084 (86.9) -41.7 (61.1) -100 -66.9 -36.4 10.6 1811 -41.7 (1.7) (-45.0, -38.2) -31.2 (2.9) (-36.6, -25.3) <0.001
16 Months 1247 1068 (85.6) -41.7 (65.3) -100 -67.0 -33.4 16.0 1099 -41.3 (1.8) (-44.6, -37.7) -28.2 (3.0) (-33.9, -22.0) <0.001
20 Months 1247 1025 (82.2) -40.4 (74.2) -100 -65.9 -27.2 22.5 1717 -39.7 (1.8) (-43.2, -36.0) -29.1 (3.0) (-34.9, -22.9) <0.001
24 Months 1247 934 (74.9) -42.2 (72.2) -100 -67.7 -30.9 25.2 1140 -40.3 (1.9) (-43.9, -36.6) -28.7 (3.2) (-34.6, -22.2) <0.001
28 Months 1247 687 (55.1) -43.6 (75.5) -100 -71.7 -31.9 27.2 877 -40.5 (2.0) (-44.4, -36.4) -29.4 (3.4) (-35.8, -22.3) <0.001
32 Months 1247 433 (34.7) -36.5 (85.1) -100 -70.1 -15.4 45.6 1208 -37.2 (2.6) (-42.0, -32.0) -29.2 (4.1) (-36.9, -20.6) <0.001
36 Months 1247 135 (10.8) -33.4 (89.9) -100 -58.4 -24.6 28.0 1863 -36.8 (4.1) (-44.4, -28.2) -22.5 (7.1) (-35.2, -7.4) 0.005

Placebo Baseline * 1239 1239 (100.0) 1441.9 (1200.8) 126 523.5 1017.0 2007.0 8963
14 days 1239 1205 (97.3) -13.6 (43.5) -96 -32.6 -10.9 15.0 530 -13.3 (2.5) (-18.0, -8.3)
2 Months 1239 1183 (95.5) -14.2 (55.8) -99 -35.8 -10.2 24.2 1012 -14.0 (2.5) (-18.7, -9.0)
4 Months 1239 1171 (94.5) -15.5 (65.1) -100 -38.9 -9.0 29.4 914 -15.0 (2.5) (-19.7, -10.1)
8 Months 1239 1095 (88.4) -13.5 (81.9) -100 -40.9 -3.4 47.3 1399 -12.4 (2.6) (-17.3, -7.2)
12 Months 1239 1067 (86.1) -16.1 (81.2) -100 -46.1 -4.6 43.9 2469 -15.3 (2.5) (-20.1, -10.2)
16 Months 1239 1052 (84.9) -19.3 (87.8) -100 -49.2 -6.6 53.1 3031 -18.2 (2.5) (-22.9, -13.3)
20 Months 1239 1013 (81.8) -15.8 (100.1) -100 -49.8 -6.5 60.9 7281 -14.9 (2.6) (-19.8, -9.7)
24 Months 1239 917 (74.0) -18.1 (99.7) -100 -50.8 -8.8 68.7 8761 -16.3 (2.6) (-21.3, -11.0)
28 Months 1239 674 (54.4) -19.7 (102.4) -100 -55.4 -2.9 78.0 2166 -15.7 (2.9) (-21.3, -9.8)
32 Months 1239 388 (31.3) -12.4 (112.2) -100 -47.9 5.3 97.6 1788 -11.3 (3.7) (-18.3, -3.6)
36 Months 1239 144 (11.6) -17.8 (113.5) -99 -54.8 7.3 113.3 1084 -18.4 (5.2) (-28.0, -7.6)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

A: Age
> 65 years

Dapa 10 mg Interaction 0.254
Baseline * 905 905 (100.0) 1288.7 (1165.5) 23 431.5 891.0 1836.0 11905
14 days 905 887 (98.0) -36.7 (39.1) -100 -49.9 -31.8 -11.9 297 -36.5 (2.3) (-40.9, -31.8) -22.6 (4.0) (-30.1, -14.4) <0.001
2 Months 905 862 (95.2) -43.9 (45.3) -100 -59.6 -38.4 -12.8 1293 -43.5 (2.1) (-47.4, -39.3) -25.1 (3.9) (-32.3, -17.1) <0.001
4 Months 905 866 (95.7) -44.3 (47.0) -100 -61.4 -39.9 -9.1 1077 -44.1 (2.0) (-48.0, -40.0) -26.5 (3.8) (-33.6, -18.6) <0.001
8 Months 905 830 (91.7) -49.0 (54.4) -100 -68.8 -42.0 -5.4 664 -48.3 (1.9) (-51.9, -44.4) -35.4 (3.4) (-41.7, -28.4) <0.001
12 Months 905 800 (88.4) -53.1 (53.5) -100 -71.0 -47.7 -8.2 731 -52.3 (1.8) (-55.7, -48.6) -36.6 (3.4) (-42.9, -29.7) <0.001
16 Months 905 775 (85.6) -54.4 (53.7) -100 -75.6 -49.0 -3.4 847 -53.4 (1.8) (-56.8, -49.8) -34.5 (3.5) (-41.1, -27.2) <0.001
20 Months 905 753 (83.2) -52.0 (62.6) -100 -74.3 -40.8 14.1 933 -50.4 (1.9) (-54.0, -46.5) -29.8 (3.8) (-37.0, -21.9) <0.001
24 Months 905 697 (77.0) -53.9 (63.7) -100 -76.1 -45.1 11.9 2583 -52.2 (1.9) (-55.7, -48.3) -33.8 (3.7) (-40.7, -26.1) <0.001
28 Months 905 485 (53.6) -58.5 (59.7) -100 -78.3 -50.6 4.9 1474 -54.1 (2.0) (-57.9, -50.0) -37.2 (4.0) (-44.4, -28.9) <0.001
32 Months 905 259 (28.6) -52.0 (66.2) -100 -76.8 -43.3 13.6 1551 -53.0 (2.6) (-57.8, -47.6) -38.2 (4.8) (-47.0, -27.9) <0.001
36 Months 905 98 (10.8) -53.2 (68.9) -100 -70.2 -32.7 4.0 667 -47.5 (4.4) (-55.4, -38.2) -32.1 (8.3) (-46.5, -13.8) 0.001

Placebo Baseline * 913 913 (100.0) 1240.3 (1120.6) 124 437.0 834.0 1677.5 7464
14 days 913 885 (96.9) -18.1 (49.3) -99 -33.7 -12.9 11.8 1019 -18.0 (3.0) (-23.6, -11.9)
2 Months 913 871 (95.4) -24.5 (62.1) -100 -43.6 -15.5 16.6 619 -24.6 (2.8) (-29.8, -19.0)
4 Months 913 862 (94.4) -24.1 (72.4) -100 -43.5 -13.2 25.4 853 -24.0 (2.8) (-29.3, -18.4)
8 Months 913 814 (89.2) -20.9 (83.1) -100 -48.2 -10.6 43.0 31863 -19.9 (3.0) (-25.6, -13.9)
12 Months 913 787 (86.2) -25.3 (81.1) -100 -52.4 -12.1 47.6 1294 -24.7 (2.8) (-30.1, -18.9)
16 Months 913 766 (83.9) -30.0 (86.0) -100 -58.6 -14.3 45.9 1302 -28.9 (2.7) (-34.0, -23.3)
20 Months 913 735 (80.5) -30.1 (94.7) -100 -57.8 -13.4 61.5 1406 -29.3 (2.8) (-34.5, -23.7)
24 Months 913 664 (72.7) -28.1 (99.7) -100 -59.5 -4.5 69.2 1484 -27.7 (2.9) (-33.2, -21.8)
28 Months 913 461 (50.5) -25.7 (105.9) -100 -57.8 -2.5 77.3 1252 -27.0 (3.3) (-33.2, -20.3)
32 Months 913 252 (27.6) -18.0 (113.2) -100 -56.9 -3.0 87.4 1378 -23.9 (4.3) (-31.8, -15.1)
36 Months 913 85 (9.3) -10.8 (114.5) -99 -50.2 9.9 103.3 1110 -22.7 (6.9) (-35.0, -8.0)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

B: Sex
Male

Dapa 10 mg Interaction 0.428
Baseline * 1443 1443 (100.0) 1361.1 (1183.9) 23 473.5 945.0 1915.5 11905
14 days 1443 1393 (96.5) -30.4 (35.8) -96 -45.5 -26.9 -5.9 404
2 Months 1443 1368 (94.8) -37.1 (41.8) -100 -55.2 -33.9 -9.8 545
4 Months 1443 1379 (95.6) -37.1 (46.8) -100 -56.2 -34.3 -1.5 566
8 Months 1443 1291 (89.5) -39.5 (57.3) -100 -62.6 -34.1 7.8 1174
12 Months 1443 1263 (87.5) -42.8 (56.9) -100 -65.6 -38.6 3.1 1811
16 Months 1443 1232 (85.4) -42.6 (61.7) -100 -67.4 -35.7 11.0 1099
20 Months 1443 1182 (81.9) -40.0 (70.4) -100 -68.2 -28.0 22.3 1717
24 Months 1443 1080 (74.8) -42.5 (70.6) -100 -67.6 -31.8 21.6 2583
28 Months 1443 770 (53.4) -45.8 (71.1) -100 -72.8 -33.8 20.1 866
32 Months 1443 459 (31.8) -34.0 (79.5) -100 -69.2 -21.2 42.0 1208
36 Months 1443 155 (10.7) -35.9 (79.5) -100 -62.9 -28.0 19.5 1418

Placebo Baseline * 1436 1436 (100.0) 1348.0 (1148.0) 124 483.0 930.0 1896.0 8963
14 days 1436 1389 (96.7) -13.0 (42.3) -97 -30.6 -10.3 12.2 1019
2 Months 1436 1370 (95.4) -16.0 (53.4) -100 -36.8 -11.5 20.1 524
4 Months 1436 1367 (95.2) -14.8 (62.3) -100 -36.8 -9.4 27.7 716
8 Months 1436 1285 (89.5) -10.9 (76.5) -100 -38.3 -4.7 45.9 1399
12 Months 1436 1250 (87.0) -13.0 (78.3) -100 -43.9 -2.6 49.1 2469
16 Months 1436 1227 (85.4) -16.4 (84.9) -100 -46.1 -6.5 53.8 3031
20 Months 1436 1177 (82.0) -14.6 (98.1) -100 -48.2 -4.0 59.1 7281
24 Months 1436 1070 (74.5) -16.4 (100.0) -100 -48.9 -2.8 70.4 8761
28 Months 1436 753 (52.4) -16.4 (107.9) -100 -50.4 -0.0 89.0 2166
32 Months 1436 440 (30.6) -3.4 (110.7) -100 -45.5 8.2 98.4 1788
36 Months 1436 158 (11.0) -8.2 (112.1) -99 -41.8 9.9 103.7 1110



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

B: Sex
Female

Dapa 10 mg Interaction 0.428
Baseline * 709 709 (100.0) 1390.1 (1226.7) 134 471.5 1017.0 1873.5 6468
14 days 709 692 (97.6) -38.3 (46.6) -100 -51.3 -32.1 -9.7 542 -38.1 (2.8) (-43.3, -32.3) -22.7 (4.9) (-31.8, -12.5) <0.001
2 Months 709 679 (95.8) -45.4 (51.8) -100 -60.5 -39.0 -9.4 1293 -44.7 (2.5) (-49.4, -39.5) -27.4 (4.6) (-35.9, -17.7) <0.001
4 Months 709 669 (94.4) -47.9 (55.0) -100 -65.2 -39.4 -6.6 1077 -47.5 (2.4) (-52.0, -42.6) -27.8 (4.6) (-36.4, -18.1) <0.001
8 Months 709 652 (92.0) -52.0 (57.4) -100 -70.4 -42.5 -4.1 664 -50.9 (2.3) (-55.2, -46.3) -33.6 (4.3) (-41.6, -24.5) <0.001
12 Months 709 621 (87.6) -54.3 (57.6) -100 -74.0 -46.7 -1.0 612 -53.6 (2.2) (-57.7, -49.2) -32.0 (4.5) (-40.3, -22.6) <0.001
16 Months 709 611 (86.2) -55.8 (56.1) -100 -77.2 -50.0 1.4 847 -55.0 (2.1) (-59.0, -50.7) -30.2 (4.7) (-38.7, -20.4) <0.001
20 Months 709 596 (84.1) -55.2 (64.3) -100 -75.8 -44.0 10.6 1226 -53.9 (2.2) (-58.0, -49.4) -31.0 (4.7) (-39.5, -21.2) <0.001
24 Months 709 551 (77.7) -56.1 (63.5) -100 -78.4 -45.9 13.3 1037 -54.9 (2.2) (-59.0, -50.4) -35.0 (4.5) (-43.3, -25.5) <0.001
28 Months 709 402 (56.7) -57.8 (63.8) -100 -77.5 -49.4 9.0 1474 -53.6 (2.5) (-58.2, -48.5) -33.4 (5.1) (-42.6, -22.7) <0.001
32 Months 709 233 (32.9) -56.9 (68.5) -100 -80.1 -43.4 13.2 1551 -56.1 (2.8) (-61.3, -50.3) -35.5 (6.0) (-46.2, -22.7) <0.001
36 Months 709 78 (11.0) -53.9 (77.8) -100 -80.3 -29.1 11.2 1863 -53.4 (4.6) (-61.6, -43.5) -36.7 (9.0) (-52.1, -16.3) 0.001

Placebo Baseline * 716 716 (100.0) 1373.2 (1217.9) 130 480.8 943.3 1799.5 7464
14 days 716 701 (97.9) -20.3 (51.8) -99 -36.8 -15.2 16.2 316 -19.8 (3.6) (-26.6, -12.4)
2 Months 716 684 (95.5) -24.0 (67.6) -100 -44.8 -14.2 21.2 1012 -23.8 (3.4) (-30.2, -16.7)
4 Months 716 666 (93.0) -27.7 (76.3) -100 -49.3 -15.4 27.0 914 -27.3 (3.3) (-33.5, -20.6)
8 Months 716 624 (87.2) -27.5 (87.9) -100 -54.5 -8.7 45.9 31863 -26.1 (3.4) (-32.5, -19.1)
12 Months 716 604 (84.4) -33.1 (81.3) -100 -60.5 -19.3 35.2 1889 -31.8 (3.2) (-37.8, -25.3)
16 Months 716 591 (82.5) -37.6 (85.5) -100 -66.8 -18.4 45.8 1302 -35.6 (3.1) (-41.3, -29.3)
20 Months 716 571 (79.7) -35.6 (93.6) -100 -64.1 -23.1 64.4 3662 -33.1 (3.2) (-39.2, -26.5)
24 Months 716 511 (71.4) -33.9 (96.7) -100 -63.0 -14.8 61.7 1146 -30.6 (3.5) (-37.0, -23.5)
28 Months 716 382 (53.4) -32.3 (95.8) -100 -66.0 -13.0 62.9 1252 -30.3 (3.8) (-37.4, -22.5)
32 Months 716 200 (27.9) -35.0 (104.6) -100 -66.1 -13.2 78.1 1155 -31.9 (4.6) (-40.3, -22.3)
36 Months 716 71 (9.9) -29.0 (111.7) -99 -66.3 4.3 118.1 1084 -26.5 (7.6) (-39.9, -10.0)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

C: Race
White

Dapa 10 mg Interaction 0.338
Baseline * 1124 1124 (100.0) 1277.7 (1124.8) 129 434.3 907.8 1795.3 11905
14 days 1124 1105 (98.3) -33.8 (42.0) -100 -48.5 -30.0 -6.7 542 -33.8 (2.2) (-37.9, -29.4) -20.7 (3.7) (-27.6, -13.2) <0.001
2 Months 1124 1093 (97.2) -40.4 (47.5) -100 -56.7 -35.7 -10.0 1293 -40.3 (2.0) (-44.0, -36.3) -24.3 (3.5) (-30.9, -17.2) <0.001
4 Months 1124 1096 (97.5) -43.0 (50.4) -100 -60.7 -38.3 -5.2 1077 -42.7 (1.9) (-46.3, -38.9) -24.9 (3.5) (-31.4, -17.7) <0.001
8 Months 1124 1074 (95.6) -46.4 (58.6) -100 -67.8 -41.0 0.9 1174 -45.9 (1.8) (-49.3, -42.3) -30.6 (3.2) (-36.7, -24.0) <0.001
12 Months 1124 1039 (92.4) -49.3 (59.0) -100 -71.0 -41.4 3.1 1811 -48.8 (1.7) (-52.1, -45.4) -32.0 (3.2) (-38.0, -25.4) <0.001
16 Months 1124 1016 (90.4) -48.7 (60.3) -100 -72.6 -39.9 6.4 1037 -48.1 (1.8) (-51.4, -44.5) -27.7 (3.4) (-34.1, -20.7) <0.001
20 Months 1124 974 (86.7) -49.6 (67.0) -100 -74.9 -36.4 19.0 1661 -48.2 (1.8) (-51.6, -44.6) -26.4 (3.5) (-33.0, -19.1) <0.001
24 Months 1124 913 (81.2) -51.1 (67.4) -100 -75.0 -40.5 17.7 1888 -49.8 (1.8) (-53.1, -46.2) -27.3 (3.6) (-34.0, -20.0) <0.001
28 Months 1124 708 (63.0) -52.9 (69.4) -100 -77.7 -39.9 18.2 1474 -51.1 (1.8) (-54.6, -47.3) -31.3 (3.6) (-38.1, -23.8) <0.001
32 Months 1124 422 (37.5) -49.9 (74.3) -100 -77.8 -31.7 31.8 1551 -50.9 (2.2) (-55.0, -46.5) -34.1 (4.2) (-41.8, -25.4) <0.001
36 Months 1124 153 (13.6) -48.9 (81.1) -100 -74.1 -29.7 20.5 1863 -46.8 (3.6) (-53.3, -39.3) -22.9 (7.4) (-36.1, -6.9) 0.007

Placebo Baseline * 1166 1166 (100.0) 1280.9 (1139.0) 124 468.0 887.8 1692.0 8963
14 days 1166 1143 (98.0) -16.9 (47.6) -99 -33.5 -12.6 12.9 1019 -16.5 (2.7) (-21.6, -11.0)
2 Months 1166 1134 (97.3) -21.4 (59.4) -100 -39.5 -12.8 18.3 619 -21.1 (2.6) (-25.9, -15.9)
4 Months 1166 1124 (96.4) -23.9 (69.0) -100 -41.7 -12.9 22.0 716 -23.8 (2.5) (-28.5, -18.8)
8 Months 1166 1099 (94.3) -22.6 (81.6) -100 -47.7 -12.2 37.5 31863 -22.0 (2.5) (-26.9, -16.9)
12 Months 1166 1065 (91.3) -25.9 (79.1) -100 -53.1 -10.3 35.3 2469 -24.8 (2.5) (-29.5, -19.8)
16 Months 1166 1041 (89.3) -29.3 (86.8) -100 -57.6 -14.2 49.2 3031 -28.2 (2.4) (-32.7, -23.3)
20 Months 1166 1004 (86.1) -31.1 (87.3) -100 -59.2 -18.8 50.1 2295 -29.7 (2.4) (-34.2, -24.9)
24 Months 1166 923 (79.2) -32.2 (91.8) -100 -61.5 -17.6 55.5 2666 -30.8 (2.4) (-35.4, -26.0)
28 Months 1166 707 (60.6) -28.8 (102.7) -100 -61.1 -6.7 77.3 2166 -28.8 (2.7) (-33.8, -23.4)
32 Months 1166 404 (34.6) -24.8 (104.2) -100 -60.4 -11.2 73.6 1788 -25.5 (3.4) (-31.8, -18.6)
36 Months 1166 141 (12.1) -28.1 (97.2) -99 -63.9 -4.0 85.2 1110 -31.0 (4.8) (-39.7, -21.0)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

C: Race
Black or African American

Dapa 10 mg Interaction 0.338
Baseline * 104 104 (100.0) 1394.2 (1250.7) 134 461.5 896.5 1920.0 5947
14 days 104 104 (100.0) -37.3 (34.6) -96 -48.9 -30.3 -10.6 59 -37.2 (5.9) (-47.7, -24.5) -33.4 (9.3) (-49.4, -12.5) 0.004
2 Months 104 101 (97.1) -40.1 (38.7) -95 -56.5 -39.1 -6.6 183 -40.2 (5.6) (-50.3, -28.1) -39.0 (8.5) (-53.6, -19.7) <0.001
4 Months 104 99 (95.2) -45.3 (41.5) -99 -59.0 -40.3 -16.6 421 -45.2 (5.2) (-54.5, -34.0) -38.5 (8.6) (-53.3, -18.9) <0.001
8 Months 104 97 (93.3) -47.6 (40.0) -95 -69.4 -42.2 -15.8 347 -47.9 (5.0) (-56.8, -37.2) -49.7 (7.2) (-62.0, -33.4) <0.001
12 Months 104 92 (88.5) -56.4 (41.6) -99 -74.2 -52.2 -25.0 278 -55.5 (4.3) (-63.2, -46.2) -52.7 (6.8) (-64.4, -37.2) <0.001
16 Months 104 91 (87.5) -57.2 (45.8) -99 -74.9 -53.4 -4.6 604 -55.3 (4.4) (-63.1, -45.8) -49.6 (7.4) (-62.2, -32.9) <0.001
20 Months 104 87 (83.7) -45.6 (48.3) -93 -70.5 -40.3 -3.6 611 -44.5 (5.5) (-54.3, -32.6) -43.4 (8.4) (-57.7, -24.3) <0.001
24 Months 104 84 (80.8) -49.5 (50.7) -94 -77.6 -42.0 1.7 427 -47.0 (5.3) (-56.5, -35.4) -47.0 (8.2) (-60.8, -28.2) <0.001
28 Months 104 64 (61.5) -53.3 (47.7) -95 -77.4 -50.3 4.8 276 -49.3 (5.6) (-59.1, -37.1) -46.1 (9.2) (-61.4, -24.8) <0.001
32 Months 104 43 (41.3) -30.8 (74.7) -93 -73.9 -14.3 47.0 742 -30.6 (8.9) (-46.0, -10.8) -5.5 (19.6) (-37.1, 41.9) 0.785
36 Months 104 14 (13.5) -58.9 (38.0) -94 -80.8 -30.9 -13.1 4 -40.9 (11.9) (-60.4, -11.9) -21.7 (23.7) (-57.0, 42.5) 0.420

Placebo Baseline * 87 87 (100.0) 1106.6 (896.5) 126 414.5 796.5 1421.0 4356
14 days 87 85 (97.7) -4.3 (44.2) -71 -28.4 -7.6 28.6 165 -5.6 (9.7) (-22.9, 15.6)
2 Months 87 84 (96.6) -0.6 (59.1) -78 -32.1 -6.0 43.8 384 -2.0 (10.1) (-20.0, 20.0)
4 Months 87 82 (94.3) -12.2 (80.4) -99 -45.0 -5.5 39.9 914 -10.9 (9.3) (-27.3, 9.3)
8 Months 87 75 (86.2) -3.3 (72.2) -88 -35.2 -4.2 68.1 334 3.5 (11.0) (-16.0, 27.5)
12 Months 87 74 (85.1) -8.0 (91.7) -96 -50.7 -13.9 76.4 1889 -5.9 (10.1) (-23.8, 16.2)
16 Months 87 72 (82.8) -18.6 (82.5) -97 -58.9 0.6 62.2 493 -11.2 (9.7) (-28.3, 10.0)
20 Months 87 71 (81.6) -1.9 (122.5) -99 -45.8 11.8 127.9 907 -1.9 (10.8) (-21.0, 21.7)
24 Months 87 58 (66.7) -11.5 (114.4) -100 -50.8 8.0 100.5 1047 -0.1 (11.7) (-20.5, 25.6)
28 Months 87 44 (50.6) 1.4 (145.1) -100 -41.3 3.8 144.0 1377 -6.0 (12.2) (-27.0, 21.2)
32 Months 87 24 (27.6) -30.0 (140.9) -100 -53.1 -25.9 265.7 647 -26.5 (12.0) (-46.6, 1.1)
36 Months 87 12 (13.8) -39.7 (125.8) -99 -75.9 -19.6 156.2 1084 -24.5 (17.1) (-51.7, 18.0)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1UACR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:35:17

Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

C: Race
Asian

Dapa 10 mg Interaction 0.338
Baseline * 749 749 (100.0) 1357.0 (1159.3) 23 493.0 976.5 1825.5 6202
14 days 749 706 (94.3) -31.8 (37.8) -99 -44.9 -27.1 -6.8 249 -31.6 (2.4) (-36.2, -26.6) -21.0 (4.0) (-28.6, -12.7) <0.001
2 Months 749 683 (91.2) -39.5 (47.9) -100 -57.2 -34.4 -8.8 742 -39.1 (2.2) (-43.2, -34.6) -28.2 (3.7) (-35.1, -20.6) <0.001
4 Months 749 687 (91.7) -35.9 (56.1) -100 -55.0 -29.5 2.1 561 -36.1 (2.3) (-40.4, -31.4) -28.8 (3.7) (-35.7, -21.3) <0.001
8 Months 749 605 (80.8) -38.6 (63.1) -100 -59.5 -31.3 8.9 1106 -37.3 (2.3) (-41.8, -32.6) -32.9 (3.6) (-39.6, -25.5) <0.001
12 Months 749 592 (79.0) -39.6 (61.3) -100 -61.1 -35.0 6.7 1076 -39.7 (2.3) (-44.0, -35.1) -33.5 (3.6) (-40.2, -26.0) <0.001
16 Months 749 578 (77.2) -42.6 (66.1) -100 -65.1 -35.5 12.9 1099 -42.4 (2.2) (-46.6, -37.9) -33.6 (3.7) (-40.4, -26.0) <0.001
20 Months 749 562 (75.0) -38.9 (78.5) -100 -62.0 -23.1 26.4 1717 -38.3 (2.4) (-42.8, -33.3) -34.5 (3.7) (-41.4, -26.9) <0.001
24 Months 749 485 (64.8) -41.6 (75.5) -100 -63.6 -25.7 21.6 2583 -39.2 (2.5) (-43.9, -34.1) -36.9 (3.7) (-43.8, -29.2) <0.001
28 Months 749 281 (37.5) -45.0 (71.9) -100 -66.7 -34.4 15.1 827 -39.1 (3.0) (-44.7, -33.0) -37.1 (4.4) (-45.1, -27.8) <0.001
32 Months 749 166 (22.2) -23.9 (78.6) -97 -56.5 -16.3 39.5 1097 -32.3 (4.1) (-39.9, -23.7) -37.0 (5.5) (-47.0, -25.2) <0.001
36 Months 749 60 (8.0) -19.4 (76.6) -98 -50.7 -13.9 19.7 1418 -30.9 (6.4) (-42.4, -17.2) -33.7 (8.4) (-48.2, -15.0) 0.001

Placebo Baseline * 718 718 (100.0) 1363.4 (1140.8) 154 489.0 929.0 1930.5 6661
14 days 718 685 (95.4) -13.5 (46.4) -97 -32.2 -9.7 13.7 901 -13.4 (3.1) (-19.3, -7.0)
2 Months 718 661 (92.1) -15.0 (59.0) -98 -39.1 -11.7 23.7 524 -15.2 (3.1) (-21.0, -8.9)
4 Months 718 655 (91.2) -10.6 (70.1) -100 -36.2 -4.7 38.3 616 -10.1 (3.3) (-16.4, -3.4)
8 Months 718 573 (79.8) -7.3 (86.5) -100 -34.3 5.6 54.7 674 -6.6 (3.6) (-13.3, 0.7)
12 Months 718 559 (77.9) -8.4 (85.6) -99 -40.4 3.0 61.6 1294 -9.3 (3.5) (-16.0, -2.1)
16 Months 718 556 (77.4) -13.1 (86.6) -99 -40.9 -2.3 55.1 1222 -13.3 (3.4) (-19.7, -6.3)
20 Months 718 524 (73.0) -4.0 (117.1) -100 -39.0 15.6 88.1 3662 -5.7 (3.8) (-12.9, 2.1)
24 Months 718 461 (64.2) -1.7 (105.1) -99 -39.8 13.4 86.6 1594 -3.6 (4.1) (-11.3, 4.7)
28 Months 718 264 (36.8) -5.3 (98.2) -97 -42.9 9.3 92.5 1157 -3.3 (4.9) (-12.4, 6.7)
32 Months 718 151 (21.0) 20.3 (109.4) -91 -31.9 31.6 118.9 1378 7.6 (6.8) (-5.0, 21.8)
36 Months 718 73 (10.2) 24.3 (124.8) -99 -20.0 51.2 120.0 869 4.2 (8.9) (-12.0, 23.2)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1UACR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:35:17

Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

C: Race
Other

Dapa 10 mg Interaction 0.338
Baseline * 175 175 (100.0) 2012.1 (1549.4) 143 713.0 1592.5 3191.0 6468
14 days 175 170 (97.1) -32.1 (45.5) -100 -42.0 -22.2 -6.4 109 -32.0 (5.0) (-41.2, -21.4) -15.4 (8.7) (-31.0, 3.6) 0.106
2 Months 175 170 (97.1) -38.9 (35.5) -94 -57.2 -34.4 -12.4 137 -38.1 (4.6) (-46.5, -28.5) -19.8 (8.3) (-34.5, -1.7) 0.033
4 Months 175 166 (94.9) -43.9 (39.2) -96 -61.8 -43.6 -6.6 164 -44.5 (4.1) (-52.0, -35.8) -29.1 (7.4) (-42.2, -13.1) <0.001
8 Months 175 167 (95.4) -45.0 (48.8) -97 -69.3 -39.1 2.5 262 -44.7 (4.1) (-52.2, -36.0) -37.4 (6.6) (-49.1, -23.1) <0.001
12 Months 175 161 (92.0) -49.8 (46.9) -97 -73.5 -41.8 -7.3 340 -49.1 (3.8) (-56.1, -41.1) -34.0 (7.0) (-46.4, -18.6) <0.001
16 Months 175 158 (90.3) -49.3 (50.8) -99 -72.8 -46.0 10.2 301 -49.3 (3.8) (-56.3, -41.2) -32.9 (7.2) (-45.7, -17.1) <0.001
20 Months 175 155 (88.6) -42.2 (58.7) -98 -68.2 -39.7 21.1 593 -42.4 (4.4) (-50.4, -33.1) -26.6 (8.0) (-40.7, -9.2) 0.004
24 Months 175 149 (85.1) -42.1 (62.1) -98 -68.8 -41.7 22.2 608 -41.3 (4.6) (-49.6, -31.6) -27.8 (8.0) (-41.9, -10.3) 0.003
28 Months 175 119 (68.0) -44.0 (67.4) -98 -69.2 -46.4 30.9 655 -40.5 (4.9) (-49.4, -30.0) -24.0 (8.9) (-39.6, -4.3) 0.020
32 Months 175 61 (34.9) -42.2 (75.6) -99 -71.5 -43.7 31.4 781 -39.3 (6.3) (-50.5, -25.6) -28.9 (10.5) (-46.7, -5.1) 0.021
36 Months 175 6 (3.4) -18.5 (62.7) -69 -58.8 -11.4 9.8 168 -39.7 (12.8) (-62.6, -3.0) -45.8 (20.5) (-76.8, 26.5) 0.138

Placebo Baseline * 181 181 (100.0) 1934.8 (1425.2) 153 686.0 1647.0 2996.5 7464
14 days 181 177 (97.8) -19.6 (36.5) -83 -37.6 -16.2 9.6 260 -19.6 (5.8) (-30.2, -7.3)
2 Months 181 175 (96.7) -23.3 (57.6) -99 -37.5 -15.1 16.3 1012 -22.9 (5.6) (-33.1, -11.1)
4 Months 181 172 (95.0) -22.4 (52.6) -96 -41.6 -19.9 15.4 438 -21.7 (5.7) (-32.2, -9.7)
8 Months 181 162 (89.5) -13.1 (71.1) -95 -44.2 -7.8 27.9 1251 -11.7 (6.6) (-23.7, 2.2)
12 Months 181 156 (86.2) -24.1 (72.1) -98 -47.4 -20.6 42.6 904 -23.0 (5.8) (-33.6, -10.7)
16 Months 181 149 (82.3) -26.0 (85.6) -99 -48.4 -12.6 36.2 1692 -24.4 (5.8) (-35.0, -12.2)
20 Months 181 149 (82.3) -23.4 (99.0) -100 -46.5 -8.0 45.4 7281 -21.5 (6.1) (-32.5, -8.6)
24 Months 181 139 (76.8) -18.6 (116.4) -100 -53.0 -4.0 76.6 8761 -18.6 (6.5) (-30.3, -4.9)
28 Months 181 120 (66.3) -22.6 (92.7) -98 -59.1 -15.6 54.0 1271 -21.7 (6.5) (-33.5, -7.8)
32 Months 181 61 (33.7) -8.5 (115.5) -97 -53.8 19.2 95.0 970 -14.7 (8.9) (-30.4, 4.7)
36 Months 181 3 (1.7) -30.1 (209.6) -97 -97.5 58.8 753.8 754 11.2 (34.8) (-44.9, 124.4)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1UACR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:35:17

Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

D: Region
Asia

Dapa 10 mg Interaction NE
Baseline * 692 692 (100.0) 1364.6 (1163.4) 23 492.8 984.5 1854.5 6202
14 days 692 650 (93.9) -31.9 (38.5) -99 -44.9 -27.1 -6.3 249 -31.7 (2.6) (-36.6, -26.5) -20.2 (4.3) (-28.2, -11.3) <0.001
2 Months 692 629 (90.9) -39.3 (48.9) -100 -56.6 -34.0 -8.6 742 -38.9 (2.3) (-43.3, -34.2) -27.1 (3.9) (-34.4, -18.9) <0.001
4 Months 692 633 (91.5) -35.4 (57.1) -100 -54.6 -29.5 4.1 561 -35.7 (2.4) (-40.3, -30.8) -28.1 (3.9) (-35.4, -20.0) <0.001
8 Months 692 552 (79.8) -38.7 (63.9) -100 -59.7 -31.4 10.0 1106 -37.6 (2.5) (-42.3, -32.6) -32.7 (3.8) (-39.7, -24.8) <0.001
12 Months 692 540 (78.0) -39.6 (61.8) -100 -61.1 -35.1 8.7 770 -40.0 (2.4) (-44.5, -35.1) -32.7 (3.9) (-39.9, -24.6) <0.001
16 Months 692 527 (76.2) -42.9 (66.0) -100 -65.5 -35.5 13.3 694 -42.9 (2.3) (-47.2, -38.1) -32.2 (4.0) (-39.6, -24.0) <0.001
20 Months 692 512 (74.0) -39.1 (79.7) -100 -61.9 -23.1 22.9 1717 -39.0 (2.5) (-43.8, -33.9) -34.3 (3.9) (-41.5, -26.1) <0.001
24 Months 692 443 (64.0) -41.8 (74.7) -100 -63.9 -26.9 23.0 840 -39.6 (2.6) (-44.5, -34.3) -36.4 (4.0) (-43.7, -28.1) <0.001
28 Months 692 252 (36.4) -45.6 (70.7) -100 -68.6 -36.9 15.5 827 -40.1 (3.1) (-45.9, -33.7) -37.0 (4.7) (-45.6, -26.9) <0.001
32 Months 692 149 (21.5) -25.3 (74.8) -97 -57.0 -21.2 39.3 590 -34.4 (4.2) (-42.2, -25.5) -37.7 (5.9) (-48.3, -25.0) <0.001
36 Months 692 54 (7.8) -20.7 (70.8) -98 -51.4 -5.3 19.8 319 -30.9 (6.8) (-43.1, -16.1) -36.5 (8.6) (-51.5, -17.0) <0.001

Placebo Baseline * 654 654 (100.0) 1368.6 (1147.2) 154 492.5 930.5 1895.5 6661
14 days 654 623 (95.3) -14.5 (46.3) -97 -32.8 -10.9 13.0 901 -14.5 (3.3) (-20.7, -7.8)
2 Months 654 601 (91.9) -16.1 (59.7) -98 -40.6 -13.0 24.0 524 -16.2 (3.2) (-22.4, -9.6)
4 Months 654 594 (90.8) -11.1 (70.8) -100 -37.5 -4.5 39.6 616 -10.6 (3.5) (-17.2, -3.5)
8 Months 654 512 (78.3) -8.3 (87.6) -100 -34.1 6.4 56.2 674 -7.3 (3.8) (-14.5, 0.4)
12 Months 654 500 (76.5) -9.9 (84.0) -99 -42.3 0.7 57.6 1294 -10.9 (3.7) (-17.8, -3.3)
16 Months 654 496 (75.8) -15.6 (85.2) -99 -42.4 -6.6 52.1 1146 -15.7 (3.5) (-22.3, -8.5)
20 Months 654 468 (71.6) -5.4 (118.0) -100 -40.7 12.7 90.8 3662 -7.3 (4.0) (-14.8, 0.9)
24 Months 654 409 (62.5) -2.7 (105.6) -99 -39.8 13.8 88.6 1594 -5.1 (4.3) (-13.1, 3.7)
28 Months 654 225 (34.4) -7.7 (98.5) -97 -45.7 11.1 82.4 1157 -4.9 (5.2) (-14.6, 5.8)
32 Months 654 127 (19.4) 20.2 (110.6) -91 -32.4 33.6 118.9 1378 5.3 (7.3) (-8.1, 20.7)
36 Months 654 63 (9.6) 39.2 (112.9) -89 -14.5 58.7 124.3 869 8.9 (10.2) (-9.4, 30.9)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

D: Region
Europe

Dapa 10 mg Interaction NE
Baseline * 610 610 (100.0) 1320.0 (1063.1) 129 467.0 1043.0 1821.0 6052
14 days 610 603 (98.9) -33.4 (45.7) -100 -47.0 -29.2 -4.6 542 -33.1 (3.2) (-39.0, -26.7) -17.5 (5.5) (-27.6, -6.0) 0.004
2 Months 610 592 (97.0) -39.4 (51.9) -100 -54.2 -33.8 -9.2 1293 -39.1 (2.9) (-44.5, -33.1) -18.5 (5.4) (-28.5, -7.2) 0.002
4 Months 610 599 (98.2) -45.3 (52.6) -100 -61.5 -39.2 -5.9 1077 -44.9 (2.6) (-49.8, -39.6) -20.1 (5.3) (-29.9, -9.0) <0.001
8 Months 610 583 (95.6) -50.5 (60.1) -100 -70.1 -42.6 -1.8 1174 -49.9 (2.4) (-54.3, -45.0) -26.2 (4.9) (-35.2, -15.8) <0.001
12 Months 610 563 (92.3) -51.1 (63.0) -100 -71.3 -39.9 3.1 1811 -50.3 (2.4) (-54.8, -45.4) -24.0 (5.1) (-33.5, -13.3) <0.001
16 Months 610 559 (91.6) -51.1 (60.3) -100 -72.4 -39.0 2.5 828 -50.5 (2.4) (-55.0, -45.6) -23.8 (5.2) (-33.3, -13.0) <0.001
20 Months 610 556 (91.1) -50.7 (68.0) -100 -74.7 -38.8 16.4 1226 -50.1 (2.4) (-54.6, -45.1) -18.7 (5.6) (-28.9, -7.1) 0.002
24 Months 610 518 (84.9) -53.5 (66.6) -100 -76.7 -39.9 17.0 1888 -52.2 (2.4) (-56.6, -47.3) -16.9 (5.8) (-27.5, -4.7) 0.008
28 Months 610 394 (64.6) -53.9 (72.0) -100 -77.5 -34.2 17.8 877 -53.2 (2.5) (-57.8, -48.0) -19.9 (6.0) (-30.8, -7.2) 0.003
32 Months 610 232 (38.0) -53.7 (72.5) -100 -77.4 -31.4 24.4 1208 -54.6 (2.8) (-59.8, -48.6) -24.6 (6.6) (-36.6, -10.4) 0.001
36 Months 610 86 (14.1) -53.7 (74.8) -100 -68.4 -29.9 6.4 452 -52.7 (4.4) (-60.5, -43.3) -11.8 (11.5) (-31.7, 13.8) 0.333

Placebo Baseline * 623 623 (100.0) 1257.7 (1102.6) 152 488.5 914.5 1608.5 8963
14 days 623 612 (98.2) -19.2 (51.3) -99 -33.5 -12.5 11.6 530 -19.0 (3.8) (-26.0, -11.2)
2 Months 623 606 (97.3) -25.2 (63.1) -100 -42.8 -14.6 16.3 619 -25.2 (3.5) (-31.8, -18.0)
4 Months 623 605 (97.1) -30.9 (72.9) -100 -48.1 -15.5 16.5 853 -31.1 (3.2) (-37.1, -24.4)
8 Months 623 597 (95.8) -32.2 (79.6) -100 -53.0 -17.0 26.5 1399 -32.1 (3.2) (-38.1, -25.6)
12 Months 623 577 (92.6) -35.0 (76.9) -100 -58.2 -15.3 25.6 2469 -34.6 (3.1) (-40.4, -28.2)
16 Months 623 564 (90.5) -35.6 (84.8) -100 -62.1 -17.7 47.2 2425 -35.0 (3.1) (-40.8, -28.6)
20 Months 623 553 (88.8) -39.2 (79.4) -100 -64.9 -23.5 33.9 2295 -38.6 (3.0) (-44.1, -32.5)
24 Months 623 517 (83.0) -42.9 (80.7) -100 -68.1 -28.2 32.1 2666 -42.5 (2.8) (-47.8, -36.7)
28 Months 623 389 (62.4) -38.5 (90.7) -100 -66.0 -16.0 59.3 1406 -41.6 (3.1) (-47.3, -35.2)
32 Months 623 238 (38.2) -38.5 (79.6) -100 -63.8 -27.6 41.3 1007 -39.7 (3.7) (-46.6, -31.9)
36 Months 623 87 (14.0) -43.5 (74.3) -99 -72.4 -32.0 38.1 399 -46.3 (4.9) (-55.1, -35.7)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

D: Region
North America

Dapa 10 mg Interaction NE
Baseline * 401 401 (100.0) 1201.2 (1131.0) 134 412.0 770.0 1554.5 5947
14 days 401 395 (98.5) -32.1 (37.1) -96 -47.5 -29.2 -6.7 356 -32.4 (3.4) (-38.8, -25.4) -28.3 (5.1) (-37.6, -17.5) <0.001
2 Months 401 386 (96.3) -41.1 (39.8) -100 -56.7 -37.0 -11.7 329 -41.4 (3.0) (-46.9, -35.2) -35.8 (4.6) (-44.2, -26.2) <0.001
4 Months 401 384 (95.8) -39.7 (45.2) -99 -58.7 -36.3 -8.1 449 -39.5 (3.1) (-45.2, -33.1) -34.0 (4.7) (-42.6, -24.0) <0.001
8 Months 401 378 (94.3) -42.6 (49.6) -97 -64.6 -37.8 -3.6 780 -42.3 (2.9) (-47.8, -36.3) -39.1 (4.4) (-47.1, -29.8) <0.001
12 Months 401 361 (90.0) -48.4 (53.2) -100 -69.8 -42.6 -6.2 1076 -48.2 (2.7) (-53.2, -42.6) -45.1 (4.0) (-52.4, -36.6) <0.001
16 Months 401 344 (85.8) -45.0 (61.2) -99 -71.1 -38.2 16.5 1099 -43.5 (3.0) (-49.0, -37.3) -37.1 (4.7) (-45.7, -27.3) <0.001
20 Months 401 317 (79.1) -44.9 (68.8) -100 -72.1 -31.9 26.2 1661 -41.5 (3.2) (-47.4, -35.0) -31.3 (5.2) (-40.9, -20.3) <0.001
24 Months 401 287 (71.6) -47.5 (68.8) -100 -72.5 -36.0 14.8 2583 -45.1 (3.1) (-50.8, -38.7) -36.9 (5.0) (-46.0, -26.2) <0.001
28 Months 401 213 (53.1) -49.7 (71.0) -100 -77.6 -44.5 24.2 1474 -46.0 (3.4) (-52.2, -39.0) -42.9 (5.1) (-52.0, -32.0) <0.001
32 Months 401 141 (35.2) -38.6 (87.1) -100 -73.7 -25.7 42.0 1551 -40.5 (4.4) (-48.5, -31.3) -38.7 (6.5) (-50.2, -24.4) <0.001
36 Months 401 72 (18.0) -40.5 (92.3) -100 -77.1 -27.2 25.6 1863 -34.1 (6.4) (-45.5, -20.3) -25.0 (10.5) (-43.0, -1.2) 0.041

Placebo Baseline * 412 412 (100.0) 1332.0 (1158.3) 124 448.8 868.8 1915.0 7082
14 days 412 402 (97.6) -6.5 (42.6) -86 -27.0 -7.1 21.5 1019 -5.8 (4.7) (-14.6, 3.9)
2 Months 412 394 (95.6) -9.0 (56.2) -100 -31.2 -6.6 21.8 384 -8.6 (4.6) (-17.2, 0.8)
4 Months 412 386 (93.7) -8.7 (60.5) -99 -30.4 -5.3 32.0 716 -8.3 (4.6) (-17.0, 1.2)
8 Months 412 374 (90.8) -6.3 (73.1) -95 -36.5 -2.9 47.1 803 -5.4 (4.8) (-14.4, 4.6)
12 Months 412 364 (88.3) -7.0 (86.9) -98 -42.0 1.9 59.1 937 -5.6 (4.9) (-14.7, 4.4)
16 Months 412 356 (86.4) -11.8 (97.4) -100 -45.5 1.5 72.0 3031 -10.1 (4.7) (-18.9, -0.4)
20 Months 412 334 (81.1) -16.4 (102.9) -100 -47.0 -4.6 58.4 2056 -14.8 (4.5) (-23.3, -5.4)
24 Months 412 279 (67.7) -17.4 (106.1) -100 -48.5 4.3 65.4 1484 -13.0 (4.9) (-22.1, -2.8)
28 Months 412 201 (48.8) -10.3 (127.3) -100 -44.8 8.7 114.9 1377 -5.5 (6.0) (-16.5, 7.0)
32 Months 412 121 (29.4) 2.4 (171.8) -100 -40.0 29.5 184.0 1788 -3.0 (7.5) (-16.6, 12.9)
36 Months 412 66 (16.0) -8.8 (143.4) -99 -47.9 13.5 160.3 1110 -12.2 (8.9) (-28.1, 7.1)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1UACR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:35:17

Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

D: Region
Latin/South America

Dapa 10 mg Interaction NE
Baseline * 449 449 (100.0) 1600.1 (1429.0) 143 499.5 1089.0 2273.0 11905
14 days 449 437 (97.3) -35.7 (39.1) -100 -48.8 -29.0 -11.2 189 -35.6 (2.9) (-41.1, -29.6) -20.2 (5.1) (-29.6, -9.5) <0.001
2 Months 449 440 (98.0) -40.6 (40.4) -98 -58.6 -36.7 -9.0 199 -40.3 (2.7) (-45.4, -34.7) -24.3 (4.8) (-33.2, -14.2) <0.001
4 Months 449 432 (96.2) -43.1 (43.6) -99 -61.9 -41.6 -4.8 497 -43.4 (2.6) (-48.3, -38.1) -28.8 (4.6) (-37.2, -19.3) <0.001
8 Months 449 430 (95.8) -42.5 (52.7) -98 -66.4 -39.8 5.0 553 -42.0 (2.7) (-47.0, -36.5) -36.1 (4.1) (-43.7, -27.5) <0.001
12 Months 449 420 (93.5) -48.3 (47.6) -97 -72.1 -46.8 -3.5 615 -47.7 (2.4) (-52.2, -42.8) -36.5 (4.1) (-44.1, -27.8) <0.001
16 Months 449 413 (92.0) -49.6 (52.9) -99 -75.1 -48.6 4.8 847 -49.5 (2.3) (-53.9, -44.7) -33.6 (4.4) (-41.7, -24.5) <0.001
20 Months 449 393 (87.5) -46.6 (57.1) -100 -72.1 -39.5 4.9 611 -45.9 (2.6) (-50.7, -40.6) -35.9 (4.3) (-43.8, -27.0) <0.001
24 Months 449 383 (85.3) -45.3 (63.6) -99 -72.7 -43.4 19.5 1138 -44.6 (2.6) (-49.5, -39.1) -37.7 (4.2) (-45.4, -28.9) <0.001
28 Months 449 313 (69.7) -49.6 (60.3) -100 -75.0 -48.1 14.1 842 -46.0 (2.7) (-51.1, -40.4) -37.4 (4.5) (-45.6, -28.0) <0.001
32 Months 449 170 (37.9) -42.9 (70.6) -99 -75.5 -35.3 35.6 781 -41.5 (3.6) (-48.2, -33.9) -37.2 (5.6) (-47.3, -25.2) <0.001
36 Months 449 21 (4.7) -46.9 (48.8) -89 -69.2 -43.3 -2.0 207 -45.9 (8.5) (-60.4, -26.1) -39.3 (15.4) (-63.3, 0.5) 0.052

Placebo Baseline * 463 463 (100.0) 1493.6 (1290.7) 130 496.5 1061.0 2099.0 7464
14 days 463 453 (97.8) -19.4 (39.6) -90 -38.3 -16.2 11.8 260 -19.4 (3.6) (-26.1, -12.0)
2 Months 463 453 (97.8) -21.1 (52.9) -99 -40.2 -13.8 19.4 1012 -21.1 (3.5) (-27.7, -13.8)
4 Months 463 448 (96.8) -21.0 (57.6) -96 -45.4 -17.9 22.9 914 -20.5 (3.6) (-27.2, -13.2)
8 Months 463 426 (92.0) -10.9 (78.6) -98 -44.7 -7.7 43.2 31863 -9.1 (4.1) (-16.9, -0.6)
12 Months 463 413 (89.2) -19.6 (72.4) -98 -50.2 -14.0 42.2 1889 -17.7 (3.8) (-24.8, -10.0)
16 Months 463 402 (86.8) -26.1 (79.5) -99 -54.7 -16.1 37.8 1692 -23.9 (3.5) (-30.6, -16.7)
20 Months 463 393 (84.9) -17.5 (98.8) -100 -50.9 -10.3 61.5 7281 -15.5 (4.0) (-23.0, -7.4)
24 Months 463 376 (81.2) -12.0 (110.7) -100 -52.6 -3.3 94.9 8761 -11.1 (4.3) (-19.0, -2.3)
28 Months 463 320 (69.1) -15.8 (104.3) -98 -54.8 -3.2 74.1 2166 -13.8 (4.3) (-21.9, -4.9)
32 Months 463 154 (33.3) -7.5 (112.6) -99 -49.3 14.6 98.8 970 -6.8 (6.0) (-17.8, 5.7)
36 Months 463 13 (2.8) -19.9 (127.1) -97 -61.0 2.2 184.2 754 -10.8 (17.8) (-40.0, 32.4)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1UACR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:35:17

Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

E: Type 2 diabetes at baseline
Yes

Dapa 10 mg Interaction <0.001i
Baseline * 1455 1455 (100.0) 1474.9 (1296.1) 23 472.5 1024.5 2113.5 11905
14 days 1455 1411 (97.0) -36.5 (40.1) -100 -50.8 -31.6 -10.3 542 -36.3 (1.8) (-39.8, -32.6) -24.9 (3.0) (-30.6, -18.7) <0.001
2 Months 1455 1387 (95.3) -43.7 (45.0) -100 -59.6 -38.1 -12.4 1293 -43.3 (1.6) (-46.4, -40.1) -30.8 (2.8) (-36.1, -25.1) <0.001
4 Months 1455 1398 (96.1) -43.3 (50.5) -100 -62.2 -39.1 -5.4 1077 -43.4 (1.6) (-46.5, -40.1) -30.2 (2.8) (-35.5, -24.4) <0.001
8 Months 1455 1339 (92.0) -48.1 (56.7) -100 -69.2 -42.3 -0.1 1174 -47.4 (1.5) (-50.3, -44.3) -38.1 (2.5) (-42.9, -32.9) <0.001
12 Months 1455 1288 (88.5) -50.6 (54.8) -100 -71.7 -45.9 -5.6 1076 -50.3 (1.5) (-53.0, -47.3) -39.1 (2.5) (-43.9, -33.9) <0.001
16 Months 1455 1262 (86.7) -51.3 (57.9) -100 -73.9 -45.1 3.8 1099 -50.8 (1.5) (-53.6, -47.9) -36.5 (2.7) (-41.5, -31.0) <0.001
20 Months 1455 1206 (82.9) -50.8 (66.5) -100 -73.9 -39.4 12.5 1661 -49.8 (1.5) (-52.6, -46.7) -37.1 (2.7) (-42.2, -31.7) <0.001
24 Months 1455 1127 (77.5) -51.0 (66.8) -100 -74.5 -39.6 16.7 2583 -49.4 (1.6) (-52.4, -46.3) -37.0 (2.8) (-42.2, -31.4) <0.001
28 Months 1455 826 (56.8) -54.3 (65.3) -100 -77.9 -45.0 12.8 1474 -50.8 (1.7) (-53.9, -47.4) -39.7 (2.9) (-45.2, -33.8) <0.001
32 Months 1455 482 (33.1) -48.5 (73.8) -100 -77.0 -35.6 22.3 1551 -50.3 (2.0) (-54.1, -46.2) -40.4 (3.5) (-46.9, -33.2) <0.001
36 Months 1455 159 (10.9) -42.7 (86.2) -100 -64.5 -29.0 14.0 1863 -42.8 (3.7) (-49.5, -35.2) -31.6 (6.2) (-42.8, -18.3) <0.001

Placebo Baseline * 1451 1451 (100.0) 1445.9 (1245.4) 124 492.5 1004.5 2018.0 8963
14 days 1451 1415 (97.5) -15.5 (48.2) -99 -32.4 -10.6 13.7 1019 -15.2 (2.4) (-19.8, -10.3)
2 Months 1451 1383 (95.3) -18.2 (61.8) -100 -37.0 -10.6 21.4 1012 -18.1 (2.3) (-22.6, -13.4)
4 Months 1451 1368 (94.3) -19.2 (69.7) -100 -39.8 -10.4 28.8 615 -18.9 (2.3) (-23.3, -14.2)
8 Months 1451 1297 (89.4) -16.2 (84.2) -100 -43.5 -4.8 48.3 1399 -15.0 (2.5) (-19.7, -10.0)
12 Months 1451 1258 (86.7) -19.2 (84.5) -100 -49.0 -5.7 51.4 2469 -18.3 (2.4) (-22.9, -13.4)
16 Months 1451 1237 (85.3) -23.8 (91.1) -100 -54.5 -9.5 57.1 2425 -22.5 (2.3) (-26.9, -17.9)
20 Months 1451 1182 (81.5) -20.8 (101.7) -100 -54.2 -7.1 69.9 7281 -20.1 (2.4) (-24.7, -15.2)
24 Months 1451 1088 (75.0) -20.8 (105.4) -100 -55.4 -5.5 81.5 8761 -19.7 (2.5) (-24.4, -14.6)
28 Months 1451 791 (54.5) -20.9 (104.0) -100 -59.4 -4.2 94.1 2166 -18.3 (2.8) (-23.7, -12.7)
32 Months 1451 446 (30.7) -16.3 (114.0) -100 -57.4 -3.4 102.7 1788 -16.6 (3.5) (-23.2, -9.4)
36 Months 1451 158 (10.9) -10.8 (119.0) -99 -54.9 15.4 111.7 1110 -16.4 (5.4) (-26.3, -5.1)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1UACR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:35:17

Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

E: Type 2 diabetes at baseline
No

Dapa 10 mg Interaction <0.001i
Baseline * 697 697 (100.0) 1153.1 (925.0) 147 472.0 870.5 1533.5 6468
14 days 697 674 (96.7) -25.7 (40.0) -100 -40.9 -22.2 -2.1 380 -25.8 (2.7) (-30.9, -20.3) -12.1 (4.5) (-20.6, -2.7) 0.013
2 Months 697 660 (94.7) -31.2 (47.6) -100 -48.5 -28.6 -0.5 545 -31.2 (2.5) (-36.0, -26.0) -14.4 (4.4) (-22.6, -5.2) 0.003
4 Months 697 650 (93.3) -35.3 (51.3) -100 -52.5 -30.3 1.1 439 -35.2 (2.4) (-39.7, -30.3) -19.9 (4.2) (-27.6, -11.2) <0.001
8 Months 697 604 (86.7) -33.7 (59.6) -100 -55.7 -27.4 10.8 724 -33.3 (2.5) (-38.0, -28.1) -19.6 (4.3) (-27.5, -10.7) <0.001
12 Months 697 596 (85.5) -37.8 (64.8) -100 -60.2 -29.6 16.1 1811 -37.3 (2.4) (-41.8, -32.5) -20.1 (4.3) (-28.1, -11.2) <0.001
16 Months 697 581 (83.4) -37.8 (64.9) -100 -63.0 -29.9 17.1 847 -37.0 (2.4) (-41.6, -32.0) -17.5 (4.5) (-25.9, -8.2) <0.001
20 Months 697 572 (82.1) -32.7 (71.5) -100 -60.2 -18.3 33.0 1717 -31.4 (2.7) (-36.4, -25.9) -10.1 (5.0) (-19.3, 0.2) 0.054
24 Months 697 504 (72.3) -39.0 (71.9) -100 -61.4 -26.0 28.1 875 -36.9 (2.6) (-41.7, -31.6) -16.1 (4.8) (-25.1, -6.1) 0.002
28 Months 697 346 (49.6) -39.2 (76.7) -100 -64.6 -27.6 29.2 842 -36.5 (2.9) (-41.9, -30.6) -14.9 (5.5) (-25.1, -3.4) 0.012
32 Months 697 210 (30.1) -27.1 (83.2) -100 -54.0 -10.9 53.0 599 -27.9 (4.0) (-35.2, -19.7) -13.5 (6.8) (-25.9, 0.9) 0.065
36 Months 697 74 (10.6) -42.5 (68.7) -99 -66.5 -25.5 19.8 319 -38.9 (5.2) (-48.3, -27.7) -13.9 (10.5) (-32.2, 9.3) 0.219

Placebo Baseline * 701 701 (100.0) 1171.0 (976.1) 153 458.5 841.5 1554.5 5834
14 days 701 675 (96.3) -15.7 (42.0) -92 -34.5 -14.4 12.5 450 -15.6 (3.1) (-21.4, -9.3)
2 Months 701 671 (95.7) -19.8 (54.4) -100 -42.6 -15.5 19.1 499 -19.6 (2.9) (-25.2, -13.7)
4 Months 701 665 (94.9) -19.2 (67.5) -100 -42.7 -10.8 25.9 914 -19.1 (3.0) (-24.7, -13.1)
8 Months 701 612 (87.3) -18.0 (79.4) -100 -44.7 -7.7 36.0 31863 -17.0 (3.1) (-22.9, -10.7)
12 Months 701 596 (85.0) -22.2 (75.2) -100 -48.4 -10.8 34.9 1889 -21.6 (3.0) (-27.2, -15.5)
16 Months 701 581 (82.9) -24.4 (79.5) -100 -50.6 -10.4 44.0 3031 -23.6 (2.9) (-29.2, -17.6)
20 Months 701 566 (80.7) -24.8 (91.7) -100 -49.8 -12.5 47.4 2056 -23.7 (3.0) (-29.3, -17.6)
24 Months 701 493 (70.3) -26.0 (88.9) -100 -49.6 -9.0 45.6 2666 -24.7 (3.1) (-30.5, -18.5)
28 Months 701 344 (49.1) -24.9 (104.1) -100 -49.9 -0.4 53.8 1406 -25.4 (3.4) (-31.8, -18.3)
32 Months 701 194 (27.7) -10.6 (108.8) -100 -42.2 12.6 77.6 794 -16.6 (4.7) (-25.3, -6.8)
36 Months 701 71 (10.1) -24.2 (103.1) -99 -48.3 1.9 81.3 454 -29.0 (6.2) (-40.1, -15.8)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Value Dossier Analysis: D169AC0001 Program Name: T1UACR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:35:17

Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

F: Baseline UACR status
> 1000 mg/g

Dapa 10 mg Interaction 0.286
Baseline * 1048 1048 (100.0) 2274.0 (1140.0) 1001 1372.5 1932.5 2906.5 11905
14 days 1048 1016 (96.9) -33.2 (40.1) -100 -43.3 -27.6 -9.5 249 -33.0 (2.1) (-37.0, -28.7) -21.8 (3.5) (-28.4, -14.7) <0.001
2 Months 1048 995 (94.9) -40.6 (44.1) -100 -55.0 -34.0 -12.0 336 -39.8 (1.9) (-43.4, -36.0) -27.0 (3.3) (-33.1, -20.3) <0.001
4 Months 1048 996 (95.0) -43.5 (47.8) -100 -58.8 -35.7 -7.6 298 -43.6 (1.8) (-46.9, -40.0) -31.2 (3.1) (-37.0, -24.9) <0.001
8 Months 1048 937 (89.4) -49.1 (54.3) -100 -65.5 -38.5 -6.0 525 -48.2 (1.7) (-51.3, -44.8) -36.3 (2.9) (-41.7, -30.3) <0.001
12 Months 1048 905 (86.4) -51.9 (52.1) -100 -69.8 -40.7 -5.3 414 -51.4 (1.6) (-54.4, -48.2) -37.2 (2.9) (-42.6, -31.2) <0.001
16 Months 1048 877 (83.7) -53.8 (51.8) -100 -71.9 -43.7 -2.9 462 -53.1 (1.5) (-56.0, -50.0) -34.0 (3.1) (-39.8, -27.7) <0.001
20 Months 1048 841 (80.2) -53.3 (59.7) -100 -71.5 -41.7 3.6 755 -52.2 (1.6) (-55.2, -49.0) -32.0 (3.2) (-38.0, -25.3) <0.001
24 Months 1048 778 (74.2) -55.2 (57.8) -100 -73.7 -41.3 3.0 840 -53.5 (1.6) (-56.5, -50.2) -32.3 (3.3) (-38.5, -25.4) <0.001
28 Months 1048 564 (53.8) -59.8 (57.8) -100 -78.1 -44.6 3.0 673 -55.4 (1.7) (-58.6, -52.0) -32.5 (3.7) (-39.3, -24.9) <0.001
32 Months 1048 331 (31.6) -53.0 (67.0) -100 -73.5 -32.5 14.4 530 -54.8 (2.1) (-58.7, -50.6) -34.2 (4.3) (-42.2, -25.2) <0.001
36 Months 1048 109 (10.4) -56.4 (66.5) -100 -77.1 -34.2 6.2 606 -52.8 (3.3) (-58.9, -45.8) -29.6 (7.2) (-42.4, -14.0) <0.001

Placebo Baseline * 1031 1031 (100.0) 2258.8 (1116.1) 1002 1379.0 1930.5 2923.0 8963
14 days 1031 996 (96.6) -14.1 (39.4) -96 -30.3 -10.7 11.3 530 -14.2 (2.7) (-19.4, -8.8)
2 Months 1031 979 (95.0) -17.7 (51.6) -99 -36.0 -11.1 17.0 1012 -17.6 (2.6) (-22.6, -12.4)
4 Months 1031 976 (94.7) -18.1 (60.8) -100 -37.3 -10.2 24.2 615 -17.9 (2.6) (-22.9, -12.7)
8 Months 1031 912 (88.5) -19.6 (72.2) -100 -42.7 -9.8 32.8 661 -18.6 (2.6) (-23.6, -13.3)
12 Months 1031 871 (84.5) -23.8 (67.9) -99 -48.0 -12.1 29.8 456 -22.6 (2.5) (-27.5, -17.5)
16 Months 1031 848 (82.3) -30.7 (74.4) -100 -51.7 -16.8 31.7 706 -29.0 (2.4) (-33.5, -24.2)
20 Months 1031 814 (79.0) -31.6 (80.7) -100 -54.9 -15.8 39.9 811 -29.8 (2.4) (-34.3, -25.0)
24 Months 1031 739 (71.7) -32.9 (81.8) -100 -55.3 -17.5 39.3 692 -31.3 (2.4) (-35.9, -26.4)
28 Months 1031 526 (51.0) -35.5 (83.9) -100 -61.7 -16.1 43.5 1271 -34.0 (2.6) (-38.8, -28.7)
32 Months 1031 290 (28.1) -33.5 (81.4) -100 -61.1 -18.4 52.4 533 -31.3 (3.3) (-37.5, -24.6)
36 Months 1031 102 (9.9) -27.5 (84.3) -99 -56.6 -6.7 58.8 429 -33.0 (4.9) (-42.0, -22.6)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1UACR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:35:17

Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

F: Baseline UACR status
<= 1000 mg/g

Dapa 10 mg Interaction 0.286
Baseline * 1104 1104 (100.0) 513.2 (231.6) 23 317.5 480.3 692.0 999
14 days 1104 1069 (96.8) -33.1 (41.1) -99 -50.0 -29.9 -4.2 542 -33.2 (2.2) (-37.3, -28.8) -20.0 (3.7) (-26.9, -12.5) <0.001
2 Months 1104 1052 (95.3) -39.3 (48.5) -100 -58.7 -36.0 -5.4 1293 -39.6 (2.0) (-43.3, -35.6) -24.8 (3.5) (-31.3, -17.7) <0.001
4 Months 1104 1052 (95.3) -38.2 (54.2) -100 -59.8 -36.3 0.9 1077 -38.2 (2.0) (-42.0, -34.1) -22.7 (3.6) (-29.4, -15.4) <0.001
8 Months 1104 1006 (91.1) -38.8 (62.0) -99 -64.5 -36.7 15.7 1174 -38.3 (2.0) (-42.2, -34.2) -29.0 (3.3) (-35.3, -22.2) <0.001
12 Months 1104 979 (88.7) -41.7 (63.8) -100 -67.4 -40.0 13.9 1811 -41.5 (2.0) (-45.2, -37.5) -30.0 (3.3) (-36.2, -23.2) <0.001
16 Months 1104 966 (87.5) -40.8 (68.9) -100 -69.3 -34.5 21.8 1099 -40.2 (2.0) (-44.1, -36.2) -27.9 (3.4) (-34.3, -20.8) <0.001
20 Months 1104 937 (84.9) -37.7 (78.4) -100 -69.4 -25.1 34.4 1717 -36.4 (2.2) (-40.5, -32.0) -27.0 (3.5) (-33.6, -19.7) <0.001
24 Months 1104 853 (77.3) -39.4 (79.7) -100 -69.7 -31.4 43.8 2583 -37.5 (2.2) (-41.6, -33.0) -29.6 (3.5) (-36.1, -22.3) <0.001
28 Months 1104 608 (55.1) -39.5 (79.4) -99 -72.4 -34.0 38.7 1474 -37.1 (2.5) (-41.7, -32.1) -32.7 (3.7) (-39.6, -25.0) <0.001
32 Months 1104 361 (32.7) -31.5 (87.1) -99 -73.6 -22.8 59.4 1551 -32.2 (3.2) (-38.2, -25.7) -31.6 (4.6) (-40.0, -22.0) <0.001
36 Months 1104 124 (11.2) -26.9 (92.0) -99 -60.1 -21.4 65.7 1863 -28.2 (5.3) (-37.9, -17.1) -22.2 (8.1) (-36.5, -4.6) 0.016

Placebo Baseline * 1121 1121 (100.0) 526.4 (225.4) 124 337.0 495.0 702.5 1000
14 days 1121 1094 (97.6) -16.8 (51.4) -99 -35.9 -13.0 16.4 1019 -16.5 (2.7) (-21.6, -11.0)
2 Months 1121 1075 (95.9) -19.7 (65.4) -100 -42.1 -13.9 26.9 619 -19.6 (2.6) (-24.6, -14.4)
4 Months 1121 1057 (94.3) -20.3 (75.4) -100 -44.6 -10.9 33.7 914 -20.0 (2.6) (-25.0, -14.8)
8 Months 1121 997 (88.9) -14.0 (92.2) -100 -45.6 -2.9 55.1 31863 -13.0 (2.9) (-18.5, -7.2)
12 Months 1121 983 (87.7) -16.7 (93.4) -100 -48.8 -2.9 60.1 2469 -16.5 (2.8) (-21.8, -10.8)
16 Months 1121 970 (86.5) -17.6 (99.6) -100 -54.1 -0.6 72.6 3031 -17.1 (2.8) (-22.4, -11.5)
20 Months 1121 934 (83.3) -12.8 (115.3) -100 -50.7 -2.5 94.1 7281 -12.9 (3.0) (-18.6, -6.9)
24 Months 1121 842 (75.1) -12.0 (118.1) -100 -51.3 6.7 99.5 8761 -11.2 (3.1) (-17.2, -4.9)
28 Months 1121 609 (54.3) -8.4 (123.4) -100 -50.1 8.6 123.0 2166 -6.5 (3.6) (-13.4, 0.9)
32 Months 1121 350 (31.2) 5.0 (142.9) -100 -43.9 24.1 138.9 1788 -0.9 (4.7) (-9.8, 8.8)
36 Months 1121 127 (11.3) -3.8 (140.6) -99 -48.3 33.1 143.3 1110 -7.8 (6.7) (-20.1, 6.4)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 17 of 26
Value Dossier Analysis: D169AC0001 Program Name: T1UACR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:35:17

Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

G: Baseline eGFR (cut-off 1)
< 45 ml/min/1.73**2

Dapa 10 mg Interaction 0.847
Baseline * 1272 1272 (100.0) 1474.8 (1218.5) 23 522.5 1059.5 2091.3 6202
14 days 1272 1229 (96.6) -30.1 (37.1) -100 -44.8 -26.5 -5.7 404 -29.9 (2.0) (-33.6, -25.9) -19.4 (3.2) (-25.4, -12.9) <0.001
2 Months 1272 1205 (94.7) -37.2 (42.4) -100 -54.8 -33.4 -9.5 742 -36.8 (1.8) (-40.1, -33.2) -24.1 (3.0) (-29.8, -18.0) <0.001
4 Months 1272 1208 (95.0) -38.5 (49.0) -100 -57.6 -34.2 -2.2 561 -38.3 (1.7) (-41.6, -34.8) -26.2 (2.9) (-31.7, -20.2) <0.001
8 Months 1272 1140 (89.6) -41.7 (55.8) -100 -63.2 -37.5 1.8 1106 -40.8 (1.7) (-44.0, -37.4) -33.6 (2.7) (-38.7, -28.2) <0.001
12 Months 1272 1105 (86.9) -44.9 (55.1) -100 -67.1 -39.1 0.0 1811 -44.7 (1.6) (-47.7, -41.5) -34.4 (2.7) (-39.5, -28.9) <0.001
16 Months 1272 1077 (84.7) -44.7 (61.0) -100 -69.1 -37.3 11.6 1099 -44.4 (1.6) (-47.5, -41.1) -33.7 (2.8) (-38.9, -28.0) <0.001
20 Months 1272 1034 (81.3) -42.1 (68.8) -100 -69.4 -31.8 19.0 1717 -41.2 (1.7) (-44.5, -37.6) -32.0 (2.9) (-37.4, -26.1) <0.001
24 Months 1272 930 (73.1) -45.1 (68.3) -100 -69.9 -37.6 16.3 2583 -43.2 (1.7) (-46.5, -39.7) -32.6 (3.0) (-38.2, -26.6) <0.001
28 Months 1272 643 (50.6) -46.9 (69.7) -100 -71.8 -38.3 16.5 1474 -43.8 (1.9) (-47.5, -39.9) -35.4 (3.2) (-41.4, -28.9) <0.001
32 Months 1272 335 (26.3) -34.9 (75.6) -99 -68.0 -25.7 34.0 1551 -38.1 (2.7) (-43.2, -32.6) -28.2 (4.5) (-36.5, -18.7) <0.001
36 Months 1272 109 (8.6) -38.7 (83.9) -100 -64.7 -24.6 15.1 1863 -38.7 (4.4) (-46.7, -29.4) -30.1 (7.1) (-42.7, -14.7) <0.001

Placebo Baseline * 1250 1250 (100.0) 1417.3 (1215.9) 124 495.0 958.0 1960.0 7464
14 days 1250 1210 (96.8) -13.1 (46.3) -99 -31.2 -10.1 14.5 1019 -13.0 (2.4) (-17.6, -8.0)
2 Months 1250 1187 (95.0) -16.9 (54.3) -100 -36.7 -12.4 20.6 1012 -16.7 (2.3) (-21.1, -12.0)
4 Months 1250 1172 (93.8) -16.6 (67.8) -100 -38.8 -8.9 30.2 914 -16.4 (2.4) (-20.9, -11.7)
8 Months 1250 1089 (87.1) -11.3 (84.1) -100 -40.9 -3.4 49.8 31863 -10.8 (2.6) (-15.7, -5.6)
12 Months 1250 1055 (84.4) -16.1 (82.5) -100 -45.8 -5.7 52.4 1889 -15.6 (2.5) (-20.4, -10.7)
16 Months 1250 1028 (82.2) -17.5 (89.1) -100 -47.2 -2.3 57.2 2425 -16.1 (2.5) (-20.9, -11.1)
20 Months 1250 981 (78.5) -14.6 (102.0) -100 -48.4 -3.2 64.4 3662 -13.5 (2.6) (-18.5, -8.2)
24 Months 1250 880 (70.4) -16.8 (103.7) -100 -50.1 -2.9 69.8 2666 -15.7 (2.7) (-20.8, -10.4)
28 Months 1250 603 (48.2) -13.6 (116.8) -100 -49.2 5.8 103.5 1406 -12.9 (3.1) (-18.8, -6.7)
32 Months 1250 313 (25.0) -8.8 (116.2) -100 -46.2 13.5 104.5 1007 -13.8 (3.9) (-21.2, -5.8)
36 Months 1250 107 (8.6) -10.3 (123.0) -99 -48.9 11.8 107.2 1110 -12.3 (6.3) (-23.9, 1.1)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1UACR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:35:17

Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

G: Baseline eGFR (cut-off 1)
>= 45 ml/min/1.73**2

Dapa 10 mg Interaction 0.847
Baseline * 880 880 (100.0) 1220.1 (1151.8) 138 403.8 806.5 1680.0 11905
14 days 880 856 (97.3) -37.3 (43.8) -100 -49.1 -31.2 -8.9 542 -37.3 (2.4) (-41.8, -32.5) -23.2 (4.1) (-30.8, -14.7) <0.001
2 Months 880 842 (95.7) -43.6 (50.1) -100 -59.6 -39.1 -9.6 1293 -43.5 (2.1) (-47.6, -39.2) -28.3 (3.8) (-35.4, -20.4) <0.001
4 Months 880 840 (95.5) -44.1 (52.9) -100 -61.4 -38.4 -4.7 1077 -44.2 (2.1) (-48.2, -39.9) -28.2 (3.8) (-35.4, -20.3) <0.001
8 Months 880 803 (91.3) -47.2 (60.8) -100 -68.4 -38.2 4.7 1174 -46.5 (2.1) (-50.4, -42.3) -31.7 (3.7) (-38.6, -24.0) <0.001
12 Months 880 779 (88.5) -49.5 (61.2) -100 -70.6 -42.1 3.2 847 -48.9 (2.0) (-52.6, -44.8) -32.7 (3.7) (-39.5, -25.1) <0.001
16 Months 880 766 (87.0) -51.0 (59.4) -100 -72.5 -42.6 4.3 828 -50.0 (2.0) (-53.7, -46.0) -27.7 (4.0) (-35.1, -19.4) <0.001
20 Months 880 744 (84.5) -50.1 (68.9) -100 -73.4 -35.8 19.4 1152 -48.9 (2.0) (-52.7, -44.7) -26.6 (4.1) (-34.2, -18.1) <0.001
24 Months 880 701 (79.7) -50.6 (69.0) -100 -75.1 -35.7 22.0 1888 -49.0 (2.1) (-52.9, -44.8) -29.1 (4.0) (-36.6, -20.7) <0.001
28 Months 880 529 (60.1) -54.1 (67.6) -100 -78.2 -43.8 18.0 836 -50.4 (2.2) (-54.5, -45.9) -29.8 (4.3) (-37.8, -20.8) <0.001
32 Months 880 357 (40.6) -49.3 (76.8) -100 -77.0 -32.1 35.3 1208 -50.2 (2.5) (-54.8, -45.0) -37.1 (4.5) (-45.3, -27.5) <0.001
36 Months 880 124 (14.1) -45.8 (78.5) -100 -62.6 -31.1 15.1 606 -45.7 (4.1) (-53.1, -37.1) -24.3 (8.0) (-38.5, -6.8) 0.009

Placebo Baseline * 902 902 (100.0) 1272.0 (1102.0) 126 460.5 907.5 1728.5 8963
14 days 902 880 (97.6) -18.8 (46.0) -97 -36.1 -15.0 11.4 901 -18.4 (3.1) (-24.2, -12.2)
2 Months 902 867 (96.1) -21.3 (65.0) -100 -42.3 -12.4 20.3 524 -21.2 (3.0) (-26.8, -15.2)
4 Months 902 861 (95.5) -22.7 (70.0) -100 -44.0 -13.5 24.2 716 -22.2 (2.9) (-27.8, -16.3)
8 Months 902 820 (90.9) -23.4 (79.9) -100 -47.8 -10.4 38.8 1251 -21.7 (3.0) (-27.3, -15.6)
12 Months 902 799 (88.6) -25.2 (79.7) -100 -53.5 -9.9 36.2 2469 -24.1 (2.9) (-29.6, -18.1)
16 Months 902 790 (87.6) -31.7 (84.0) -100 -60.4 -18.3 43.6 3031 -30.9 (2.7) (-35.9, -25.4)
20 Months 902 767 (85.0) -30.8 (92.7) -100 -57.9 -18.4 54.1 7281 -30.4 (2.7) (-35.5, -24.8)
24 Months 902 701 (77.7) -29.1 (95.3) -100 -58.2 -11.9 68.7 8761 -28.1 (2.9) (-33.6, -22.2)
28 Months 902 532 (59.0) -30.9 (90.7) -100 -62.5 -15.6 55.5 2166 -29.3 (3.1) (-35.1, -23.0)
32 Months 902 327 (36.3) -19.9 (109.0) -100 -54.3 -7.9 79.3 1788 -20.8 (4.1) (-28.4, -12.4)
36 Months 902 122 (13.5) -19.4 (106.5) -99 -55.6 3.5 93.3 1084 -28.3 (5.4) (-38.1, -16.9)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Value Dossier Analysis: D169AC0001 Program Name: T1UACR_FSCS.sas
Data Cut Date: 17JUL2020 Run Date: 29MAY2021:21:35:17

Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

H: Baseline eGFR (cut-off 2)
< 30 ml/min/1.73**2

Dapa 10 mg Interaction 0.574
Baseline * 293 293 (100.0) 1655.6 (1268.0) 179 642.0 1278.5 2470.0 6099
14 days 293 284 (96.9) -26.7 (42.8) -100 -41.4 -21.3 0.9 297 -26.2 (3.9) (-33.5, -18.1) -20.1 (5.8) (-30.8, -7.9) 0.002
2 Months 293 275 (93.9) -30.1 (41.2) -88 -46.3 -27.1 -3.0 742 -29.3 (3.8) (-36.3, -21.5) -18.7 (5.9) (-29.6, -6.1) 0.005
4 Months 293 281 (95.9) -35.4 (49.8) -100 -54.1 -29.2 1.2 561 -35.5 (3.4) (-41.8, -28.4) -30.4 (5.1) (-39.7, -19.6) <0.001
8 Months 293 265 (90.4) -35.0 (56.7) -97 -60.8 -33.5 6.8 1106 -33.3 (3.6) (-40.0, -25.9) -27.5 (5.4) (-37.4, -16.1) <0.001
12 Months 293 253 (86.3) -46.4 (52.7) -99 -69.5 -41.1 -2.3 661 -46.0 (3.0) (-51.5, -39.9) -38.8 (4.7) (-47.3, -28.9) <0.001
16 Months 293 241 (82.3) -45.9 (59.0) -98 -67.5 -38.3 12.7 1037 -46.0 (3.0) (-51.6, -39.8) -35.9 (5.0) (-45.0, -25.4) <0.001
20 Months 293 225 (76.8) -41.2 (64.4) -100 -68.7 -32.9 14.9 1661 -41.3 (3.4) (-47.6, -34.3) -31.3 (5.5) (-41.3, -19.7) <0.001
24 Months 293 208 (71.0) -49.3 (64.5) -100 -70.6 -41.6 15.0 840 -47.6 (3.1) (-53.3, -41.1) -42.1 (4.8) (-50.8, -31.9) <0.001
28 Months 293 139 (47.4) -47.4 (66.1) -99 -75.6 -42.4 19.7 866 -44.7 (3.8) (-51.6, -36.7) -40.5 (5.6) (-50.6, -28.3) <0.001
32 Months 293 68 (23.2) -30.2 (78.6) -97 -66.0 -24.0 36.0 579 -34.1 (6.0) (-44.9, -21.2) -34.5 (8.2) (-48.8, -16.3) <0.001
36 Months 293 12 (4.1) -46.7 (71.8) -98 -66.9 -29.6 7.7 309 -34.0 (13.1) (-55.4, -2.3) -36.0 (15.5) (-60.4, 3.4) 0.068

Placebo Baseline * 331 331 (100.0) 1571.9 (1230.8) 171 577.0 1212.0 2289.0 5340
14 days 331 318 (96.1) -7.3 (41.9) -93 -26.9 -6.5 16.4 266 -7.6 (4.6) (-16.2, 1.9)
2 Months 331 313 (94.6) -13.3 (43.8) -80 -34.8 -10.5 22.0 310 -13.0 (4.4) (-21.1, -4.0)
4 Months 331 306 (92.4) -6.9 (59.2) -93 -29.9 -3.1 33.3 454 -7.3 (4.7) (-16.1, 2.3)
8 Months 331 284 (85.8) -8.4 (72.9) -93 -43.8 -1.3 50.6 733 -8.0 (4.8) (-16.9, 1.8)
12 Months 331 272 (82.2) -13.2 (67.7) -96 -38.0 -6.4 38.8 510 -11.9 (4.7) (-20.5, -2.3)
16 Months 331 262 (79.2) -16.7 (79.8) -99 -49.3 -5.9 53.0 706 -15.8 (4.5) (-24.2, -6.4)
20 Months 331 242 (73.1) -15.9 (95.6) -100 -51.3 -3.2 58.6 888 -14.6 (4.7) (-23.4, -4.7)
24 Months 331 228 (68.9) -9.9 (100.9) -100 -45.9 2.8 66.7 583 -9.4 (5.2) (-19.0, 1.3)
28 Months 331 154 (46.5) -5.1 (116.0) -99 -49.0 2.1 122.1 1271 -7.0 (6.1) (-18.2, 5.7)
32 Months 331 77 (23.3) 11.2 (129.6) -97 -34.4 24.5 121.6 1007 0.7 (8.7) (-15.0, 19.2)
36 Months 331 26 (7.9) 15.5 (132.3) -97 -36.4 45.5 155.9 488 3.1 (14.4) (-21.7, 35.9)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

H: Baseline eGFR (cut-off 2)
>= 30 ml/min/1.73**2

Dapa 10 mg Interaction 0.574
Baseline * 1859 1859 (100.0) 1325.7 (1180.6) 23 448.0 920.0 1841.0 11905
14 days 1859 1801 (96.9) -34.1 (40.2) -100 -47.7 -29.5 -8.0 542 -34.0 (1.6) (-37.2, -30.7) -20.8 (2.8) (-26.1, -15.2) <0.001
2 Months 1859 1772 (95.3) -41.4 (46.6) -100 -57.5 -36.6 -10.2 1293 -41.1 (1.5) (-43.9, -38.1) -26.7 (2.6) (-31.6, -21.4) <0.001
4 Months 1859 1767 (95.1) -41.7 (51.1) -100 -60.0 -36.7 -4.1 1077 -41.6 (1.5) (-44.4, -38.6) -26.2 (2.6) (-31.1, -20.8) <0.001
8 Months 1859 1678 (90.3) -45.3 (58.3) -100 -66.0 -38.5 1.8 1174 -44.6 (1.4) (-47.3, -41.8) -33.3 (2.4) (-37.9, -28.4) <0.001
12 Months 1859 1631 (87.7) -46.9 (58.9) -100 -68.5 -40.2 1.9 1811 -46.5 (1.4) (-49.1, -43.8) -32.6 (2.5) (-37.2, -27.6) <0.001
16 Months 1859 1602 (86.2) -47.6 (60.7) -100 -70.8 -39.0 6.9 1099 -46.9 (1.4) (-49.5, -44.1) -30.0 (2.6) (-34.9, -24.8) <0.001
20 Months 1859 1553 (83.5) -46.2 (69.8) -100 -71.4 -34.2 19.7 1717 -45.0 (1.4) (-47.7, -42.1) -29.0 (2.6) (-34.1, -23.7) <0.001
24 Months 1859 1423 (76.5) -47.3 (69.5) -100 -72.1 -35.6 20.6 2583 -45.5 (1.5) (-48.3, -42.5) -28.9 (2.7) (-34.1, -23.4) <0.001
28 Months 1859 1033 (55.6) -50.7 (69.3) -100 -75.0 -40.5 16.0 1474 -46.9 (1.6) (-49.9, -43.8) -31.4 (2.9) (-36.8, -25.4) <0.001
32 Months 1859 624 (33.6) -44.0 (77.4) -100 -73.7 -29.8 34.5 1551 -45.2 (1.9) (-48.9, -41.3) -32.4 (3.4) (-38.9, -25.3) <0.001
36 Months 1859 221 (11.9) -42.4 (81.6) -100 -64.5 -28.2 16.2 1863 -42.1 (3.1) (-47.9, -35.7) -24.8 (5.8) (-35.4, -12.5) <0.001

Placebo Baseline * 1821 1821 (100.0) 1317.2 (1156.4) 124 471.5 911.0 1790.5 8963
14 days 1821 1772 (97.3) -16.9 (46.7) -99 -34.4 -12.7 12.9 1019 -16.7 (2.1) (-20.7, -12.5)
2 Months 1821 1741 (95.6) -19.7 (61.4) -100 -39.7 -12.8 20.1 1012 -19.6 (2.0) (-23.5, -15.6)
4 Months 1821 1727 (94.8) -21.2 (69.7) -100 -41.9 -12.5 26.4 914 -20.9 (2.0) (-24.7, -16.9)
8 Months 1821 1625 (89.2) -18.1 (83.8) -100 -44.4 -6.2 43.5 31863 -17.0 (2.1) (-21.1, -12.7)
12 Months 1821 1582 (86.9) -21.3 (83.1) -100 -50.2 -8.1 45.4 2469 -20.7 (2.1) (-24.6, -16.5)
16 Months 1821 1556 (85.4) -25.2 (88.3) -100 -54.4 -10.8 51.4 3031 -24.1 (2.0) (-27.9, -20.1)
20 Months 1821 1506 (82.7) -23.1 (98.7) -100 -52.8 -10.5 61.4 7281 -22.4 (2.1) (-26.4, -18.3)
24 Months 1821 1353 (74.3) -24.4 (99.6) -100 -54.8 -9.5 69.6 8761 -23.2 (2.1) (-27.3, -19.0)
28 Months 1821 981 (53.9) -24.5 (102.0) -100 -57.7 -4.2 69.6 2166 -22.7 (2.3) (-27.1, -18.0)
32 Months 1821 563 (30.9) -17.7 (110.0) -100 -53.8 -3.5 89.5 1788 -19.0 (3.0) (-24.6, -12.9)
36 Months 1821 203 (11.1) -18.5 (111.0) -99 -54.6 4.3 102.4 1110 -23.0 (4.3) (-31.0, -14.1)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

I: Baseline eGFR (cut-off 3)
< 60 ml/min/1.73**2

Dapa 10 mg Interaction 0.680
Baseline * 1918 1918 (100.0) 1385.4 (1204.3) 23 477.0 971.8 1943.5 11905
14 days 1918 1857 (96.8) -32.9 (40.8) -100 -46.3 -27.9 -7.0 542
2 Months 1918 1818 (94.8) -39.6 (44.1) -100 -56.7 -35.7 -10.3 742
4 Months 1918 1820 (94.9) -40.6 (49.8) -100 -59.1 -36.0 -2.7 566
8 Months 1918 1719 (89.6) -43.5 (57.5) -100 -64.6 -37.2 1.9 1106
12 Months 1918 1667 (86.9) -46.4 (57.9) -100 -68.4 -40.0 2.2 1811
16 Months 1918 1626 (84.8) -46.8 (60.8) -100 -69.8 -38.5 8.4 1099
20 Months 1918 1569 (81.8) -44.9 (69.9) -100 -70.8 -32.9 19.7 1717
24 Months 1918 1423 (74.2) -47.0 (68.3) -100 -71.4 -37.2 19.3 2583
28 Months 1918 986 (51.4) -49.8 (68.2) -100 -74.6 -42.3 16.5 1474
32 Months 1918 541 (28.2) -40.8 (76.3) -100 -72.8 -28.3 33.5 1551
36 Months 1918 184 (9.6) -42.1 (80.1) -100 -66.4 -29.0 14.6 1863

Placebo Baseline * 1932 1932 (100.0) 1369.6 (1169.8) 124 485.3 940.8 1896.5 7464
14 days 1932 1875 (97.0) -15.2 (45.7) -99 -32.3 -11.8 13.5 1019
2 Months 1932 1842 (95.3) -18.5 (59.1) -100 -38.2 -12.4 21.0 1012
4 Months 1932 1822 (94.3) -18.9 (68.9) -100 -40.1 -10.4 27.7 914
8 Months 1932 1705 (88.3) -15.6 (82.8) -100 -43.5 -5.9 46.5 31863
12 Months 1932 1659 (85.9) -20.3 (80.4) -100 -47.8 -7.4 45.4 1889
16 Months 1932 1624 (84.1) -22.5 (88.2) -100 -51.7 -8.7 52.8 2425
20 Months 1932 1558 (80.6) -20.1 (98.4) -100 -51.7 -9.0 61.9 3662
24 Months 1932 1402 (72.6) -21.9 (98.7) -100 -53.0 -6.0 68.7 2666
28 Months 1932 968 (50.1) -19.3 (106.7) -100 -54.4 -1.2 87.5 2166
32 Months 1932 522 (27.0) -11.9 (114.8) -100 -49.6 4.5 102.7 1788
36 Months 1932 185 (9.6) -12.9 (117.4) -99 -48.9 9.9 111.1 1110



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

I: Baseline eGFR (cut-off 3)
>= 60 ml/min/1.73**2

Dapa 10 mg Interaction 0.680
Baseline * 234 234 (100.0) 1250.0 (1139.4) 139 433.0 861.3 1734.0 6094
14 days 234 228 (97.4) -35.6 (39.2) -94 -51.0 -32.3 -7.0 380 -35.3 (5.0) (-44.4, -24.7) -21.4 (8.7) (-36.8, -2.3) 0.030
2 Months 234 229 (97.9) -42.7 (59.8) -100 -57.8 -32.3 -5.7 1293 -42.6 (4.4) (-50.6, -33.2) -27.5 (8.1) (-41.7, -9.8) 0.004
4 Months 234 228 (97.4) -42.7 (59.4) -100 -58.9 -36.2 -6.3 1077 -43.5 (4.4) (-51.4, -34.2) -27.2 (8.1) (-41.5, -9.5) 0.004
8 Months 234 224 (95.7) -48.1 (63.8) -100 -68.2 -39.1 4.9 1174 -47.8 (4.0) (-55.2, -39.2) -30.9 (7.7) (-44.5, -13.9) <0.001
12 Months 234 217 (92.7) -50.3 (58.9) -100 -70.9 -44.1 -7.1 847 -50.4 (3.9) (-57.5, -42.2) -39.6 (6.8) (-51.7, -24.7) <0.001
16 Months 234 217 (92.7) -51.8 (58.2) -100 -74.3 -45.7 5.3 828 -51.7 (3.8) (-58.6, -43.7) -26.1 (8.4) (-40.9, -7.7) 0.008
20 Months 234 209 (89.3) -51.0 (65.2) -100 -74.1 -39.7 17.3 865 -51.4 (3.9) (-58.4, -43.2) -23.3 (8.8) (-38.7, -3.9) 0.021
24 Months 234 208 (88.9) -51.3 (71.6) -100 -74.8 -34.1 21.2 1140 -51.1 (3.9) (-58.1, -42.8) -32.4 (7.8) (-46.2, -15.1) <0.001
28 Months 234 186 (79.5) -52.7 (72.5) -100 -78.4 -34.5 18.4 836 -51.9 (3.9) (-59.1, -43.5) -27.2 (8.7) (-42.4, -8.1) 0.008
32 Months 234 151 (64.5) -49.4 (80.2) -100 -75.6 -33.4 42.0 781 -52.7 (4.1) (-60.0, -43.9) -36.0 (8.2) (-50.2, -17.7) <0.001
36 Months 234 49 (20.9) -44.3 (84.6) -100 -58.8 -26.1 16.6 606 -39.5 (7.3) (-52.3, -23.4) -1.1 (17.3) (-29.9, 39.4) 0.947

Placebo Baseline * 220 220 (100.0) 1239.8 (1182.2) 130 443.5 901.0 1601.3 8963
14 days 220 215 (97.7) -18.0 (51.1) -96 -40.1 -15.0 15.0 901 -17.7 (6.6) (-29.6, -3.7)
2 Months 220 212 (96.4) -20.7 (62.2) -99 -42.2 -12.4 17.1 376 -20.8 (6.3) (-32.3, -7.4)
4 Months 220 211 (95.9) -22.2 (69.6) -100 -42.8 -15.4 20.8 438 -22.3 (6.2) (-33.6, -9.1)
8 Months 220 204 (92.7) -25.9 (80.2) -100 -51.0 -7.4 33.3 1251 -24.5 (6.1) (-35.6, -11.6)
12 Months 220 195 (88.6) -18.9 (90.6) -100 -54.7 -7.7 32.8 2469 -17.9 (6.7) (-30.0, -3.6)
16 Months 220 194 (88.2) -35.4 (80.7) -100 -62.7 -20.8 32.0 3031 -34.6 (5.4) (-44.4, -23.2)
20 Months 220 190 (86.4) -36.8 (93.9) -100 -64.1 -15.0 53.4 7281 -36.6 (5.3) (-46.1, -25.4)
24 Months 220 179 (81.4) -26.9 (109.5) -100 -57.6 -9.5 93.0 8761 -27.6 (6.1) (-38.7, -14.6)
28 Months 220 167 (75.9) -37.0 (88.8) -100 -68.1 -14.2 56.8 873 -33.9 (5.7) (-44.2, -21.7)
32 Months 220 118 (53.6) -25.8 (103.1) -100 -55.2 -8.3 69.8 941 -26.0 (7.0) (-38.5, -10.9)
36 Months 220 44 (20.0) -24.4 (100.3) -99 -56.2 5.1 79.5 1084 -38.8 (7.8) (-52.4, -21.5)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

J: Baseline systolic blood pressure
<= 130 mmHg

Dapa 10 mg Interaction 0.098
Baseline * 793 793 (100.0) 1132.9 (1023.7) 46 397.5 751.0 1566.0 6099
14 days 793 765 (96.5) -31.8 (41.7) -99 -46.3 -26.0 -3.9 356 -31.9 (2.5) (-36.6, -26.8) -21.7 (4.1) (-29.4, -13.2) <0.001
2 Months 793 742 (93.6) -37.1 (51.2) -100 -54.7 -30.2 -3.5 1293 -36.7 (2.3) (-41.2, -32.0) -26.7 (3.9) (-33.9, -18.6) <0.001
4 Months 793 745 (93.9) -37.2 (58.4) -100 -56.0 -30.7 4.4 525 -37.3 (2.3) (-41.7, -32.5) -32.9 (3.6) (-39.5, -25.5) <0.001
8 Months 793 699 (88.1) -38.9 (68.6) -100 -62.1 -27.3 19.6 1106 -37.6 (2.4) (-42.0, -32.8) -35.4 (3.5) (-41.9, -28.1) <0.001
12 Months 793 683 (86.1) -41.8 (65.2) -100 -64.3 -36.0 10.8 1811 -41.5 (2.2) (-45.7, -37.0) -37.2 (3.4) (-43.6, -30.0) <0.001
16 Months 793 673 (84.9) -40.6 (69.0) -100 -65.0 -32.6 18.1 1099 -40.1 (2.3) (-44.5, -35.4) -36.3 (3.5) (-42.9, -29.0) <0.001
20 Months 793 653 (82.3) -40.6 (78.1) -100 -68.1 -21.8 35.4 1717 -39.4 (2.4) (-43.9, -34.6) -38.6 (3.4) (-45.0, -31.4) <0.001
24 Months 793 590 (74.4) -43.7 (74.2) -100 -68.8 -26.2 28.0 1140 -40.9 (2.4) (-45.4, -36.1) -37.5 (3.6) (-44.2, -30.0) <0.001
28 Months 793 414 (52.2) -45.4 (76.0) -100 -70.2 -34.4 27.1 836 -39.7 (2.7) (-44.7, -34.1) -39.9 (3.9) (-47.0, -31.8) <0.001
32 Months 793 242 (30.5) -34.3 (90.2) -100 -67.3 -15.9 57.1 1097 -34.9 (3.5) (-41.5, -27.5) -38.3 (4.8) (-47.1, -28.1) <0.001
36 Months 793 84 (10.6) -32.7 (102.1) -100 -51.2 -19.7 52.3 1418 -33.8 (5.6) (-43.9, -22.0) -26.8 (8.5) (-41.7, -8.2) 0.007

Placebo Baseline * 749 749 (100.0) 1129.2 (999.9) 133 428.5 756.5 1477.5 5834
14 days 749 723 (96.5) -13.0 (44.0) -94 -31.5 -9.8 16.4 450 -13.0 (3.3) (-19.2, -6.2)
2 Months 749 713 (95.2) -13.4 (59.3) -100 -33.6 -9.9 24.8 524 -13.7 (3.3) (-19.9, -7.1)
4 Months 749 710 (94.8) -6.7 (67.9) -100 -32.0 -0.3 40.9 914 -6.5 (3.6) (-13.2, 0.7)
8 Months 749 652 (87.0) -4.6 (85.1) -100 -34.2 4.0 57.1 31863 -3.4 (3.8) (-10.5, 4.3)
12 Months 749 639 (85.3) -6.9 (87.0) -100 -38.7 2.2 59.6 1889 -6.9 (3.7) (-13.8, 0.6)
16 Months 749 628 (83.8) -7.4 (96.1) -100 -41.1 5.8 75.0 3031 -6.0 (3.7) (-13.0, 1.7)
20 Months 749 608 (81.2) -1.5 (115.4) -100 -35.7 11.7 86.7 7281 -1.4 (4.0) (-8.9, 6.7)
24 Months 749 544 (72.6) -5.3 (115.3) -100 -40.7 9.8 89.5 8761 -5.5 (4.0) (-12.9, 2.6)
28 Months 749 378 (50.5) -0.3 (124.6) -100 -40.8 12.2 118.6 2166 0.3 (4.7) (-8.4, 10.0)
32 Months 749 230 (30.7) 8.3 (148.8) -100 -36.4 30.5 135.4 1788 5.6 (5.9) (-5.4, 17.9)
36 Months 749 98 (13.1) -12.2 (126.3) -99 -41.6 9.9 132.2 869 -9.6 (7.2) (-22.6, 5.7)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

J: Baseline systolic blood pressure
> 130 mmHg

Dapa 10 mg Interaction 0.098
Baseline * 1359 1359 (100.0) 1509.4 (1268.7) 23 514.0 1095.5 2149.0 11905
14 days 1359 1320 (97.1) -33.9 (40.0) -100 -47.3 -29.4 -8.9 542
2 Months 1359 1305 (96.0) -41.5 (43.6) -100 -57.4 -37.1 -12.4 742
4 Months 1359 1303 (95.9) -42.9 (46.9) -100 -60.3 -38.8 -7.4 1077
8 Months 1359 1244 (91.5) -46.7 (52.9) -100 -67.0 -41.5 -5.6 1174
12 Months 1359 1201 (88.4) -49.6 (54.2) -100 -70.7 -42.9 -4.7 839
16 Months 1359 1170 (86.1) -50.9 (55.9) -100 -74.3 -43.7 3.0 847
20 Months 1359 1125 (82.8) -48.3 (64.5) -100 -72.3 -39.0 11.3 1226
24 Months 1359 1041 (76.6) -49.6 (65.9) -100 -73.8 -39.9 13.3 2583
28 Months 1359 758 (55.8) -52.7 (65.3) -100 -77.7 -43.0 14.1 1474
32 Months 1359 450 (33.1) -46.9 (71.6) -100 -75.9 -34.2 24.5 1551
36 Months 1359 149 (11.0) -47.5 (70.5) -99 -69.2 -32.9 7.8 1863

Placebo Baseline * 1403 1403 (100.0) 1477.6 (1236.8) 124 538.0 1062.0 2069.0 8963
14 days 1403 1367 (97.4) -16.9 (47.3) -99 -33.8 -12.6 11.8 1019
2 Months 1403 1341 (95.6) -21.5 (59.1) -100 -41.9 -13.3 18.5 1012
4 Months 1403 1323 (94.3) -25.2 (67.7) -100 -46.2 -14.9 21.0 716
8 Months 1403 1257 (89.6) -22.4 (80.3) -100 -47.6 -9.9 38.7 1399
12 Months 1403 1215 (86.6) -26.3 (77.7) -100 -53.7 -14.1 36.3 2469
16 Months 1403 1190 (84.8) -31.5 (81.7) -100 -58.0 -17.6 38.2 2425
20 Months 1403 1140 (81.3) -31.3 (88.8) -100 -59.2 -16.5 51.9 2295
24 Months 1403 1037 (73.9) -30.2 (92.0) -100 -59.4 -15.5 56.2 2666
28 Months 1403 757 (54.0) -31.2 (93.7) -100 -61.9 -15.0 58.0 1406
32 Months 1403 410 (29.2) -25.3 (94.9) -100 -60.5 -16.9 74.7 1007
36 Months 1403 131 (9.3) -17.4 (104.9) -99 -56.6 6.5 92.5 1110



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

K: Treatment at randomisation
ACE-I only

Dapa 10 mg Interaction 0.323
Baseline * 650 650 (100.0) 1303.8 (1163.0) 134 440.0 893.3 1792.5 6052
14 days 650 637 (98.0) -31.4 (42.0) -100 -45.7 -26.4 -4.8 266 -31.6 (3.0) (-37.2, -25.4) -20.3 (5.0) (-29.4, -9.9) <0.001
2 Months 650 630 (96.9) -39.9 (50.0) -100 -56.6 -35.3 -8.8 1293 -39.9 (2.7) (-44.8, -34.4) -24.7 (4.7) (-33.4, -14.9) <0.001
4 Months 650 629 (96.8) -44.6 (55.1) -100 -61.3 -38.8 -2.7 566 -44.7 (2.4) (-49.3, -39.7) -28.1 (4.5) (-36.4, -18.7) <0.001
8 Months 650 606 (93.2) -46.5 (63.5) -100 -68.6 -38.5 6.2 630 -46.2 (2.4) (-50.7, -41.2) -32.2 (4.3) (-40.1, -23.2) <0.001
12 Months 650 586 (90.2) -48.9 (60.6) -100 -70.5 -38.8 0.5 847 -49.0 (2.3) (-53.3, -44.3) -32.3 (4.3) (-40.3, -23.2) <0.001
16 Months 650 579 (89.1) -46.6 (62.8) -100 -72.0 -33.8 11.3 847 -46.4 (2.4) (-51.0, -41.4) -27.3 (4.7) (-35.9, -17.5) <0.001
20 Months 650 552 (84.9) -49.8 (68.7) -100 -74.3 -34.9 20.8 1717 -49.0 (2.4) (-53.4, -44.2) -32.9 (4.4) (-41.0, -23.7) <0.001
24 Months 650 507 (78.0) -54.0 (68.4) -100 -77.5 -38.9 17.0 2583 -52.0 (2.3) (-56.2, -47.3) -34.2 (4.4) (-42.4, -24.9) <0.001
28 Months 650 370 (56.9) -56.9 (67.7) -100 -79.8 -43.8 15.3 868 -54.2 (2.4) (-58.6, -49.2) -38.3 (4.6) (-46.7, -28.7) <0.001
32 Months 650 217 (33.4) -52.5 (74.3) -100 -78.4 -30.6 31.4 1208 -54.1 (2.9) (-59.4, -48.0) -46.1 (4.9) (-54.9, -35.6) <0.001
36 Months 650 80 (12.3) -47.6 (85.4) -100 -72.9 -29.0 21.4 1863 -49.1 (4.9) (-57.8, -38.6) -32.0 (9.5) (-48.3, -10.5) 0.006

Placebo Baseline * 654 654 (100.0) 1274.2 (1084.8) 124 473.0 906.5 1705.5 6961
14 days 654 635 (97.1) -14.7 (46.0) -96 -31.2 -11.0 13.6 284 -14.2 (3.8) (-21.3, -6.4)
2 Months 654 622 (95.1) -20.1 (59.3) -100 -37.8 -13.1 20.2 619 -20.1 (3.5) (-26.7, -12.9)
4 Months 654 622 (95.1) -23.9 (68.5) -100 -44.9 -12.6 26.0 853 -23.2 (3.4) (-29.6, -16.2)
8 Months 654 602 (92.0) -21.8 (79.1) -100 -50.6 -9.8 38.5 1399 -20.6 (3.6) (-27.3, -13.3)
12 Months 654 577 (88.2) -25.9 (79.7) -100 -54.4 -8.5 44.5 945 -24.6 (3.4) (-31.1, -17.6)
16 Months 654 564 (86.2) -28.0 (88.0) -100 -58.6 -11.7 56.1 2425 -26.3 (3.4) (-32.6, -19.4)
20 Months 654 547 (83.6) -25.2 (94.2) -100 -55.5 -13.3 56.9 2295 -24.0 (3.5) (-30.6, -16.7)
24 Months 654 496 (75.8) -28.7 (96.3) -100 -56.8 -11.0 56.6 2666 -26.9 (3.5) (-33.5, -19.8)
28 Months 654 353 (54.0) -25.0 (110.9) -100 -59.2 2.2 77.5 2166 -25.7 (3.9) (-33.0, -17.5)
32 Months 654 199 (30.4) -15.7 (118.1) -100 -55.2 -2.2 107.4 1278 -14.8 (5.6) (-25.0, -3.1)
36 Months 654 69 (10.6) -26.6 (101.3) -99 -54.6 -0.7 78.4 754 -25.2 (7.6) (-38.8, -8.6)



Source Data: ALB, created on: 19APR2021.
Data were log transformed for analysis. Results are based on exponentiation of model estimates.
SE = Standard error. NE = Not evaluable. Covariance structure was changed to Toeplitz structure to avoid convergence issues.
CI = Confidence interval. Dapa = Dapagliflozin. FAS = Full analysis set. LS = Least squares. SD = Standard deviation.
p-value = test for interaction/treatment effect. i = significant interaction. * = actual values at time point Baseline.
Note: N = total patient number. n = number of patients with nonmissing baseline at given time point included in statistical model
_________________________________________________________________________________________________________________________________
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Table T1UACR_FSCS: Percent changes from baseline in UACR by subgroup
FAS

Repeated measures analysis

Percent change from baseline
Percent change from

baseline Treatment Difference
Treatment
group

Time
point N n (%) Mean (SD) Min Q25 Q50 Q75 Max LS-Mean (SE) 95% CI LS-Mean (SE) 95% CI p-value

K: Treatment at randomisation
ARB only

Dapa 10 mg Interaction 0.323
Baseline * 1421 1421 (100.0) 1397.3 (1213.6) 23 484.0 996.0 1957.5 11905
14 days 1421 1374 (96.7) -34.0 (40.0) -100 -46.9 -29.2 -8.0 542 -33.7 (1.8) (-37.1, -30.1) -21.0 (3.0) (-26.7, -14.8) <0.001
2 Months 1421 1341 (94.4) -40.0 (44.9) -100 -56.9 -35.2 -9.6 742 -39.6 (1.6) (-42.8, -36.3) -25.9 (2.9) (-31.3, -20.0) <0.001
4 Months 1421 1345 (94.7) -39.3 (48.2) -100 -57.8 -35.5 -4.0 1077 -39.2 (1.7) (-42.3, -35.8) -26.0 (2.9) (-31.4, -20.1) <0.001
8 Months 1421 1272 (89.5) -42.6 (55.9) -100 -63.4 -36.6 0.9 1174 -41.8 (1.6) (-44.9, -38.5) -32.7 (2.6) (-37.7, -27.3) <0.001
12 Months 1421 1236 (87.0) -45.8 (57.2) -100 -68.0 -40.8 2.9 1811 -45.3 (1.5) (-48.2, -42.2) -33.9 (2.6) (-38.9, -28.5) <0.001
16 Months 1421 1205 (84.8) -47.4 (60.3) -100 -69.6 -40.5 5.9 1099 -46.8 (1.5) (-49.7, -43.8) -32.8 (2.7) (-37.9, -27.2) <0.001
20 Months 1421 1169 (82.3) -43.8 (69.6) -100 -69.4 -32.3 16.6 1661 -42.6 (1.6) (-45.8, -39.3) -28.1 (2.9) (-33.7, -22.2) <0.001
24 Months 1421 1068 (75.2) -43.8 (68.1) -100 -69.8 -35.1 21.4 1037 -42.2 (1.7) (-45.4, -38.7) -29.0 (3.0) (-34.6, -22.9) <0.001
28 Months 1421 759 (53.4) -46.9 (68.9) -100 -72.4 -38.7 18.0 877 -42.8 (1.9) (-46.3, -39.0) -29.8 (3.3) (-35.9, -23.1) <0.001
32 Months 1421 446 (31.4) -36.4 (77.4) -100 -67.2 -28.1 36.8 1097 -38.0 (2.5) (-42.6, -33.0) -24.2 (4.3) (-32.2, -15.3) <0.001
36 Months 1421 144 (10.1) -37.6 (79.3) -100 -59.2 -25.9 12.8 1418 -36.6 (4.0) (-43.9, -28.3) -23.1 (6.7) (-35.3, -8.7) 0.003

Placebo Baseline * 1399 1399 (100.0) 1387.3 (1200.3) 126 488.5 946.5 1936.0 8963
14 days 1399 1364 (97.5) -16.1 (46.8) -99 -34.1 -12.6 13.5 1019 -16.1 (2.3) (-20.5, -11.5)
2 Months 1399 1338 (95.6) -18.8 (59.7) -100 -39.3 -12.2 20.1 1012 -18.6 (2.2) (-22.8, -14.1)
4 Months 1399 1319 (94.3) -18.1 (68.9) -100 -40.0 -11.0 27.1 914 -17.8 (2.3) (-22.1, -13.3)
8 Months 1399 1227 (87.7) -14.5 (84.8) -100 -42.3 -3.4 47.9 31863 -13.5 (2.4) (-18.1, -8.6)
12 Months 1399 1196 (85.5) -17.8 (82.3) -100 -46.2 -7.0 44.6 2469 -17.3 (2.3) (-21.7, -12.5)
16 Months 1399 1175 (84.0) -21.8 (86.7) -100 -50.5 -9.9 47.8 3031 -20.9 (2.3) (-25.2, -16.3)
20 Months 1399 1130 (80.8) -21.0 (100.9) -100 -51.3 -7.3 64.2 7281 -20.2 (2.3) (-24.6, -15.5)
24 Months 1399 1023 (73.1) -19.6 (102.7) -100 -52.3 -4.0 75.8 8761 -18.6 (2.4) (-23.2, -13.6)
28 Months 1399 735 (52.5) -21.0 (101.3) -100 -55.9 -5.3 82.4 1377 -18.5 (2.7) (-23.6, -13.0)
32 Months 1399 418 (29.9) -15.2 (110.2) -100 -50.5 6.1 88.8 1788 -18.2 (3.3) (-24.4, -11.4)
36 Months 1399 153 (10.9) -7.5 (121.4) -99 -49.9 21.5 111.7 1110 -17.6 (5.1) (-26.9, -7.0)



F1UACR_FSFA: Course of UACR by subgroup age 
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Figure F1UACR_FSFA: Course of percent change in UACR by subgroup age 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFA: Course of percent change in UACR by subgroup age 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1UACR_FSFB: Course of UACR by subgroup sex 
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Figure F1UACR_FSFB: Course of percent change in UACR by subgroup sex 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFB: Course of percent change in UACR by subgroup sex 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1UACR_FSFC: Course of UACR by subgroup race 
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Figure F1UACR_FSFC: Course of percent change in UACR by subgroup race 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFC: Course of percent change in UACR by subgroup race 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFC: Course of percent change in UACR by subgroup race 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFC: Course of percent change in UACR by subgroup race 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1UACR_FSFD: Course of UACR by subgroup region 
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Figure F1UACR_FSFD: Course of percent change in UACR by subgroup region 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFD: Course of percent change in UACR by subgroup region 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  



ASTRA ZENECA Page 3 of 4 
Value Dossier Analysis: D169AC0001 Program Name: F1UACR_FSF.sas 
Data Cut Date: 17JUL2020 Run Date: 08JUN2021:12:32:17 

 
Figure F1UACR_FSFD: Course of percent change in UACR by subgroup region 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFD: Course of percent change in UACR by subgroup region 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1UACR_FSFE: Course of UACR by subgroup T2DM 
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Figure F1UACR_FSFE: Course of percent change in UACR by T2DM 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFE: Course of percent change in UACR by T2DM 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1UACR_FSFF: Course of UACR by subgroup UACR status 
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Figure F1UACR_FSFF: Course of percent change in UACR by subgroup UACR status 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFF: Course of percent change in UACR by subgroup UACR status 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1UACR_FSFG: Course of UACR by subgroup UACR (cutoff 1) 
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Figure F1UACR_FSFG: Course of percent change in UACR by subgroup UACR (cutoff 1) 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1UACR_FSF.sas 
Data Cut Date: 17JUL2020 Run Date: 08JUN2021:12:32:17 

 
Figure F1UACR_FSFG: Course of percent change in UACR by subgroup UACR (cutoff 1) 
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_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1UACR_FSFH: Course of UACR by subgroup UACR (cutoff 2) 
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Figure F1UACR_FSFH: Course of percent change in UACR by subgroup UACR (cutoff 2) 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFH: Course of percent change in UACR by subgroup UACR (cutoff 2) 
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Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1UACR_FSFI: Course of UACR by subgroup UACR (cutoff 3) 
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Figure F1UACR_FSFI: Course of percent change in UACR by subgroup UACR (cutoff 3) 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFI: Course of percent change in UACR by subgroup UACR (cutoff 3) 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1UACR_FSFJ: Course of UACR by subgroup systolic blood pressure 
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Figure F1UACR_FSFJ: Course of percent change in UACR by subgroup systolic blood pressure 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFJ: Course of percent change in UACR by subgroup systolic blood pressure 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



F1UACR_FSFK: Course of UACR by subgroup treatment at randomisation 
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Figure F1UACR_FSFK: Course of percent change in UACR by subgroup treatment at randomisation 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 
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Figure F1UACR_FSFK: Course of percent change in UACR by subgroup treatment at randomisation 

FAS 
 

 
_______________________________________________________________________________________________________________ 
Symbols present least square mean, bars lower and upper limits of estimated 95% confidence interval of repeated measurements model.                                
No graph is displayed, if the corresponding MMRM models failed to converge. 
Source Table: T1UACR_FSCS 
Source Data: alb, created on: 19APR21:16:01:13. 

  
 



T1CHHF_FSTS: Time to composite endpoint of CV death and hospitalisation for heart failure by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1CHHF_FSTS: Time to composite endpoint of CV death and hospitalisation for heart failure by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
CV death and hospitalisation
for heart failure N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

A: Age 0.744
<= 65 years 1247 43(3.4) 1204(96.6) 26.6 1.6 1239 63(5.1) 1176(94.9) 26.2 2.4 0.669 (0.454, 0.986) 0.041
> 65 years 905 57(6.3) 848(93.7) 19.7 2.9 913 75(8.2) 838(91.8) 19.3 3.9 0.729 (0.516, 1.029) 0.071

B: Sex 0.034 *
Male 1443 75(5.2) 1368(94.8) 30.6 2.5 1436 88(6.1) 1348(93.9) 30.2 2.9 0.857 (0.630, 1.167) 0.327
Female 709 25(3.5) 684(96.5) 15.7 1.6 716 50(7.0) 666(93.0) 15.2 3.3 0.466 (0.288, 0.754) 0.001

C: Race 0.482
White 1124 71(6.3) 1053(93.7) 25.7 2.8 1166 100(8.6) 1066(91.4) 26.0 3.8 0.715 (0.527, 0.970) 0.030
Black or African American 104 4(3.8) 100(96.2) 2.4 1.6 87 9(10.3) 78(89.7) 1.9 4.8 0.311 (0.095, 1.018) 0.042
Asian 749 16(2.1) 733(97.9) 14.2 1.1 718 18(2.5) 700(97.5) 13.5 1.3 0.844 (0.430, 1.657) 0.622
Other 175 9(5.1) 166(94.9) 4.0 2.3 181 11(6.1) 170(93.9) 4.1 2.7 0.831 (0.341, 2.024) 0.682

D: Region 0.387
Asia 692 14(2.0) 678(98.0) 12.9 1.1 654 17(2.6) 637(97.4) 11.9 1.4 0.773 (0.381, 1.568) 0.474
Europe 610 33(5.4) 577(94.6) 14.0 2.4 623 59(9.5) 564(90.5) 14.0 4.2 0.566 (0.369, 0.868) 0.008
North America 401 28(7.0) 373(93.0) 9.2 3.0 412 38(9.2) 374(90.8) 9.0 4.2 0.733 (0.450, 1.196) 0.212
Latin/South America 449 25(5.6) 424(94.4) 10.3 2.4 463 24(5.2) 439(94.8) 10.5 2.3 1.039 (0.593, 1.819) 0.895

E: Type 2 diabetes at
baseline

0.782

Yes 1455 85(5.8) 1370(94.2) 32.0 2.7 1451 119(8.2) 1332(91.8) 31.2 3.8 0.700 (0.530, 0.924) 0.012
No 697 15(2.2) 682(97.8) 14.3 1.0 701 19(2.7) 682(97.3) 14.3 1.3 0.790 (0.401, 1.555) 0.494

F: Baseline UACR status 0.990
> 1000 mg/g 1048 59(5.6) 989(94.4) 22.4 2.6 1031 79(7.7) 952(92.3) 21.5 3.7 0.705 (0.503, 0.988) 0.042
<= 1000 mg/g 1104 41(3.7) 1063(96.3) 24.0 1.7 1121 59(5.3) 1062(94.7) 23.9 2.5 0.704 (0.473, 1.049) 0.083



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1CHHF_FSTS: Time to composite endpoint of CV death and hospitalisation for heart failure by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
CV death and hospitalisation
for heart failure N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.114
< 45 ml/min/1.73**2 1272 71(5.6) 1201(94.4) 26.7 2.7 1250 82(6.6) 1168(93.4) 25.5 3.2 0.818 (0.595, 1.125) 0.215
>= 45 ml/min/1.73**2 880 29(3.3) 851(96.7) 19.6 1.5 902 56(6.2) 846(93.8) 20.0 2.8 0.522 (0.333, 0.817) 0.004

H: Baseline eGFR (cut-off 2) 0.631
< 30 ml/min/1.73**2 293 18(6.1) 275(93.9) 6.1 2.9 331 24(7.3) 307(92.7) 6.6 3.6 0.828 (0.448, 1.530) 0.546
>= 30 ml/min/1.73**2 1859 82(4.4) 1777(95.6) 40.2 2.0 1821 114(6.3) 1707(93.7) 38.8 2.9 0.691 (0.520, 0.918) 0.010

I: Baseline eGFR (cut-off 3) 0.326
< 60 ml/min/1.73**2 1918 88(4.6) 1830(95.4) 40.5 2.2 1932 128(6.6) 1804(93.4) 40.1 3.2 0.682 (0.520, 0.894) 0.005
>= 60 ml/min/1.73**2 234 12(5.1) 222(94.9) 5.8 2.1 220 10(4.5) 210(95.5) 5.3 1.9 1.036 (0.447, 2.401) 0.933

J: Baseline systolic blood
pressure

0.955

<= 130 mmHg 793 24(3.0) 769(97.0) 16.7 1.4 749 32(4.3) 717(95.7) 15.6 2.0 0.699 (0.411, 1.187) 0.182
> 130 mmHg 1359 76(5.6) 1283(94.4) 29.6 2.6 1403 106(7.6) 1297(92.4) 29.8 3.6 0.716 (0.534, 0.962) 0.026

K: Treatment at randomisation 0.937
ACE-I only 650 43(6.6) 607(93.4) 14.5 3.0 654 56(8.6) 598(91.4) 14.1 4.0 0.730 (0.490, 1.087) 0.120
ARB only 1421 54(3.8) 1367(96.2) 30.3 1.8 1399 74(5.3) 1325(94.7) 29.4 2.5 0.711 (0.500, 1.009) 0.055



F1CHHF_FSKA: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup age 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1CHHF_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:16:32:12 

 
Figure F1CHHF_FSKA: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 43 events, Placebo 63 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKA: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 57 events, Placebo 75 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CHHF_FSKB: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup sex 
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Figure F1CHHF_FSKB: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 75 events, Placebo 88 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKB: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 25 events, Placebo 50 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CHHF_FSKC: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup race 
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Figure F1CHHF_FSKC: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 71 events, Placebo 100 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKC: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 4 events, Placebo 9 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKC: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 16 events, Placebo 18 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKC: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 9 events, Placebo 11 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CHHF_FSKD: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup region 
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Figure F1CHHF_FSKD: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 14 events, Placebo 17 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKD: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 33 events, Placebo 59 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKD: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 28 events, Placebo 38 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKD: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 25 events, Placebo 24 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CHHF_FSKE: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup T2DM 
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Figure F1CHHF_FSKE: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 85 events, Placebo 119 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKE: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 15 events, Placebo 19 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CHHF_FSKF: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup UACR status 
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Figure F1CHHF_FSKF: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 59 events, Placebo 79 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKF: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 41 events, Placebo 59 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CHHF_FSKG: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup eGFR (cutoff 1) 
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Figure F1CHHF_FSKG: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 71 events, Placebo 82 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKG: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 29 events, Placebo 56 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CHHF_FSKH: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup eGFR (cutoff 2) 
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Figure F1CHHF_FSKH: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 18 events, Placebo 24 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKH: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 82 events, Placebo 114 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CHHF_FSKI: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup eGFR (cutoff 3) 
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Figure F1CHHF_FSKI: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 88 events, Placebo 128 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1CHHF_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:16:32:12 

 
Figure F1CHHF_FSKI: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 12 events, Placebo 10 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CHHF_FSKJ: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup systolic blood 
pressure 
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Figure F1CHHF_FSKJ: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup systolic blood 

pressure 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 24 events, Placebo 32 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKJ: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup systolic blood 

pressure 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 76 events, Placebo 106 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CHHF_FSKK: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup treatment at 
randomisation 
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Figure F1CHHF_FSKK: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup treatment at 

randomisation 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 43 events, Placebo 56 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CHHF_FSKK: Kaplan-Meier plot of composite endpoint of CV death and hospitalisation for heart failure by subgroup treatment at 

randomisation 
FAS 

 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 54 events, Placebo 74 events 
Source Table: T1CHHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1HHF_FSTS: Time to hospitalisation for heart failure by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1HHF_FSTS: Time to hospitalisation for heart failure by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to hospitalisation for
heart failure N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.334
<= 65 years 1247 12(1.0) 1235(99.0) 26.6 0.5 1239 30(2.4) 1209(97.6) 26.2 1.1 0.385 (0.197, 0.753) 0.004
> 65 years 905 25(2.8) 880(97.2) 19.7 1.3 913 41(4.5) 872(95.5) 19.3 2.1 0.579 (0.352, 0.953) 0.030

B: Sex 0.002 *
Male 1443 33(2.3) 1410(97.7) 30.6 1.1 1436 45(3.1) 1391(96.9) 30.2 1.5 0.737 (0.470, 1.154) 0.181
Female 709 4(0.6) 705(99.4) 15.7 0.3 716 26(3.6) 690(96.4) 15.2 1.7 0.139 (0.049, 0.399) <0.001

C: Race 0.327
White 1124 27(2.4) 1097(97.6) 25.7 1.0 1166 56(4.8) 1110(95.2) 26.0 2.2 0.486 (0.307, 0.769) 0.002
Black or African American 104 3(2.9) 101(97.1) 2.4 1.2 87 5(5.7) 82(94.3) 1.9 2.7 0.393 (0.092, 1.679) 0.193
Asian 749 4(0.5) 745(99.5) 14.2 0.3 718 9(1.3) 709(98.7) 13.5 0.7 0.445 (0.137, 1.447) 0.166
Other 175 3(1.7) 172(98.3) 4.0 0.8 181 1(0.6) 180(99.4) 4.1 0.2 1.974 (0.189, NE) 0.563

D: Region 0.455
Asia 692 3(0.4) 689(99.6) 12.9 0.2 654 9(1.4) 645(98.6) 11.9 0.8 0.317 (0.086, 1.174) 0.070
Europe 610 14(2.3) 596(97.7) 14.0 1.0 623 35(5.6) 588(94.4) 14.0 2.5 0.401 (0.215, 0.747) 0.003
North America 401 16(4.0) 385(96.0) 9.2 1.7 412 21(5.1) 391(94.9) 9.0 2.3 0.763 (0.397, 1.463) 0.414
Latin/South America 449 4(0.9) 445(99.1) 10.3 0.4 463 6(1.3) 457(98.7) 10.5 0.6 0.662 (0.186, 2.350) 0.520

E: Type 2 diabetes at
baseline

0.328

Yes 1455 31(2.1) 1424(97.9) 32.0 1.0 1451 64(4.4) 1387(95.6) 31.2 2.1 0.473 (0.308, 0.727) <0.001
No 697 6(0.9) 691(99.1) 14.3 0.4 701 7(1.0) 694(99.0) 14.3 0.5 0.867 (0.291, 2.582) 0.797

F: Baseline UACR status 0.992
> 1000 mg/g 1048 21(2.0) 1027(98.0) 22.4 0.9 1031 39(3.8) 992(96.2) 21.5 1.8 0.507 (0.298, 0.862) 0.011
<= 1000 mg/g 1104 16(1.4) 1088(98.6) 24.0 0.7 1121 32(2.9) 1089(97.1) 23.9 1.3 0.505 (0.277, 0.921) 0.023



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1HHF_FSTS: Time to hospitalisation for heart failure by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to hospitalisation for
heart failure N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.166
< 45 ml/min/1.73**2 1272 27(2.1) 1245(97.9) 26.7 1.0 1250 41(3.3) 1209(96.7) 25.5 1.6 0.615 (0.378, 1.001) 0.048
>= 45 ml/min/1.73**2 880 10(1.1) 870(98.9) 19.6 0.5 902 30(3.3) 872(96.7) 20.0 1.5 0.333 (0.163, 0.681) 0.002

H: Baseline eGFR (cut-off 2) 0.896
< 30 ml/min/1.73**2 293 6(2.0) 287(98.0) 6.1 1.0 331 12(3.6) 319(96.4) 6.6 1.8 0.521 (0.195, 1.392) 0.186
>= 30 ml/min/1.73**2 1859 31(1.7) 1828(98.3) 40.2 0.8 1821 59(3.2) 1762(96.8) 38.8 1.5 0.504 (0.327, 0.779) 0.002

I: Baseline eGFR (cut-off 3) 0.512
< 60 ml/min/1.73**2 1918 32(1.7) 1886(98.3) 40.5 0.8 1932 65(3.4) 1867(96.6) 40.1 1.6 0.487 (0.319, 0.744) <0.001
>= 60 ml/min/1.73**2 234 5(2.1) 229(97.9) 5.8 0.9 220 6(2.7) 214(97.3) 5.3 1.1 0.711 (0.217, 2.332) 0.571

J: Baseline systolic blood
pressure

0.581

<= 130 mmHg 793 10(1.3) 783(98.7) 16.7 0.6 749 15(2.0) 734(98.0) 15.6 1.0 0.630 (0.283, 1.404) 0.254
> 130 mmHg 1359 27(2.0) 1332(98.0) 29.6 0.9 1403 56(4.0) 1347(96.0) 29.8 1.9 0.481 (0.304, 0.761) 0.001

K: Treatment at randomisation 0.306
ACE-I only 650 20(3.1) 630(96.9) 14.5 1.4 654 29(4.4) 625(95.6) 14.1 2.0 0.654 (0.369, 1.157) 0.142
ARB only 1421 16(1.1) 1405(98.9) 30.3 0.5 1399 37(2.6) 1362(97.4) 29.4 1.3 0.424 (0.236, 0.762) 0.003



F1HHF_FSKA: Kaplan-Meier plot of hospitalisation for heart failure by subgroup age 
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Figure F1HHF_FSKA: Kaplan-Meier plot of hospitalisation for heart failure by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 12 events, Placebo 30 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKA: Kaplan-Meier plot of hospitalisation for heart failure by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 25 events, Placebo 41 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1HHF_FSKB: Kaplan-Meier plot of hospitalisation for heart failure by subgroup sex 
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Figure F1HHF_FSKB: Kaplan-Meier plot of hospitalisation for heart failure by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 33 events, Placebo 45 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKB: Kaplan-Meier plot of hospitalisation for heart failure by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 4 events, Placebo 26 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1HHF_FSKC: Kaplan-Meier plot of hospitalisation for heart failure by subgroup race 
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Figure F1HHF_FSKC: Kaplan-Meier plot of hospitalisation for heart failure by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 27 events, Placebo 56 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKC: Kaplan-Meier plot of hospitalisation for heart failure by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 3 events, Placebo 5 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKC: Kaplan-Meier plot of hospitalisation for heart failure by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 4 events, Placebo 9 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKC: Kaplan-Meier plot of hospitalisation for heart failure by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 3 events, Placebo 1 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1HHF_FSKD: Kaplan-Meier plot of hospitalisation for heart failure by subgroup region 
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Figure F1HHF_FSKD: Kaplan-Meier plot of hospitalisation for heart failure by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 3 events, Placebo 9 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKD: Kaplan-Meier plot of hospitalisation for heart failure by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 14 events, Placebo 35 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 3 of 4 
Value Dossier Analysis: D169AC0001 Program Name: F1HHF_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:21:06:23 

 
Figure F1HHF_FSKD: Kaplan-Meier plot of hospitalisation for heart failure by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 16 events, Placebo 21 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKD: Kaplan-Meier plot of hospitalisation for heart failure by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 4 events, Placebo 6 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1HHF_FSKE: Kaplan-Meier plot of hospitalisation for heart failure by subgroup T2DM 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1HHF_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:21:06:23 

 
Figure F1HHF_FSKE: Kaplan-Meier plot of hospitalisation for heart failure by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 31 events, Placebo 64 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKE: Kaplan-Meier plot of hospitalisation for heart failure by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 6 events, Placebo 7 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1HHF_FSKF: Kaplan-Meier plot of hospitalisation for heart failure by subgroup UACR status 
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Figure F1HHF_FSKF: Kaplan-Meier plot of hospitalisation for heart failure by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 21 events, Placebo 39 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKF: Kaplan-Meier plot of hospitalisation for heart failure by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 16 events, Placebo 32 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1HHF_FSKG: Kaplan-Meier plot of hospitalisation for heart failure by subgroup eGFR (cutoff 1) 
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Figure F1HHF_FSKG: Kaplan-Meier plot of hospitalisation for heart failure by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 27 events, Placebo 41 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKG: Kaplan-Meier plot of hospitalisation for heart failure by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 10 events, Placebo 30 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1HHF_FSKH: Kaplan-Meier plot of hospitalisation for heart failure by subgroup eGFR (cutoff 2) 
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Figure F1HHF_FSKH: Kaplan-Meier plot of hospitalisation for heart failure by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 6 events, Placebo 12 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKH: Kaplan-Meier plot of hospitalisation for heart failure by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 31 events, Placebo 59 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1HHF_FSKI: Kaplan-Meier plot of hospitalisation for heart failure by subgroup eGFR (cutoff 3) 
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Figure F1HHF_FSKI: Kaplan-Meier plot of hospitalisation for heart failure by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 32 events, Placebo 65 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKI: Kaplan-Meier plot of hospitalisation for heart failure by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 5 events, Placebo 6 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1HHF_FSKJ: Kaplan-Meier plot of hospitalisation for heart failure by subgroup systolic blood pressure 
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Figure F1HHF_FSKJ: Kaplan-Meier plot of hospitalisation for heart failure by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 10 events, Placebo 15 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKJ: Kaplan-Meier plot of hospitalisation for heart failure by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 27 events, Placebo 56 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1HHF_FSKK: Kaplan-Meier plot of hospitalisation for heart failure by subgroup treatment at randomisation 
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Figure F1HHF_FSKK: Kaplan-Meier plot of hospitalisation for heart failure by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 20 events, Placebo 29 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1HHF_FSKK: Kaplan-Meier plot of hospitalisation for heart failure by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 16 events, Placebo 37 events 
Source Table: T1HHF_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1CMI_FSTS: Time to composite endpoint of CV death, MI and stroke by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1CMI_FSTS: Time to composite endpoint of CV death, MI and stroke by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
CV death, MI and stroke N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

A: Age 0.886
<= 65 years 1247 56(4.5) 1191(95.5) 26.4 2.1 1239 62(5.0) 1177(95.0) 26.2 2.4 0.894 (0.623, 1.283) 0.544
> 65 years 905 76(8.4) 829(91.6) 19.3 3.9 913 81(8.9) 832(91.1) 19.2 4.2 0.924 (0.676, 1.264) 0.622

B: Sex 0.328
Male 1443 92(6.4) 1351(93.6) 30.2 3.0 1436 94(6.5) 1342(93.5) 30.2 3.1 0.994 (0.746, 1.326) 0.970
Female 709 40(5.6) 669(94.4) 15.5 2.6 716 49(6.8) 667(93.2) 15.2 3.2 0.770 (0.507, 1.170) 0.219

C: Race 0.078
White 1124 89(7.9) 1035(92.1) 25.3 3.5 1166 105(9.0) 1061(91.0) 26.0 4.0 0.869 (0.655, 1.152) 0.328
Black or African American 104 3(2.9) 101(97.1) 2.4 1.2 87 8(9.2) 79(90.8) 1.9 4.2 0.261 (0.069, 0.990) 0.034
Asian 749 30(4.0) 719(96.0) 14.0 2.1 718 19(2.6) 699(97.4) 13.4 1.4 1.504 (0.846, 2.674) 0.161
Other 175 10(5.7) 165(94.3) 3.9 2.5 181 11(6.1) 170(93.9) 4.1 2.7 0.942 (0.397, 2.235) 0.893

D: Region 0.402
Asia 692 24(3.5) 668(96.5) 12.8 1.9 654 15(2.3) 639(97.7) 11.9 1.3 1.496 (0.784, 2.852) 0.218
Europe 610 46(7.5) 564(92.5) 13.7 3.4 623 59(9.5) 564(90.5) 14.0 4.2 0.802 (0.544, 1.180) 0.262
North America 401 33(8.2) 368(91.8) 9.0 3.7 412 38(9.2) 374(90.8) 9.0 4.2 0.889 (0.557, 1.419) 0.622
Latin/South America 449 29(6.5) 420(93.5) 10.2 2.8 463 31(6.7) 432(93.3) 10.4 3.0 0.934 (0.563, 1.550) 0.791

E: Type 2 diabetes at
baseline

0.481

Yes 1455 113(7.8) 1342(92.2) 31.5 3.6 1451 118(8.1) 1333(91.9) 31.2 3.8 0.951 (0.735, 1.231) 0.701
No 697 19(2.7) 678(97.3) 14.3 1.3 701 25(3.6) 676(96.4) 14.2 1.8 0.756 (0.416, 1.373) 0.356

F: Baseline UACR status 0.726
> 1000 mg/g 1048 75(7.2) 973(92.8) 22.0 3.4 1031 82(8.0) 949(92.0) 21.4 3.8 0.877 (0.641, 1.200) 0.411
<= 1000 mg/g 1104 57(5.2) 1047(94.8) 23.7 2.4 1121 61(5.4) 1060(94.6) 24.0 2.5 0.953 (0.664, 1.368) 0.795



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1CMI_FSTS: Time to composite endpoint of CV death, MI and stroke by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to composite endpoint of
CV death, MI and stroke N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.430
< 45 ml/min/1.73**2 1272 79(6.2) 1193(93.8) 26.5 3.0 1250 89(7.1) 1161(92.9) 25.4 3.5 0.841 (0.621, 1.139) 0.263
>= 45 ml/min/1.73**2 880 53(6.0) 827(94.0) 19.2 2.8 902 54(6.0) 848(94.0) 20.0 2.7 1.018 (0.696, 1.488) 0.927

H: Baseline eGFR (cut-off 2) 0.200
< 30 ml/min/1.73**2 293 19(6.5) 274(93.5) 6.1 3.1 331 31(9.4) 300(90.6) 6.6 4.7 0.659 (0.372, 1.168) 0.150
>= 30 ml/min/1.73**2 1859 113(6.1) 1746(93.9) 39.6 2.9 1821 112(6.2) 1709(93.8) 38.8 2.9 0.988 (0.761, 1.283) 0.929

I: Baseline eGFR (cut-off 3) 0.829
< 60 ml/min/1.73**2 1918 115(6.0) 1803(94.0) 40.0 2.9 1932 125(6.5) 1807(93.5) 40.1 3.1 0.924 (0.717, 1.191) 0.542
>= 60 ml/min/1.73**2 234 17(7.3) 217(92.7) 5.7 3.0 220 18(8.2) 202(91.8) 5.3 3.4 0.837 (0.431, 1.624) 0.598

J: Baseline systolic blood
pressure

0.876

<= 130 mmHg 793 36(4.5) 757(95.5) 16.6 2.2 749 38(5.1) 711(94.9) 15.6 2.4 0.886 (0.562, 1.399) 0.604
> 130 mmHg 1359 96(7.1) 1263(92.9) 29.2 3.3 1403 105(7.5) 1298(92.5) 29.8 3.5 0.931 (0.705, 1.227) 0.610

K: Treatment at randomisation 0.346
ACE-I only 650 51(7.8) 599(92.2) 14.3 3.6 654 60(9.2) 594(90.8) 14.1 4.2 0.822 (0.565, 1.194) 0.302
ARB only 1421 79(5.6) 1342(94.4) 29.9 2.6 1399 75(5.4) 1324(94.6) 29.3 2.6 1.036 (0.756, 1.422) 0.825



F1CMI_FSKA: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup age 
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Figure F1CMI_FSKA: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 56 events, Placebo 62 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKA: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 76 events, Placebo 81 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CMI_FSKB: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup sex 
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Figure F1CMI_FSKB: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 92 events, Placebo 94 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKB: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 40 events, Placebo 49 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CMI_FSKC: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup race 
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Figure F1CMI_FSKC: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 89 events, Placebo 105 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKC: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 3 events, Placebo 8 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKC: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 30 events, Placebo 19 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKC: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 10 events, Placebo 11 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CMI_FSKD: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup region 
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Figure F1CMI_FSKD: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 24 events, Placebo 15 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKD: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 46 events, Placebo 59 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKD: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 33 events, Placebo 38 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKD: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 29 events, Placebo 31 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CMI_FSKE: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup T2DM 
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Figure F1CMI_FSKE: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 113 events, Placebo 118 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKE: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 19 events, Placebo 25 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CMI_FSKF: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup UACR status 
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Figure F1CMI_FSKF: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 75 events, Placebo 82 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKF: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 57 events, Placebo 61 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CMI_FSKG: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup eGFR (cutoff 1) 
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Figure F1CMI_FSKG: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 79 events, Placebo 89 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKG: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 53 events, Placebo 54 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CMI_FSKH: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup eGFR (cutoff 2) 
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Figure F1CMI_FSKH: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 19 events, Placebo 31 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKH: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 113 events, Placebo 112 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CMI_FSKI: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup eGFR (cutoff 3) 
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Figure F1CMI_FSKI: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 115 events, Placebo 125 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1CMI_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:16:10:16 

 
Figure F1CMI_FSKI: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 17 events, Placebo 18 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CMI_FSKJ: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup systolic blood pressure 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1CMI_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:16:10:16 

 
Figure F1CMI_FSKJ: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 36 events, Placebo 38 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKJ: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 96 events, Placebo 105 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1CMI_FSKK: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup treatment at randomisation 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1CMI_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:16:10:16 

 
Figure F1CMI_FSKK: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 51 events, Placebo 60 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1CMI_FSKK: Kaplan-Meier plot of composite endpoint of CV death, MI and stroke by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 79 events, Placebo 75 events 
Source Table: T1CMI_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1M_FSTS: Time to MI by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1M_FSTS: Time to MI by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to MI N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.339
<= 65 years 1247 14(1.1) 1233(98.9) 26.6 0.5 1239 17(1.4) 1222(98.6) 26.4 0.6 0.798 (0.393, 1.619) 0.531
> 65 years 905 26(2.9) 879(97.1) 19.6 1.3 913 20(2.2) 893(97.8) 19.4 1.0 1.251 (0.698, 2.243) 0.451

B: Sex 0.697
Male 1443 27(1.9) 1416(98.1) 30.6 0.9 1436 24(1.7) 1412(98.3) 30.5 0.8 1.139 (0.657, 1.974) 0.643
Female 709 13(1.8) 696(98.2) 15.6 0.8 716 13(1.8) 703(98.2) 15.4 0.8 0.933 (0.432, 2.012) 0.859

C: Race 0.066
White 1124 28(2.5) 1096(97.5) 25.6 1.1 1166 31(2.7) 1135(97.3) 26.3 1.2 0.923 (0.553, 1.538) 0.758
Black or African American 104 0(0.0) 104(100.0) 2.4 0.0 87 2(2.3) 85(97.7) 1.9 1.0 NE (NE, NE) 0.084
Asian 749 10(1.3) 739(98.7) 14.2 0.7 718 4(0.6) 714(99.4) 13.5 0.3 2.419 (0.758, 7.717) 0.123
Other 175 2(1.1) 173(98.9) 4.0 0.5 181 0(0.0) 181(100.0) 4.1 0.0 NE (NE, NE) 0.274

D: Region 0.614
Asia 692 7(1.0) 685(99.0) 12.9 0.5 654 4(0.6) 650(99.4) 12.0 0.3 1.658 (0.485, 5.666) 0.415
Europe 610 16(2.6) 594(97.4) 13.9 1.2 623 14(2.2) 609(97.8) 14.2 1.0 1.150 (0.560, 2.360) 0.703
North America 401 14(3.5) 387(96.5) 9.2 1.5 412 13(3.2) 399(96.8) 9.2 1.4 1.103 (0.518, 2.352) 0.799
Latin/South America 449 3(0.7) 446(99.3) 10.3 0.3 463 6(1.3) 457(98.7) 10.5 0.6 0.497 (0.124, 1.991) 0.314

E: Type 2 diabetes at
baseline

0.852

Yes 1455 34(2.3) 1421(97.7) 31.8 1.1 1451 32(2.2) 1419(97.8) 31.5 1.0 1.053 (0.650, 1.706) 0.835
No 697 6(0.9) 691(99.1) 14.3 0.4 701 5(0.7) 696(99.3) 14.3 0.3 1.192 (0.363, 3.911) 0.772

F: Baseline UACR status 0.760
> 1000 mg/g 1048 24(2.3) 1024(97.7) 22.2 1.1 1031 23(2.2) 1008(97.8) 21.7 1.1 1.007 (0.569, 1.785) 0.980
<= 1000 mg/g 1104 16(1.4) 1088(98.6) 24.0 0.7 1121 14(1.2) 1107(98.8) 24.1 0.6 1.161 (0.567, 2.380) 0.682



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: D169AC0001 Program Name: TS_sec2.sas
Data Cut Date: 17JUL2020 Run Date: 15MAR2021:13:51:02

Table T1M_FSTS: Time to MI by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to MI N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.258
< 45 ml/min/1.73**2 1272 22(1.7) 1250(98.3) 26.7 0.8 1250 24(1.9) 1226(98.1) 25.6 0.9 0.861 (0.483, 1.536) 0.612
>= 45 ml/min/1.73**2 880 18(2.0) 862(98.0) 19.5 0.9 902 13(1.4) 889(98.6) 20.2 0.6 1.452 (0.711, 2.965) 0.304

H: Baseline eGFR (cut-off 2) 0.752
< 30 ml/min/1.73**2 293 7(2.4) 286(97.6) 6.2 1.1 331 6(1.8) 325(98.2) 6.7 0.9 1.310 (0.439, 3.913) 0.628
>= 30 ml/min/1.73**2 1859 33(1.8) 1826(98.2) 40.0 0.8 1821 31(1.7) 1790(98.3) 39.1 0.8 1.042 (0.638, 1.701) 0.870

I: Baseline eGFR (cut-off 3) 0.337
< 60 ml/min/1.73**2 1918 36(1.9) 1882(98.1) 40.4 0.9 1932 31(1.6) 1901(98.4) 40.5 0.8 1.165 (0.721, 1.884) 0.531
>= 60 ml/min/1.73**2 234 4(1.7) 230(98.3) 5.8 0.7 220 6(2.7) 214(97.3) 5.3 1.1 0.575 (0.162, 2.042) 0.386

J: Baseline systolic blood
pressure

0.858

<= 130 mmHg 793 10(1.3) 783(98.7) 16.7 0.6 749 8(1.1) 741(98.9) 15.7 0.5 1.142 (0.450, 2.898) 0.779
> 130 mmHg 1359 30(2.2) 1329(97.8) 29.5 1.0 1403 29(2.1) 1374(97.9) 30.1 1.0 1.057 (0.635, 1.762) 0.831

K: Treatment at randomisation 0.399
ACE-I only 650 17(2.6) 633(97.4) 14.4 1.2 654 11(1.7) 643(98.3) 14.3 0.8 1.499 (0.702, 3.204) 0.293
ARB only 1421 23(1.6) 1398(98.4) 30.2 0.8 1399 23(1.6) 1376(98.4) 29.5 0.8 0.984 (0.552, 1.755) 0.958



F1M_FSKA: Kaplan-Meier plot of MI by subgroup age 
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Figure F1M_FSKA: Kaplan-Meier plot of MI by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 14 events, Placebo 17 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKA: Kaplan-Meier plot of MI by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 26 events, Placebo 20 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1M_FSKB: Kaplan-Meier plot of MI by subgroup sex 
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Figure F1M_FSKB: Kaplan-Meier plot of MI by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 27 events, Placebo 24 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKB: Kaplan-Meier plot of MI by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 13 events, Placebo 13 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1M_FSKC: Kaplan-Meier plot of MI by subgroup race 
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Figure F1M_FSKC: Kaplan-Meier plot of MI by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 28 events, Placebo 31 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 4 
Value Dossier Analysis: D169AC0001 Program Name: F1M_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:15:12:54 

 
Figure F1M_FSKC: Kaplan-Meier plot of MI by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 0 events, Placebo 2 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKC: Kaplan-Meier plot of MI by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 10 events, Placebo 4 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKC: Kaplan-Meier plot of MI by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 2 events, Placebo 0 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1M_FSKD: Kaplan-Meier plot of MI by subgroup region 
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Figure F1M_FSKD: Kaplan-Meier plot of MI by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 7 events, Placebo 4 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKD: Kaplan-Meier plot of MI by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 16 events, Placebo 14 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKD: Kaplan-Meier plot of MI by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 14 events, Placebo 13 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKD: Kaplan-Meier plot of MI by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 3 events, Placebo 6 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1M_FSKE: Kaplan-Meier plot of MI by subgroup T2DM 
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Figure F1M_FSKE: Kaplan-Meier plot of MI by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 34 events, Placebo 32 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKE: Kaplan-Meier plot of MI by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 6 events, Placebo 5 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1M_FSKF: Kaplan-Meier plot of MI by subgroup UACR status 
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Figure F1M_FSKF: Kaplan-Meier plot of MI by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 24 events, Placebo 23 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKF: Kaplan-Meier plot of MI by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 16 events, Placebo 14 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1M_FSKG: Kaplan-Meier plot of MI by subgroup eGFR (cutoff 1) 
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Figure F1M_FSKG: Kaplan-Meier plot of MI by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 22 events, Placebo 24 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKG: Kaplan-Meier plot of MI by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 18 events, Placebo 13 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1M_FSKH: Kaplan-Meier plot of MI by subgroup eGFR (cutoff 2) 
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Figure F1M_FSKH: Kaplan-Meier plot of MI by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 7 events, Placebo 6 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKH: Kaplan-Meier plot of MI by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 33 events, Placebo 31 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1M_FSKI: Kaplan-Meier plot of MI by subgroup eGFR (cutoff 3) 
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Figure F1M_FSKI: Kaplan-Meier plot of MI by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 36 events, Placebo 31 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKI: Kaplan-Meier plot of MI by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 4 events, Placebo 6 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1M_FSKJ: Kaplan-Meier plot of MI by subgroup systolic blood pressure 
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Figure F1M_FSKJ: Kaplan-Meier plot of MI by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 10 events, Placebo 8 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKJ: Kaplan-Meier plot of MI by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 30 events, Placebo 29 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1M_FSKK: Kaplan-Meier plot of MI by subgroup treatment at randomisation 
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Figure F1M_FSKK: Kaplan-Meier plot of MI by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 17 events, Placebo 11 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1M_FSKK: Kaplan-Meier plot of MI by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 23 events, Placebo 23 events 
Source Table: T1M_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1I_FSTS: Time to stroke by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1I_FSTS: Time to stroke by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to stroke N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.779
<= 65 years 1247 15(1.2) 1232(98.8) 26.5 0.6 1239 16(1.3) 1223(98.7) 26.4 0.6 0.917 (0.453, 1.855) 0.809
> 65 years 905 28(3.1) 877(96.9) 19.6 1.4 913 27(3.0) 886(97.0) 19.4 1.4 1.037 (0.611, 1.761) 0.892

B: Sex 0.065
Male 1443 35(2.4) 1408(97.6) 30.5 1.1 1436 28(1.9) 1408(98.1) 30.4 0.9 1.262 (0.768, 2.075) 0.357
Female 709 8(1.1) 701(98.9) 15.7 0.5 716 15(2.1) 701(97.9) 15.3 1.0 0.496 (0.210, 1.170) 0.102

C: Race 0.548
White 1124 26(2.3) 1098(97.7) 25.6 1.0 1166 30(2.6) 1136(97.4) 26.4 1.1 0.890 (0.526, 1.504) 0.662
Black or African American 104 2(1.9) 102(98.1) 2.4 0.8 87 3(3.4) 84(96.6) 1.9 1.6 0.428 (0.070, 2.602) 0.343
Asian 749 12(1.6) 737(98.4) 14.1 0.8 718 9(1.3) 709(98.7) 13.4 0.7 1.278 (0.538, 3.036) 0.577
Other 175 3(1.7) 172(98.3) 4.0 0.8 181 1(0.6) 180(99.4) 4.1 0.2 2.822 (0.289, NE) 0.352

D: Region 0.589
Asia 692 10(1.4) 682(98.6) 12.8 0.8 654 5(0.8) 649(99.2) 11.9 0.4 1.850 (0.632, 5.415) 0.254
Europe 610 16(2.6) 594(97.4) 13.9 1.2 623 21(3.4) 602(96.6) 14.1 1.5 0.781 (0.407, 1.501) 0.458
North America 401 10(2.5) 391(97.5) 9.2 1.1 412 10(2.4) 402(97.6) 9.2 1.1 1.054 (0.438, 2.537) 0.907
Latin/South America 449 7(1.6) 442(98.4) 10.3 0.7 463 7(1.5) 456(98.5) 10.5 0.7 0.987 (0.346, 2.813) 0.980

E: Type 2 diabetes at
baseline

0.566

Yes 1455 37(2.5) 1418(97.5) 31.8 1.2 1451 35(2.4) 1416(97.6) 31.5 1.1 1.045 (0.658, 1.659) 0.851
No 697 6(0.9) 691(99.1) 14.3 0.4 701 8(1.1) 693(98.9) 14.3 0.6 0.723 (0.251, 2.087) 0.547

F: Baseline UACR status 0.225
> 1000 mg/g 1048 20(1.9) 1028(98.1) 22.3 0.9 1031 25(2.4) 1006(97.6) 21.7 1.2 0.768 (0.427, 1.383) 0.378
<= 1000 mg/g 1104 23(2.1) 1081(97.9) 23.8 1.0 1121 18(1.6) 1103(98.4) 24.1 0.7 1.295 (0.699, 2.401) 0.410



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1I_FSTS: Time to stroke by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER

Time to stroke N n(%) n(%)
100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.710
< 45 ml/min/1.73**2 1272 23(1.8) 1249(98.2) 26.7 0.9 1250 24(1.9) 1226(98.1) 25.6 0.9 0.912 (0.515, 1.617) 0.753
>= 45 ml/min/1.73**2 880 20(2.3) 860(97.7) 19.5 1.0 902 19(2.1) 883(97.9) 20.1 0.9 1.066 (0.569, 2.000) 0.841

H: Baseline eGFR (cut-off 2) 0.039 *
< 30 ml/min/1.73**2 293 4(1.4) 289(98.6) 6.1 0.7 331 12(3.6) 319(96.4) 6.6 1.8 0.353 (0.114, 1.094) 0.059
>= 30 ml/min/1.73**2 1859 39(2.1) 1820(97.9) 40.0 1.0 1821 31(1.7) 1790(98.3) 39.1 0.8 1.230 (0.768, 1.972) 0.388

I: Baseline eGFR (cut-off 3) 0.481
< 60 ml/min/1.73**2 1918 36(1.9) 1882(98.1) 40.4 0.9 1932 34(1.8) 1898(98.2) 40.4 0.8 1.059 (0.663, 1.693) 0.810
>= 60 ml/min/1.73**2 234 7(3.0) 227(97.0) 5.8 1.2 220 9(4.1) 211(95.9) 5.3 1.7 0.703 (0.262, 1.887) 0.482

J: Baseline systolic blood
pressure

0.764

<= 130 mmHg 793 12(1.5) 781(98.5) 16.7 0.7 749 10(1.3) 739(98.7) 15.7 0.6 1.117 (0.482, 2.586) 0.797
> 130 mmHg 1359 31(2.3) 1328(97.7) 29.4 1.1 1403 33(2.4) 1370(97.6) 30.1 1.1 0.962 (0.589, 1.571) 0.878

K: Treatment at randomisation 0.151
ACE-I only 650 13(2.0) 637(98.0) 14.5 0.9 654 18(2.8) 636(97.2) 14.3 1.3 0.699 (0.342, 1.428) 0.324
ARB only 1421 30(2.1) 1391(97.9) 30.1 1.0 1399 22(1.6) 1377(98.4) 29.5 0.7 1.342 (0.774, 2.326) 0.293



F1I_FSKA: Kaplan-Meier plot of stroke by subgroup age 
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Figure F1I_FSKA: Kaplan-Meier plot of stroke by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 15 events, Placebo 16 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1I_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:09:28:51 

 
Figure F1I_FSKA: Kaplan-Meier plot of stroke by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 28 events, Placebo 27 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1I_FSKB: Kaplan-Meier plot of stroke by subgroup sex 
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Figure F1I_FSKB: Kaplan-Meier plot of stroke by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 35 events, Placebo 28 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKB: Kaplan-Meier plot of stroke by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 8 events, Placebo 15 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1I_FSKC: Kaplan-Meier plot of stroke by subgroup race 
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Figure F1I_FSKC: Kaplan-Meier plot of stroke by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 26 events, Placebo 30 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKC: Kaplan-Meier plot of stroke by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 2 events, Placebo 3 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKC: Kaplan-Meier plot of stroke by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 12 events, Placebo 9 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKC: Kaplan-Meier plot of stroke by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 3 events, Placebo 1 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1I_FSKD: Kaplan-Meier plot of stroke by subgroup region 
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Figure F1I_FSKD: Kaplan-Meier plot of stroke by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 10 events, Placebo 5 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKD: Kaplan-Meier plot of stroke by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 16 events, Placebo 21 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKD: Kaplan-Meier plot of stroke by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 10 events, Placebo 10 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKD: Kaplan-Meier plot of stroke by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 7 events, Placebo 7 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1I_FSKE: Kaplan-Meier plot of stroke by subgroup T2DM 
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Figure F1I_FSKE: Kaplan-Meier plot of stroke by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 37 events, Placebo 35 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKE: Kaplan-Meier plot of stroke by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 6 events, Placebo 8 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1I_FSKF: Kaplan-Meier plot of stroke by subgroup UACR status 
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Figure F1I_FSKF: Kaplan-Meier plot of stroke by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 20 events, Placebo 25 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKF: Kaplan-Meier plot of stroke by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 23 events, Placebo 18 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1I_FSKG: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 1) 
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Figure F1I_FSKG: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 23 events, Placebo 24 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKG: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 20 events, Placebo 19 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1I_FSKH: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 2) 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1I_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 14MAY2021:09:28:51 

 
Figure F1I_FSKH: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 4 events, Placebo 12 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKH: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 39 events, Placebo 31 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1I_FSKI: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 3) 
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Figure F1I_FSKI: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 36 events, Placebo 34 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKI: Kaplan-Meier plot of stroke by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 7 events, Placebo 9 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1I_FSKJ: Kaplan-Meier plot of stroke by subgroup systolic blood pressure 
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Figure F1I_FSKJ: Kaplan-Meier plot of stroke by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 12 events, Placebo 10 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKJ: Kaplan-Meier plot of stroke by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 31 events, Placebo 33 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1I_FSKK: Kaplan-Meier plot of stroke by subgroup treatment at randomisation 
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Figure F1I_FSKK: Kaplan-Meier plot of stroke by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 13 events, Placebo 18 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1I_FSKK: Kaplan-Meier plot of stroke by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 30 events, Placebo 22 events 
Source Table: T1I_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1T2D_NSPS: Proportion of patients with a new diagnosis of diabetes mellitus by subgroup 



Source Data: asl, created on: 19APR2021.
+ Adding of 0.5 to each cell. l Odds ratio comes from logistic regression.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1T2D_NSPS: Proportion of patients with a new diagnosis of diabetes mellitus by subgroup
Patients in FAS without T2DM at baseline

Dapa 10 mg Placebo

Patients entering T2DM N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

A: Age 0.669
<= 65 years 477 10 (2.1)

[0.7, 3.5]
502 19 (3.8)

[2.0, 5.6]
0.554

[0.260, 1.179]
0.634 l

[0.278, 1.448]
-1.7

[-4.0, 0.6]
0.120

> 65 years 220 11 (5.0)
[1.9, 8.1]

199 14 (7.0)
[3.2, 10.8]

0.711
[0.330, 1.529]

0.667 l
[0.264, 1.682]

-2.0
[-7.1, 3.0]

0.380

B: Sex 0.021i
Male 482 18 (3.7)

[1.9, 5.5]
456 17 (3.7)

[1.9, 5.6]
1.002

[0.523, 1.920]
1.199 l

[0.551, 2.610]
0.0

[-2.6, 2.6]
0.996

Female 215 3 (1.4)
[0.0, 3.2]

245 16 (6.5)
[3.2, 9.8]

0.214
[0.063, 0.723]

0.201 l
[0.056, 0.723]

-5.1
[-9.0, -1.2]

0.006

C: Race 0.531
White 373 12 (3.2)

[1.3, 5.1]
376 19 (5.1)

[2.7, 7.4]
0.637

[0.314, 1.293]
0.619 l

[0.284, 1.349]
-1.8

[-5.0, 1.3]
0.207

Black or African American 28 1 (3.6)
[0.0, 12.2]

26 4 (15.4)
[0.0, 31.2]

0.232
[0.028, 1.944]

1.002 l
[0.042, 23.931]

-11.8
[-31.0, 7.4]

0.184#

Asian 268 8 (3.0)
[0.8, 5.2]

267 10 (3.7)
[1.3, 6.2]

0.797
[0.320, 1.988]

0.827 l
[0.281, 2.438]

-0.8
[-4.2, 2.7]

0.626

Other 28 0 (0.0) 32 0 (0.0)

D: Region 0.375
Asia 254 8 (3.1)

[0.8, 5.5]
251 8 (3.2)

[0.8, 5.6]
0.988

[0.377, 2.592]
0.987 l

[0.321, 3.038]
-0.0

[-3.5, 3.4]
0.981

Europe 243 9 (3.7)
[1.1, 6.3]

219 10 (4.6)
[1.6, 7.6]

0.811
[0.336, 1.959]

0.684 l
[0.253, 1.852]

-0.9
[-4.9, 3.2]

0.641

North America 93 2 (2.2)
[0.0, 5.6]

97 8 (8.2)
[2.3, 14.2]

0.261
[0.057, 1.196]

0.357 l
[0.067, 1.888]

-6.1
[-13.4, 1.2]

0.101#

Latin/South America 107 2 (1.9)
[0.0, 4.9]

134 7 (5.2)
[1.1, 9.4]

0.358
[0.076, 1.687]

0.341 l
[0.061, 1.915]

-3.4
[-8.8, 2.0]

0.305#



Source Data: asl, created on: 19APR2021.
+ Adding of 0.5 to each cell. l Odds ratio comes from logistic regression.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1T2D_NSPS: Proportion of patients with a new diagnosis of diabetes mellitus by subgroup
Patients in FAS without T2DM at baseline

Dapa 10 mg Placebo

Patients entering T2DM N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

E: Type 2 diabetes at baseline NE
No 697 21 (3.0)

[1.7, 4.4]
701 33 (4.7)

[3.1, 6.3]
0.640

[0.374, 1.095]
0.658 l

[0.359, 1.209]
-1.7

[-3.9, 0.5]
0.100

F: Baseline UACR status 0.519
> 1000 mg/g 307 13 (4.2)

[1.8, 6.7]
299 17 (5.7)

[2.9, 8.5]
0.745

[0.368, 1.506]
0.764 l

[0.327, 1.782]
-1.5

[-5.2, 2.3]
0.411

<= 1000 mg/g 390 8 (2.1)
[0.5, 3.6]

402 16 (4.0)
[1.9, 6.0]

0.515
[0.223, 1.190]

0.528 l
[0.214, 1.301]

-1.9
[-4.6, 0.7]

0.114

G: Baseline eGFR (cut-off 1) 0.281
< 45 ml/min/1.73**2 446 13 (2.9)

[1.2, 4.6]
436 15 (3.4)

[1.6, 5.3]
0.847

[0.408, 1.760]
0.786 l

[0.354, 1.745]
-0.5

[-3.1, 2.0]
0.656

>= 45 ml/min/1.73**2 251 8 (3.2)
[0.8, 5.6]

265 18 (6.8)
[3.6, 10.0]

0.469
[0.208, 1.060]

0.551 l
[0.211, 1.438]

-3.6
[-7.7, 0.5]

0.062

H: Baseline eGFR (cut-off 2) 0.922
< 30 ml/min/1.73**2 103 2 (1.9)

[0.0, 5.1]
120 4 (3.3)

[0.0, 7.0]
0.583

[0.109, 3.116]
0.571 l

[0.100, 3.281]
-1.4

[-6.5, 3.7]
0.689#

>= 30 ml/min/1.73**2 594 19 (3.2)
[1.7, 4.7]

581 29 (5.0)
[3.1, 6.8]

0.641
[0.363, 1.130]

0.667 l
[0.347, 1.283]

-1.8
[-4.2, 0.6]

0.121

I: Baseline eGFR (cut-off 3) 0.187
< 60 ml/min/1.73**2 642 20 (3.1)

[1.7, 4.5]
650 28 (4.3)

[2.7, 5.9]
0.723

[0.412, 1.270]
0.807 l

[0.426, 1.529]
-1.2

[-3.4, 1.0]
0.257

>= 60 ml/min/1.73**2 55 1 (1.8)
[0.0, 6.3]

51 5 (9.8)
[0.7, 18.9]

0.185
[0.022, 1.534]

0.070 l
[0.006, 0.873]

-8.0
[-18.8, 2.8]

0.103#



Source Data: asl, created on: 19APR2021.
+ Adding of 0.5 to each cell. l Odds ratio comes from logistic regression.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1T2D_NSPS: Proportion of patients with a new diagnosis of diabetes mellitus by subgroup
Patients in FAS without T2DM at baseline

Dapa 10 mg Placebo

Patients entering T2DM N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

J: Baseline systolic blood pressure 0.219
<= 130 mmHg 338 10 (3.0)

[1.0, 4.9]
331 10 (3.0)

[1.0, 5.0]
0.979

[0.413, 2.322]
0.803 l

[0.281, 2.297]
-0.1

[-2.9, 2.8]
0.962

> 130 mmHg 359 11 (3.1)
[1.1, 5.0]

370 23 (6.2)
[3.6, 8.8]

0.493
[0.244, 0.996]

0.549 l
[0.253, 1.192]

-3.2
[-6.5, 0.2]

0.044

K: Treatment at randomisation 0.253
ACE-I only 215 5 (2.3)

[0.1, 4.6]
230 13 (5.7)

[2.5, 8.9]
0.411

[0.149, 1.135]
0.504 l

[0.162, 1.574]
-3.3

[-7.4, 0.7]
0.075

ARB only 453 16 (3.5)
[1.7, 5.3]

444 19 (4.3)
[2.3, 6.3]

0.825
[0.430, 1.584]

0.795 l
[0.379, 1.667]

-0.7
[-3.5, 2.0]

0.564



T1P6_FSTS: Time to serum potassium > 6.0 mmol/L by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
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ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: D169AC0001 Program Name: TS_sec2.sas
Data Cut Date: 17JUL2020 Run Date: 15MAR2021:13:51:02

Table T1P6_FSTS: Time to serum potassium > 6.0 mmol/L by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to serum potassium > 6.0
mmol/L N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.882
<= 65 years 1247 88(7.1) 1159(92.9) 24.2 3.6 1239 103(8.3) 1136(91.7) 23.9 4.3 0.869 (0.654, 1.155) 0.333
> 65 years 905 57(6.3) 848(93.7) 17.6 3.2 913 62(6.8) 851(93.2) 17.5 3.6 0.904 (0.630, 1.296) 0.582

B: Sex 0.976
Male 1443 95(6.6) 1348(93.4) 27.9 3.4 1436 110(7.7) 1326(92.3) 27.8 4.0 0.877 (0.666, 1.154) 0.348
Female 709 50(7.1) 659(92.9) 13.9 3.6 716 55(7.7) 661(92.3) 13.5 4.1 0.869 (0.592, 1.275) 0.472

C: Race 0.332
White 1124 69(6.1) 1055(93.9) 23.5 2.9 1166 86(7.4) 1080(92.6) 24.0 3.6 0.821 (0.598, 1.128) 0.223
Black or African American 104 6(5.8) 98(94.2) 2.2 2.8 87 1(1.1) 86(98.9) 1.8 0.6 4.770 (0.570, NE) 0.112
Asian 749 47(6.3) 702(93.7) 12.7 3.7 718 54(7.5) 664(92.5) 12.1 4.5 0.853 (0.577, 1.262) 0.426
Other 175 23(13.1) 152(86.9) 3.5 6.6 181 24(13.3) 157(86.7) 3.5 6.9 0.973 (0.547, 1.732) 0.926

D: Region 0.607
Asia 692 42(6.1) 650(93.9) 11.6 3.6 654 46(7.0) 608(93.0) 10.8 4.3 0.887 (0.584, 1.348) 0.574
Europe 610 45(7.4) 565(92.6) 12.8 3.5 623 59(9.5) 564(90.5) 12.9 4.6 0.744 (0.504, 1.099) 0.136
North America 401 11(2.7) 390(97.3) 8.3 1.3 412 16(3.9) 396(96.1) 8.3 1.9 0.728 (0.337, 1.571) 0.417
Latin/South America 449 47(10.5) 402(89.5) 9.2 5.1 463 44(9.5) 419(90.5) 9.3 4.7 1.050 (0.696, 1.586) 0.815

E: Type 2 diabetes at
baseline

0.580

Yes 1455 114(7.8) 1341(92.2) 28.6 4.0 1451 134(9.2) 1317(90.8) 28.0 4.8 0.847 (0.659, 1.087) 0.191
No 697 31(4.4) 666(95.6) 13.2 2.3 701 31(4.4) 670(95.6) 13.3 2.3 0.979 (0.595, 1.612) 0.935

F: Baseline UACR status 0.752
> 1000 mg/g 1048 89(8.5) 959(91.5) 19.8 4.5 1031 101(9.8) 930(90.2) 19.1 5.3 0.844 (0.635, 1.122) 0.243
<= 1000 mg/g 1104 56(5.1) 1048(94.9) 22.0 2.5 1121 64(5.7) 1057(94.3) 22.2 2.9 0.909 (0.635, 1.302) 0.603



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1P6_FSTS: Time to serum potassium > 6.0 mmol/L by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to serum potassium > 6.0
mmol/L N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.348
< 45 ml/min/1.73**2 1272 114(9.0) 1158(91.0) 23.6 4.8 1250 120(9.6) 1130(90.4) 22.8 5.3 0.910 (0.704, 1.176) 0.470
>= 45 ml/min/1.73**2 880 31(3.5) 849(96.5) 18.3 1.7 902 45(5.0) 857(95.0) 18.5 2.4 0.706 (0.447, 1.117) 0.135

H: Baseline eGFR (cut-off 2) 0.988
< 30 ml/min/1.73**2 293 35(11.9) 258(88.1) 5.2 6.7 331 43(13.0) 288(87.0) 5.7 7.6 0.850 (0.544, 1.330) 0.477
>= 30 ml/min/1.73**2 1859 110(5.9) 1749(94.1) 36.6 3.0 1821 122(6.7) 1699(93.3) 35.6 3.4 0.877 (0.678, 1.135) 0.319

I: Baseline eGFR (cut-off 3) 0.369
< 60 ml/min/1.73**2 1918 138(7.2) 1780(92.8) 36.3 3.8 1932 154(8.0) 1778(92.0) 36.4 4.2 0.898 (0.713, 1.129) 0.356
>= 60 ml/min/1.73**2 234 7(3.0) 227(97.0) 5.5 1.3 220 11(5.0) 209(95.0) 4.9 2.2 0.589 (0.228, 1.520) 0.268

J: Baseline systolic blood
pressure

0.712

<= 130 mmHg 793 51(6.4) 742(93.6) 15.3 3.3 749 59(7.9) 690(92.1) 14.2 4.1 0.843 (0.579, 1.228) 0.373
> 130 mmHg 1359 94(6.9) 1265(93.1) 26.6 3.5 1403 106(7.6) 1297(92.4) 27.1 3.9 0.907 (0.687, 1.197) 0.491

K: Treatment at randomisation 0.264
ACE-I only 650 52(8.0) 598(92.0) 13.1 4.0 654 49(7.5) 605(92.5) 12.9 3.8 1.046 (0.708, 1.546) 0.821
ARB only 1421 89(6.3) 1332(93.7) 27.3 3.3 1399 109(7.8) 1290(92.2) 26.6 4.1 0.797 (0.602, 1.055) 0.112



F1P6_FSKA: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup age 
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Figure F1P6_FSKA: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 88 events, Placebo 103 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKA: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 57 events, Placebo 62 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P6_FSKB: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup sex 
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Figure F1P6_FSKB: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 95 events, Placebo 110 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKB: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 50 events, Placebo 55 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P6_FSKC: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup race 
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Figure F1P6_FSKC: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 69 events, Placebo 86 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 4 
Value Dossier Analysis: D169AC0001 Program Name: F1P6_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:18:07:57 

 
Figure F1P6_FSKC: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 6 events, Placebo 1 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKC: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 47 events, Placebo 54 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKC: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 23 events, Placebo 24 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P6_FSKD: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup region 
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Figure F1P6_FSKD: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 42 events, Placebo 46 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKD: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 45 events, Placebo 59 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKD: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 11 events, Placebo 16 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKD: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 47 events, Placebo 44 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P6_FSKE: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup T2DM 
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Figure F1P6_FSKE: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 114 events, Placebo 134 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1P6_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:18:07:57 

 
Figure F1P6_FSKE: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 31 events, Placebo 31 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P6_FSKF: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup UACR status 
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Figure F1P6_FSKF: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 89 events, Placebo 101 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKF: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 56 events, Placebo 64 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P6_FSKG: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR (cutoff 1) 
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Figure F1P6_FSKG: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 114 events, Placebo 120 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKG: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 31 events, Placebo 45 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P6_FSKH: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR (cutoff 2) 
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Figure F1P6_FSKH: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 35 events, Placebo 43 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKH: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 110 events, Placebo 122 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P6_FSKI: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR (cutoff 3) 
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Figure F1P6_FSKI: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 138 events, Placebo 154 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKI: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 7 events, Placebo 11 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P6_FSKJ: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup systolic blood pressure 
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Figure F1P6_FSKJ: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 51 events, Placebo 59 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKJ: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 94 events, Placebo 106 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P6_FSKK: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup treatment at randomisation 
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Figure F1P6_FSKK: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 52 events, Placebo 49 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P6_FSKK: Kaplan-Meier plot of serum potassium > 6.0 mmol/L by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 89 events, Placebo 109 events 
Source Table: T1P6_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1P5_FSTS: Time to serum potassium > 5.5 mmol/L by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1P5_FSTS: Time to serum potassium > 5.5 mmol/L by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to serum potassium > 5.5
mmol/L N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.395
<= 65 years 1247 314(25.2) 933(74.8) 20.4 15.4 1239 356(28.7) 883(71.3) 19.9 17.8 0.894 (0.768, 1.041) 0.149
> 65 years 905 230(25.4) 675(74.6) 14.9 15.4 913 232(25.4) 681(74.6) 15.0 15.5 0.990 (0.825, 1.189) 0.916

B: Sex 0.462
Male 1443 375(26.0) 1068(74.0) 23.3 16.1 1436 402(28.0) 1034(72.0) 23.4 17.2 0.957 (0.831, 1.102) 0.540
Female 709 169(23.8) 540(76.2) 12.0 14.0 716 186(26.0) 530(74.0) 11.6 16.1 0.876 (0.710, 1.079) 0.212

C: Race 0.060
White 1124 316(28.1) 808(71.9) 19.3 16.4 1166 353(30.3) 813(69.7) 20.1 17.5 0.942 (0.810, 1.097) 0.444
Black or African American 104 27(26.0) 77(74.0) 1.9 14.5 87 10(11.5) 77(88.5) 1.6 6.3 2.223 (1.075, 4.599) 0.027
Asian 749 143(19.1) 606(80.9) 11.3 12.7 718 156(21.7) 562(78.3) 10.5 14.8 0.876 (0.698, 1.099) 0.251
Other 175 58(33.1) 117(66.9) 2.8 20.4 181 69(38.1) 112(61.9) 2.7 25.7 0.837 (0.588, 1.192) 0.323

D: Region 0.244
Asia 692 130(18.8) 562(81.2) 10.3 12.7 654 132(20.2) 522(79.8) 9.5 13.9 0.945 (0.742, 1.205) 0.650
Europe 610 171(28.0) 439(72.0) 10.7 16.0 623 212(34.0) 411(66.0) 10.6 20.1 0.788 (0.643, 0.964) 0.021
North America 401 92(22.9) 309(77.1) 7.1 13.0 412 96(23.3) 316(76.7) 7.2 13.3 1.009 (0.757, 1.345) 0.952
Latin/South America 449 151(33.6) 298(66.4) 7.3 20.8 463 148(32.0) 315(68.0) 7.6 19.4 1.040 (0.828, 1.305) 0.738

E: Type 2 diabetes at
baseline

0.631

Yes 1455 416(28.6) 1039(71.4) 23.6 17.6 1451 444(30.6) 1007(69.4) 23.3 19.0 0.941 (0.823, 1.076) 0.373
No 697 128(18.4) 569(81.6) 11.7 11.0 701 144(20.5) 557(79.5) 11.6 12.4 0.873 (0.688, 1.107) 0.262

F: Baseline UACR status 0.179
> 1000 mg/g 1048 322(30.7) 726(69.3) 16.0 20.2 1031 322(31.2) 709(68.8) 15.8 20.3 0.988 (0.846, 1.153) 0.875
<= 1000 mg/g 1104 222(20.1) 882(79.9) 19.4 11.5 1121 266(23.7) 855(76.3) 19.1 13.9 0.845 (0.707, 1.010) 0.064



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1P5_FSTS: Time to serum potassium > 5.5 mmol/L by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to serum potassium > 5.5
mmol/L N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.872
< 45 ml/min/1.73**2 1272 375(29.5) 897(70.5) 19.3 19.4 1250 399(31.9) 851(68.1) 18.6 21.4 0.909 (0.790, 1.047) 0.185
>= 45 ml/min/1.73**2 880 169(19.2) 711(80.8) 16.0 10.6 902 189(21.0) 713(79.0) 16.3 11.6 0.925 (0.751, 1.139) 0.462

H: Baseline eGFR (cut-off 2) 0.659
< 30 ml/min/1.73**2 293 114(38.9) 179(61.1) 4.0 28.8 331 128(38.7) 203(61.3) 4.4 29.0 0.968 (0.752, 1.247) 0.803
>= 30 ml/min/1.73**2 1859 430(23.1) 1429(76.9) 31.3 13.7 1821 460(25.3) 1361(74.7) 30.5 15.1 0.919 (0.805, 1.048) 0.205

I: Baseline eGFR (cut-off 3) 0.860
< 60 ml/min/1.73**2 1918 497(25.9) 1421(74.1) 30.4 16.3 1932 543(28.1) 1389(71.9) 30.5 17.8 0.924 (0.818, 1.044) 0.205
>= 60 ml/min/1.73**2 234 47(20.1) 187(79.9) 4.9 9.6 220 45(20.5) 175(79.5) 4.4 10.3 0.950 (0.631, 1.432) 0.807

J: Baseline systolic blood
pressure

0.322

<= 130 mmHg 793 183(23.1) 610(76.9) 13.2 13.9 749 201(26.8) 548(73.2) 12.0 16.7 0.856 (0.701, 1.047) 0.129
> 130 mmHg 1359 361(26.6) 998(73.4) 22.1 16.3 1403 387(27.6) 1016(72.4) 22.9 16.9 0.968 (0.838, 1.117) 0.653

K: Treatment at randomisation 0.079
ACE-I only 650 202(31.1) 448(68.9) 10.6 19.1 654 195(29.8) 459(70.2) 10.8 18.1 1.059 (0.869, 1.290) 0.570
ARB only 1421 321(22.6) 1100(77.4) 23.5 13.7 1399 367(26.2) 1032(73.8) 22.6 16.2 0.852 (0.733, 0.989) 0.035



F1P5_FSKA: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup age 
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Figure F1P5_FSKA: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 314 events, Placebo 356 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKA: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 230 events, Placebo 232 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P5_FSKB: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup sex 
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Figure F1P5_FSKB: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 375 events, Placebo 402 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKB: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 169 events, Placebo 186 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P5_FSKC: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup race 
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Figure F1P5_FSKC: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 316 events, Placebo 353 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKC: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 27 events, Placebo 10 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKC: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 143 events, Placebo 156 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKC: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 58 events, Placebo 69 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P5_FSKD: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup region 
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Figure F1P5_FSKD: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 130 events, Placebo 132 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKD: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 171 events, Placebo 212 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKD: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 92 events, Placebo 96 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKD: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 151 events, Placebo 148 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P5_FSKE: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup T2DM 
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Figure F1P5_FSKE: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 416 events, Placebo 444 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1P5_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:17:04:27 

 
Figure F1P5_FSKE: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 128 events, Placebo 144 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P5_FSKF: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup UACR status 



ASTRA ZENECA Page 1 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1P5_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:17:04:27 

 
Figure F1P5_FSKF: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 322 events, Placebo 322 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKF: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 222 events, Placebo 266 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P5_FSKG: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR (cutoff 1) 
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Figure F1P5_FSKG: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 375 events, Placebo 399 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1P5_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:17:04:27 

 
Figure F1P5_FSKG: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 169 events, Placebo 189 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P5_FSKH: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR (cutoff 2) 
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Figure F1P5_FSKH: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 114 events, Placebo 128 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKH: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 430 events, Placebo 460 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P5_FSKI: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR (cutoff 3) 
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Figure F1P5_FSKI: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 497 events, Placebo 543 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 2 of 2 
Value Dossier Analysis: D169AC0001 Program Name: F1P5_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:17:04:27 

 
Figure F1P5_FSKI: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 47 events, Placebo 45 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P5_FSKJ: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup systolic blood pressure 
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Figure F1P5_FSKJ: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 183 events, Placebo 201 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKJ: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 361 events, Placebo 387 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P5_FSKK: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup treatment at randomisation 
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Figure F1P5_FSKK: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 202 events, Placebo 195 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P5_FSKK: Kaplan-Meier plot of serum potassium > 5.5 mmol/L by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 321 events, Placebo 367 events 
Source Table: T1P5_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1P4_FSTS: Time to serum potassium < 3.5 mmol/L by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1P4_FSTS: Time to serum potassium < 3.5 mmol/L by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to serum potassium < 3.5
mmol/L N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.495
<= 65 years 1247 54(4.3) 1193(95.7) 24.5 2.2 1239 59(4.8) 1180(95.2) 24.3 2.4 0.897 (0.620, 1.298) 0.565
> 65 years 905 35(3.9) 870(96.1) 17.9 2.0 913 47(5.1) 866(94.9) 17.5 2.7 0.736 (0.475, 1.141) 0.169

B: Sex 0.553
Male 1443 61(4.2) 1382(95.8) 28.2 2.2 1436 69(4.8) 1367(95.2) 28.0 2.5 0.878 (0.622, 1.239) 0.458
Female 709 28(3.9) 681(96.1) 14.2 2.0 716 37(5.2) 679(94.8) 13.8 2.7 0.729 (0.446, 1.193) 0.206

C: Race 0.038 *
White 1124 45(4.0) 1079(96.0) 23.7 1.9 1166 50(4.3) 1116(95.7) 24.4 2.0 0.924 (0.618, 1.383) 0.701
Black or African American 104 4(3.8) 100(96.2) 2.2 1.8 87 15(17.2) 72(82.8) 1.5 9.8 0.206 (0.068, 0.623) 0.002
Asian 749 35(4.7) 714(95.3) 12.9 2.7 718 35(4.9) 683(95.1) 12.2 2.9 0.962 (0.602, 1.537) 0.870
Other 175 5(2.9) 170(97.1) 3.7 1.4 181 6(3.3) 175(96.7) 3.7 1.6 0.782 (0.229, 2.665) 0.694

D: Region 0.282
Asia 692 32(4.6) 660(95.4) 11.8 2.7 654 33(5.0) 621(95.0) 10.8 3.0 0.910 (0.560, 1.481) 0.705
Europe 610 19(3.1) 591(96.9) 13.1 1.4 623 31(5.0) 592(95.0) 13.2 2.3 0.626 (0.353, 1.110) 0.106
North America 401 18(4.5) 383(95.5) 8.1 2.2 412 27(6.6) 385(93.4) 8.1 3.3 0.682 (0.375, 1.241) 0.208
Latin/South America 449 20(4.5) 429(95.5) 9.5 2.1 463 15(3.2) 448(96.8) 9.7 1.5 1.432 (0.730, 2.806) 0.293

E: Type 2 diabetes at
baseline

0.920

Yes 1455 63(4.3) 1392(95.7) 29.3 2.2 1451 75(5.2) 1376(94.8) 28.6 2.6 0.819 (0.586, 1.145) 0.242
No 697 26(3.7) 671(96.3) 13.2 2.0 701 31(4.4) 670(95.6) 13.2 2.3 0.846 (0.502, 1.425) 0.529

F: Baseline UACR status 0.755
> 1000 mg/g 1048 44(4.2) 1004(95.8) 20.4 2.2 1031 54(5.2) 977(94.8) 19.7 2.7 0.790 (0.531, 1.177) 0.246
<= 1000 mg/g 1104 45(4.1) 1059(95.9) 22.0 2.0 1121 52(4.6) 1069(95.4) 22.1 2.4 0.868 (0.582, 1.293) 0.486



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1P4_FSTS: Time to serum potassium < 3.5 mmol/L by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to serum potassium < 3.5
mmol/L N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.379
< 45 ml/min/1.73**2 1272 42(3.3) 1230(96.7) 24.5 1.7 1250 55(4.4) 1195(95.6) 23.5 2.3 0.729 (0.488, 1.090) 0.122
>= 45 ml/min/1.73**2 880 47(5.3) 833(94.7) 17.9 2.6 902 51(5.7) 851(94.3) 18.3 2.8 0.949 (0.638, 1.411) 0.795

H: Baseline eGFR (cut-off 2) 0.950
< 30 ml/min/1.73**2 293 11(3.8) 282(96.2) 5.5 2.0 331 15(4.5) 316(95.5) 6.1 2.5 0.847 (0.388, 1.847) 0.676
>= 30 ml/min/1.73**2 1859 78(4.2) 1781(95.8) 37.0 2.1 1821 91(5.0) 1730(95.0) 35.7 2.5 0.833 (0.616, 1.127) 0.235

I: Baseline eGFR (cut-off 3) 0.354
< 60 ml/min/1.73**2 1918 73(3.8) 1845(96.2) 37.1 2.0 1932 93(4.8) 1839(95.2) 37.0 2.5 0.781 (0.575, 1.061) 0.113
>= 60 ml/min/1.73**2 234 16(6.8) 218(93.2) 5.3 3.0 220 13(5.9) 207(94.1) 4.8 2.7 1.151 (0.553, 2.396) 0.707

J: Baseline systolic blood
pressure

0.113

<= 130 mmHg 793 35(4.4) 758(95.6) 15.4 2.3 749 28(3.7) 721(96.3) 14.5 1.9 1.152 (0.700, 1.895) 0.577
> 130 mmHg 1359 54(4.0) 1305(96.0) 27.0 2.0 1403 78(5.6) 1325(94.4) 27.4 2.9 0.706 (0.499, 0.998) 0.048

K: Treatment at randomisation 0.024 *
ACE-I only 650 17(2.6) 633(97.4) 13.4 1.3 654 35(5.4) 619(94.6) 13.0 2.7 0.452 (0.253, 0.808) 0.006
ARB only 1421 69(4.9) 1352(95.1) 27.5 2.5 1399 67(4.8) 1332(95.2) 27.0 2.5 1.007 (0.719, 1.409) 0.969



F1P4_FSKA: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup age 
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Figure F1P4_FSKA: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 54 events, Placebo 59 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKA: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup age 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 35 events, Placebo 47 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P4_FSKB: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup sex 
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Figure F1P4_FSKB: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 61 events, Placebo 69 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKB: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 28 events, Placebo 37 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P4_FSKC: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup race 
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Figure F1P4_FSKC: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 45 events, Placebo 50 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKC: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup race 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 4 events, Placebo 15 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKC: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 35 events, Placebo 35 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKC: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup race 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 5 events, Placebo 6 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P4_FSKD: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup region 
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Figure F1P4_FSKD: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup region 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Asia: Dapa 10 mg 32 events, Placebo 33 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKD: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup region 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Europe: Dapa 10 mg 19 events, Placebo 31 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKD: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region North America: Dapa 10 mg 18 events, Placebo 27 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKD: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup region 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup region Latin/South America: Dapa 10 mg 20 events, Placebo 15 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P4_FSKE: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup T2DM 
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Figure F1P4_FSKE: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 63 events, Placebo 75 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKE: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 26 events, Placebo 31 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P4_FSKF: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup UACR status 
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Figure F1P4_FSKF: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 44 events, Placebo 54 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKF: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 45 events, Placebo 52 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P4_FSKG: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR (cutoff 1) 
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Figure F1P4_FSKG: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR (cutoff 1) 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 42 events, Placebo 55 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKG: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 47 events, Placebo 51 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P4_FSKH: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR (cutoff 2) 
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Figure F1P4_FSKH: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 11 events, Placebo 15 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKH: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 78 events, Placebo 91 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P4_FSKI: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR (cutoff 3) 
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Figure F1P4_FSKI: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 73 events, Placebo 93 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKI: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 16 events, Placebo 13 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P4_FSKJ: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup systolic blood pressure 
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Figure F1P4_FSKJ: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 35 events, Placebo 28 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKJ: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 54 events, Placebo 78 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P4_FSKK: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup treatment at randomisation 
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Figure F1P4_FSKK: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ACE-I only: Dapa 10 mg 17 events, Placebo 35 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P4_FSKK: Kaplan-Meier plot of serum potassium < 3.5 mmol/L by subgroup treatment at randomisation 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup treatment at randomisation ARB only: Dapa 10 mg 69 events, Placebo 67 events 
Source Table: T1P4_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



T1P3_FSTS: Time to serum potassium < 3.0 mmol/L by subgroup 



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1P3_FSTS: Time to serum potassium < 3.0 mmol/L by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to serum potassium < 3.0
mmol/L N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

A: Age 0.162
<= 65 years 1247 2(0.2) 1245(99.8) 25.2 0.1 1239 11(0.9) 1228(99.1) 24.9 0.4 0.178 (0.039, 0.804) 0.011
> 65 years 905 3(0.3) 902(99.7) 18.4 0.2 913 4(0.4) 909(99.6) 18.2 0.2 0.770 (0.172, 3.440) 0.731

B: Sex 0.389
Male 1443 4(0.3) 1439(99.7) 29.0 0.1 1436 9(0.6) 1427(99.4) 28.9 0.3 0.443 (0.137, 1.440) 0.164
Female 709 1(0.1) 708(99.9) 14.6 0.1 716 6(0.8) 710(99.2) 14.2 0.4 0.151 (0.018, 1.250) 0.043

C: Race 0.207
White 1124 3(0.3) 1121(99.7) 24.3 0.1 1166 7(0.6) 1159(99.4) 25.0 0.3 0.441 (0.114, 1.707) 0.223
Black or African American 104 0(0.0) 104(100.0) 2.3 0.0 87 3(3.4) 84(96.6) 1.7 1.7 NE (NE, NE) 0.041
Asian 749 1(0.1) 748(99.9) 13.3 0.1 718 5(0.7) 713(99.3) 12.6 0.4 0.203 (0.024, 1.736) 0.106
Other 175 1(0.6) 174(99.4) 3.7 0.3 181 0(0.0) 181(100.0) 3.8 0.0 NE (NE, NE) 0.294

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

E: Type 2 diabetes at
baseline

0.975

Yes 1455 4(0.3) 1451(99.7) 30.0 0.1 1451 12(0.8) 1439(99.2) 29.5 0.4 0.324 (0.104, 1.004) 0.040
No 697 1(0.1) 696(99.9) 13.5 0.1 701 3(0.4) 698(99.6) 13.6 0.2 0.343 (0.036, 3.307) 0.332

F: Baseline UACR status 0.761
> 1000 mg/g 1048 3(0.3) 1045(99.7) 20.9 0.1 1031 10(1.0) 1021(99.0) 20.2 0.5 0.285 (0.078, 1.035) 0.042
<= 1000 mg/g 1104 2(0.2) 1102(99.8) 22.7 0.1 1121 5(0.4) 1116(99.6) 22.8 0.2 0.409 (0.079, 2.110) 0.270



Source Data: atte, created on: 02MAR2021
p-value in row of subgroup p-value for interaction test, in row for subgroup levels, test for treatment effect is shown. * significant interaction.
T2DM Type 2 Diabetes Mellitus. UACR Urine albumin creatinine ratio.
ESRD End stage renal disease. FAS Full analysis set. N Number of subjects in treatment group. n Number of Events.
NE not evaluable. CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate.

Hazard ratio, CI and p-value are calculated from Cox proportional hazards model (score test) with factor for treatment group, stratified by
randomisation stratification of T2DM status and UACR and adjusting for baseline eGFR.

100 PY cumulated 100 patient years of follow up (1 year 360 days). ER event rate number of subjects with event per 100 PY.
____________________________________________________________________________________________________________________________
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Table T1P3_FSTS: Time to serum potassium < 3.0 mmol/L by subgroup
FAS

Dapa 10 mg
___________________________________

Placebo
___________________________________

Events Censored ER Events Censored ER
Time to serum potassium < 3.0
mmol/L N n(%) n(%)

100
PY Rate N n(%) n(%)

100
PY Rate

Hazard
ratio 95% CI p-value

_________________________________________________________________________________________________________________________________________

G: Baseline eGFR (cut-off 1) 0.495
< 45 ml/min/1.73**2 1272 3(0.2) 1269(99.8) 25.0 0.1 1250 6(0.5) 1244(99.5) 24.1 0.2 0.486 (0.121, 1.944) 0.297
>= 45 ml/min/1.73**2 880 2(0.2) 878(99.8) 18.6 0.1 902 9(1.0) 893(99.0) 18.9 0.5 0.239 (0.052, 1.106) 0.046

H: Baseline eGFR (cut-off 2) 0.651
< 30 ml/min/1.73**2 293 1(0.3) 292(99.7) 5.6 0.2 331 2(0.6) 329(99.4) 6.2 0.3 0.575 (0.052, 6.348) 0.647
>= 30 ml/min/1.73**2 1859 4(0.2) 1855(99.8) 38.0 0.1 1821 13(0.7) 1808(99.3) 36.9 0.4 0.300 (0.098, 0.919) 0.025

I: Baseline eGFR (cut-off 3) 0.506
< 60 ml/min/1.73**2 1918 4(0.2) 1914(99.8) 38.0 0.1 1932 10(0.5) 1922(99.5) 38.1 0.3 0.402 (0.126, 1.283) 0.111
>= 60 ml/min/1.73**2 234 1(0.4) 233(99.6) 5.6 0.2 220 5(2.3) 215(97.7) 5.0 1.0 0.183 (0.021, 1.569) 0.082

J: Baseline systolic blood
pressure

0.881

<= 130 mmHg 793 2(0.3) 791(99.7) 15.8 0.1 749 5(0.7) 744(99.3) 14.8 0.3 0.354 (0.069, 1.829) 0.195
> 130 mmHg 1359 3(0.2) 1356(99.8) 27.8 0.1 1403 10(0.7) 1393(99.3) 28.3 0.4 0.310 (0.085, 1.126) 0.060

K: Treatment at randomisation 0.972
ACE-I only 650 1(0.2) 649(99.8) 13.7 0.1 654 3(0.5) 651(99.5) 13.5 0.2 0.345 (0.036, 3.325) 0.335
ARB only 1421 4(0.3) 1417(99.7) 28.4 0.1 1399 12(0.9) 1387(99.1) 27.7 0.4 0.329 (0.106, 1.020) 0.043



F1P3_FSKA: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup age 
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Figure F1P3_FSKA: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup age 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age <= 65 years: Dapa 10 mg 2 events, Placebo 11 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P3_FSKA: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup age 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup age > 65 years: Dapa 10 mg 3 events, Placebo 4 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P3_FSKB: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup sex 
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Figure F1P3_FSKB: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup sex 
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_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Male: Dapa 10 mg 4 events, Placebo 9 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P3_FSKB: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup sex 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup sex Female: Dapa 10 mg 1 events, Placebo 6 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P3_FSKC: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup race 
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Figure F1P3_FSKC: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race White: Dapa 10 mg 3 events, Placebo 7 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P3_FSKC: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Black or African American: Dapa 10 mg 0 events, Placebo 3 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 



ASTRA ZENECA Page 3 of 4 
Value Dossier Analysis: D169AC0001 Program Name: F1P3_FSK.sas 
Data Cut Date: 17JUL2020 Run Date: 12MAY2021:16:08:41 

 
Figure F1P3_FSKC: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Asian: Dapa 10 mg 1 events, Placebo 5 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P3_FSKC: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup race 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup race Other: Dapa 10 mg 1 events, Placebo 0 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P3_FSKD: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup region 



F1P3_FSKE: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup T2DM 
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Figure F1P3_FSKE: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM Yes: Dapa 10 mg 4 events, Placebo 12 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P3_FSKE: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup T2DM 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup T2DM No: Dapa 10 mg 1 events, Placebo 3 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P3_FSKF: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup UACR status 
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Figure F1P3_FSKF: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status > 1000 mg/g: Dapa 10 mg 3 events, Placebo 10 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P3_FSKF: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup UACR status 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup UACR status <= 1000 mg/g: Dapa 10 mg 2 events, Placebo 5 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P3_FSKG: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR (cutoff 1) 
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Figure F1P3_FSKG: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) < 45 ml/min/1.73**2: Dapa 10 mg 3 events, Placebo 6 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P3_FSKG: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR (cutoff 1) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 1) >= 45 ml/min/1.73**2: Dapa 10 mg 2 events, Placebo 9 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P3_FSKH: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR (cutoff 2) 
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Figure F1P3_FSKH: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) < 30 ml/min/1.73**2: Dapa 10 mg 1 events, Placebo 2 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P3_FSKH: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR (cutoff 2) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 2) >= 30 ml/min/1.73**2: Dapa 10 mg 4 events, Placebo 13 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P3_FSKI: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR (cutoff 3) 
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Figure F1P3_FSKI: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) < 60 ml/min/1.73**2: Dapa 10 mg 4 events, Placebo 10 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P3_FSKI: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup eGFR (cutoff 3) 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup eGFR (cutoff 3) >= 60 ml/min/1.73**2: Dapa 10 mg 1 events, Placebo 5 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P3_FSKJ: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup systolic blood pressure 
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Figure F1P3_FSKJ: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure <= 130 mmHg: Dapa 10 mg 2 events, Placebo 5 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 
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Figure F1P3_FSKJ: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup systolic blood pressure 

FAS 
 

 
_________________________________________________________________________________________________________________________________ 
Documented events by subgroup systolic blood pressure > 130 mmHg: Dapa 10 mg 3 events, Placebo 10 events 
Source Table: T1P3_FSTS 
Source Data: atte, created on: 28APR21:17:41:01. 

 
 



F1P3_FSKK: Kaplan-Meier plot of serum potassium < 3.0 mmol/L by subgroup treatment at randomisation 



T1VASI_FAP0: EQ-5D VAS: Increase by at least 15 points 



Source Data: arsp, created on: 23MAR2021
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval.
Note: N = total number of patients (denominator), n = number of patients with response,
_________________________________________________________________________________________________________________________________
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Table T1VASI_FAP0: EQ-5D VAS: Increase by at least 15 points
FAS

Dapa 10 mg Placebo

Variable N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

EQ-5D VAS increase >= 15
points

2152 594 (27.6)
[25.7, 29.5]

2152 563 (26.2)
[24.3, 28.0]

1.055
[0.956, 1.164]

1.076
[0.940, 1.231]

1.4
[-1.3, 4.1]

0.287



T1VASI_FSPS: EQ-5D VAS: Increase by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1VASI_FSPS: EQ-5D VAS: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
EQ-5D VAS:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.850
<= 65 years 1247 332 (26.6)

[24.1, 29.1]
1239 315 (25.4)

[23.0, 27.9]
1.047

[0.917, 1.196]
1.064

[0.890, 1.273]
1.2

[-2.3, 4.7]
0.495

> 65 years 905 262 (29.0)
[25.9, 32.0]

913 248 (27.2)
[24.2, 30.1]

1.066
[0.920, 1.235]

1.093
[0.890, 1.341]

1.8
[-2.5, 6.0]

0.397

B: Sex 0.547
Male 1443 383 (26.5)

[24.2, 28.9]
1436 369 (25.7)

[23.4, 28.0]
1.033

[0.913, 1.168]
1.045

[0.885, 1.234]
0.8

[-2.4, 4.1]
0.606

Female 709 211 (29.8)
[26.3, 33.2]

716 194 (27.1)
[23.8, 30.4]

1.098
[0.931, 1.295]

1.140
[0.905, 1.435]

2.7
[-2.2, 7.5]

0.265

C: Race 0.005i
White 1124 319 (28.4)

[25.7, 31.1]
1166 357 (30.6)

[27.9, 33.3]
0.927

[0.817, 1.052]
0.898

[0.750, 1.075]
-2.2

[-6.1, 1.6]
0.241

Black or African American 104 30 (28.8)
[19.7, 38.0]

87 19 (21.8)
[12.6, 31.1]

1.321
[0.802, 2.176]

1.451
[0.748, 2.814]

7.0
[-6.3, 20.4]

0.271

Asian 749 183 (24.4)
[21.3, 27.6]

718 123 (17.1)
[14.3, 20.0]

1.426
[1.163, 1.750]

1.564
[1.211, 2.020]

7.3
[3.0, 11.6]

<0.001

Other 175 62 (35.4)
[28.1, 42.8]

181 64 (35.4)
[28.1, 42.6]

1.002
[0.757, 1.327]

1.003
[0.650, 1.549]

0.1
[-10.4, 10.6]

0.989

D: Region 0.003i
Asia 692 170 (24.6)

[21.3, 27.8]
654 112 (17.1)

[14.2, 20.1]
1.435

[1.159, 1.775]
1.576

[1.207, 2.059]
7.4

[3.0, 11.9]
<0.001

Europe 610 181 (29.7)
[26.0, 33.4]

623 209 (33.5)
[29.8, 37.3]

0.884
[0.750, 1.043]

0.836
[0.657, 1.063]

-3.9
[-9.2, 1.5]

0.144

North America 401 100 (24.9)
[20.6, 29.3]

412 87 (21.1)
[17.1, 25.2]

1.181
[0.918, 1.520]

1.241
[0.895, 1.722]

3.8
[-2.2, 9.9]

0.196

Latin/South America 449 143 (31.8)
[27.4, 36.3]

463 155 (33.5)
[29.1, 37.9]

0.951
[0.789, 1.146]

0.929
[0.704, 1.225]

-1.6
[-7.9, 4.7]

0.600



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1VASI_FSPS: EQ-5D VAS: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
EQ-5D VAS:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.252
Yes 1455 435 (29.9)

[27.5, 32.3]
1451 397 (27.4)

[25.0, 29.7]
1.093

[0.974, 1.226]
1.132

[0.964, 1.330]
2.5

[-0.8, 5.9]
0.130

No 697 159 (22.8)
[19.6, 26.0]

701 166 (23.7)
[20.5, 26.9]

0.963
[0.796, 1.166]

0.952
[0.743, 1.221]

-0.9
[-5.4, 3.7]

0.701

F: Baseline UACR status 0.302
> 1000 mg/g 1048 310 (29.6)

[26.8, 32.4]
1031 275 (26.7)

[23.9, 29.4]
1.109

[0.966, 1.273]
1.155

[0.954, 1.398]
2.9

[-1.1, 6.9]
0.141

<= 1000 mg/g 1104 284 (25.7)
[23.1, 28.3]

1121 288 (25.7)
[23.1, 28.3]

1.001
[0.869, 1.153]

1.002
[0.828, 1.212]

0.0
[-3.7, 3.8]

0.986

G: Baseline eGFR (cut-off 1) 0.270
< 45 ml/min/1.73**2 1272 366 (28.8)

[26.2, 31.3]
1250 326 (26.1)

[23.6, 28.6]
1.103

[0.971, 1.253]
1.145

[0.961, 1.364]
2.7

[-0.9, 6.3]
0.130

>= 45 ml/min/1.73**2 880 228 (25.9)
[23.0, 28.9]

902 237 (26.3)
[23.3, 29.2]

0.986
[0.843, 1.153]

0.981
[0.794, 1.212]

-0.4
[-4.6, 3.8]

0.860

H: Baseline eGFR (cut-off 2) 0.146
< 30 ml/min/1.73**2 293 94 (32.1)

[26.6, 37.6]
331 85 (25.7)

[20.8, 30.5]
1.249

[0.975, 1.600]
1.367

[0.965, 1.936]
6.4

[-1.0, 13.8]
0.078

>= 30 ml/min/1.73**2 1859 500 (26.9)
[24.9, 28.9]

1821 478 (26.2)
[24.2, 28.3]

1.025
[0.920, 1.141]

1.034
[0.893, 1.197]

0.6
[-2.3, 3.6]

0.657

I: Baseline eGFR (cut-off 3) 0.145
< 60 ml/min/1.73**2 1918 537 (28.0)

[26.0, 30.0]
1932 500 (25.9)

[23.9, 27.9]
1.082

[0.975, 1.201]
1.114

[0.966, 1.284]
2.1

[-0.7, 5.0]
0.139

>= 60 ml/min/1.73**2 234 57 (24.4)
[18.6, 30.1]

220 63 (28.6)
[22.4, 34.8]

0.851
[0.626, 1.157]

0.803
[0.528, 1.219]

-4.3
[-12.8, 4.3]

0.302



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1VASI_FSPS: EQ-5D VAS: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
EQ-5D VAS:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.661
<= 130 mmHg 793 201 (25.3)

[22.3, 28.4]
749 185 (24.7)

[21.5, 27.9]
1.026

[0.863, 1.220]
1.035

[0.822, 1.304]
0.6

[-3.8, 5.1]
0.769

> 130 mmHg 1359 393 (28.9)
[26.5, 31.4]

1403 378 (26.9)
[24.6, 29.3]

1.073
[0.952, 1.210]

1.103
[0.934, 1.303]

2.0
[-1.4, 5.4]

0.247

K: Treatment at randomisation 0.060
ACE-I only 650 180 (27.7)

[24.2, 31.2]
654 196 (30.0)

[26.4, 33.6]
0.924

[0.779, 1.096]
0.895

[0.704, 1.137]
-2.3

[-7.3, 2.8]
0.364

ARB only 1421 395 (27.8)
[25.4, 30.2]

1399 343 (24.5)
[22.2, 26.8]

1.134
[1.001, 1.284]

1.185
[1.002, 1.402]

3.3
[-0.0, 6.6]

0.048



T1VASD_FSPS: EQ-5D VAS: Decrease by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1VASD_FSPS: EQ-5D VAS: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
EQ-5D VAS:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.302
<= 65 years 1247 282 (22.6)

[20.3, 25.0]
1239 335 (27.0)

[24.5, 29.6]
0.836

[0.729, 0.960]
0.789

[0.657, 0.946]
-4.4

[-7.9, -1.0]
0.011

> 65 years 905 241 (26.6)
[23.7, 29.6]

913 260 (28.5)
[25.5, 31.5]

0.935
[0.806, 1.086]

0.912
[0.742, 1.120]

-1.8
[-6.1, 2.4]

0.378

B: Sex 0.310
Male 1443 361 (25.0)

[22.7, 27.3]
1436 394 (27.4)

[25.1, 29.8]
0.912

[0.807, 1.031]
0.882

[0.747, 1.042]
-2.4

[-5.7, 0.9]
0.140

Female 709 162 (22.8)
[19.7, 26.0]

716 201 (28.1)
[24.7, 31.4]

0.814
[0.681, 0.973]

0.759
[0.597, 0.964]

-5.2
[-9.9, -0.6]

0.024

C: Race 0.865
White 1124 313 (27.8)

[25.2, 30.5]
1166 353 (30.3)

[27.6, 33.0]
0.920

[0.809, 1.046]
0.889

[0.742, 1.065]
-2.4

[-6.2, 1.4]
0.201

Black or African American 104 24 (23.1)
[14.5, 31.7]

87 24 (27.6)
[17.6, 37.6]

0.837
[0.513, 1.364]

0.788
[0.409, 1.516]

-4.5
[-18.0, 8.9]

0.475

Asian 749 148 (19.8)
[16.8, 22.7]

718 170 (23.7)
[20.5, 26.9]

0.835
[0.687, 1.014]

0.794
[0.619, 1.018]

-3.9
[-8.3, 0.4]

0.069

Other 175 38 (21.7)
[15.3, 28.1]

181 48 (26.5)
[19.8, 33.2]

0.819
[0.565, 1.187]

0.769
[0.472, 1.252]

-4.8
[-14.2, 4.6]

0.290

D: Region 0.648
Asia 692 133 (19.2)

[16.2, 22.2]
654 153 (23.4)

[20.1, 26.7]
0.822

[0.668, 1.010]
0.779

[0.600, 1.012]
-4.2

[-8.7, 0.3]
0.061

Europe 610 182 (29.8)
[26.1, 33.5]

623 195 (31.3)
[27.6, 35.0]

0.953
[0.806, 1.128]

0.933
[0.732, 1.189]

-1.5
[-6.8, 3.8]

0.577

North America 401 115 (28.7)
[24.1, 33.2]

412 128 (31.1)
[26.5, 35.7]

0.923
[0.748, 1.140]

0.892
[0.661, 1.205]

-2.4
[-8.9, 4.1]

0.457

Latin/South America 449 93 (20.7)
[16.9, 24.6]

463 119 (25.7)
[21.6, 29.8]

0.806
[0.635, 1.023]

0.755
[0.554, 1.029]

-5.0
[-10.7, 0.7]

0.075



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Data Cut Date: 17JUL2020 Run Date: 21MAY2021:10:19:15

Table T1VASD_FSPS: EQ-5D VAS: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
EQ-5D VAS:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.943
Yes 1455 347 (23.8)

[21.6, 26.1]
1451 395 (27.2)

[24.9, 29.5]
0.876

[0.773, 0.992]
0.837

[0.708, 0.989]
-3.4

[-6.6, -0.1]
0.037

No 697 176 (25.3)
[22.0, 28.5]

701 200 (28.5)
[25.1, 31.9]

0.885
[0.744, 1.053]

0.846
[0.668, 1.072]

-3.3
[-8.1, 1.5]

0.167

F: Baseline UACR status 0.710
> 1000 mg/g 1048 257 (24.5)

[21.9, 27.2]
1031 282 (27.4)

[24.6, 30.1]
0.897

[0.775, 1.037]
0.863

[0.709, 1.050]
-2.8

[-6.7, 1.0]
0.141

<= 1000 mg/g 1104 266 (24.1)
[21.5, 26.7]

1121 313 (27.9)
[25.3, 30.6]

0.863
[0.750, 0.993]

0.819
[0.678, 0.991]

-3.8
[-7.6, -0.1]

0.040

G: Baseline eGFR (cut-off 1) 0.217
< 45 ml/min/1.73**2 1272 308 (24.2)

[21.8, 26.6]
1250 326 (26.1)

[23.6, 28.6]
0.928

[0.811, 1.062]
0.906

[0.756, 1.084]
-1.9

[-5.3, 1.6]
0.280

>= 45 ml/min/1.73**2 880 215 (24.4)
[21.5, 27.3]

902 269 (29.8)
[26.8, 32.9]

0.819
[0.703, 0.955]

0.761
[0.617, 0.938]

-5.4
[-9.6, -1.2]

0.011

H: Baseline eGFR (cut-off 2) 0.962
< 30 ml/min/1.73**2 293 72 (24.6)

[19.5, 29.7]
331 93 (28.1)

[23.1, 33.1]
0.875

[0.671, 1.139]
0.834

[0.583, 1.193]
-3.5

[-10.8, 3.7]
0.320

>= 30 ml/min/1.73**2 1859 451 (24.3)
[22.3, 26.2]

1821 502 (27.6)
[25.5, 29.6]

0.880
[0.789, 0.982]

0.842
[0.726, 0.976]

-3.3
[-6.2, -0.4]

0.022

I: Baseline eGFR (cut-off 3) 0.516
< 60 ml/min/1.73**2 1918 463 (24.1)

[22.2, 26.1]
1932 525 (27.2)

[25.2, 29.2]
0.888

[0.798, 0.989]
0.853

[0.738, 0.986]
-3.0

[-5.8, -0.2]
0.031

>= 60 ml/min/1.73**2 234 60 (25.6)
[19.8, 31.4]

220 70 (31.8)
[25.4, 38.2]

0.806
[0.602, 1.079]

0.739
[0.491, 1.111]

-6.2
[-14.9, 2.6]

0.146



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1VASD_FSPS: EQ-5D VAS: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
EQ-5D VAS:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.936
<= 130 mmHg 793 189 (23.8)

[20.8, 26.9]
749 202 (27.0)

[23.7, 30.2]
0.884

[0.745, 1.049]
0.847

[0.674, 1.066]
-3.1

[-7.6, 1.3]
0.157

> 130 mmHg 1359 334 (24.6)
[22.3, 26.9]

1403 393 (28.0)
[25.6, 30.4]

0.877
[0.774, 0.995]

0.837
[0.707, 0.992]

-3.4
[-6.8, -0.1]

0.040

K: Treatment at randomisation 0.385
ACE-I only 650 172 (26.5)

[23.0, 29.9]
654 185 (28.3)

[24.8, 31.8]
0.935

[0.784, 1.117]
0.912

[0.715, 1.164]
-1.8

[-6.8, 3.2]
0.460

ARB only 1421 331 (23.3)
[21.1, 25.5]

1399 385 (27.5)
[25.1, 29.9]

0.846
[0.745, 0.961]

0.800
[0.675, 0.948]

-4.2
[-7.5, -0.9]

0.010



T1PCSI_FSPS: KDQOL-36 - PCS: Increase by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Data Cut Date: 17JUL2020 Run Date: 21MAY2021:10:12:39

Table T1PCSI_FSPS: KDQOL-36 - PCS: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - PCS:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.993
<= 65 years 1247 81 (6.5)

[5.1, 7.9]
1239 89 (7.2)

[5.7, 8.7]
0.904

[0.676, 1.209]
0.898

[0.657, 1.226]
-0.7

[-2.8, 1.4]
0.497

> 65 years 905 62 (6.9)
[5.1, 8.6]

913 69 (7.6)
[5.8, 9.3]

0.906
[0.651, 1.261]

0.900
[0.630, 1.284]

-0.7
[-3.2, 1.8]

0.560

B: Sex 0.701
Male 1443 88 (6.1)

[4.8, 7.4]
1436 100 (7.0)

[5.6, 8.3]
0.876

[0.664, 1.155]
0.868

[0.645, 1.167]
-0.9

[-2.7, 1.0]
0.347

Female 709 55 (7.8)
[5.7, 9.8]

716 58 (8.1)
[6.0, 10.2]

0.958
[0.672, 1.364]

0.954
[0.650, 1.401]

-0.3
[-3.3, 2.6]

0.811

C: Race 0.832
White 1124 92 (8.2)

[6.5, 9.8]
1166 97 (8.3)

[6.7, 9.9]
0.984

[0.749, 1.293]
0.982

[0.729, 1.323]
-0.1

[-2.5, 2.2]
0.907

Black or African American 104 8 (7.7)
[2.1, 13.3]

87 9 (10.3)
[3.4, 17.3]

0.744
[0.300, 1.845]

0.722
[0.266, 1.960]

-2.7
[-11.9, 6.6]

0.523

Asian 749 32 (4.3)
[2.8, 5.8]

718 37 (5.2)
[3.5, 6.8]

0.829
[0.522, 1.316]

0.821
[0.506, 1.334]

-0.9
[-3.2, 1.4]

0.426

Other 175 11 (6.3)
[2.4, 10.2]

181 15 (8.3)
[4.0, 12.6]

0.758
[0.358, 1.605]

0.742
[0.331, 1.664]

-2.0
[-8.0, 4.0]

0.469

D: Region 0.675
Asia 692 27 (3.9)

[2.4, 5.4]
654 33 (5.0)

[3.3, 6.8]
0.773

[0.470, 1.271]
0.764

[0.454, 1.285]
-1.1

[-3.5, 1.2]
0.310

Europe 610 48 (7.9)
[5.7, 10.1]

623 44 (7.1)
[5.0, 9.2]

1.114
[0.752, 1.651]

1.124
[0.735, 1.719]

0.8
[-2.3, 3.9]

0.590

North America 401 33 (8.2)
[5.4, 11.0]

412 39 (9.5)
[6.5, 12.4]

0.869
[0.558, 1.354]

0.858
[0.528, 1.394]

-1.2
[-5.4, 2.9]

0.535

Latin/South America 449 35 (7.8)
[5.2, 10.4]

463 42 (9.1)
[6.3, 11.8]

0.859
[0.559, 1.320]

0.847
[0.530, 1.354]

-1.3
[-5.1, 2.5]

0.489



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1PCSI_FSPS: KDQOL-36 - PCS: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - PCS:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.533
Yes 1455 98 (6.7)

[5.4, 8.1]
1451 113 (7.8)

[6.4, 9.2]
0.865

[0.666, 1.122]
0.855

[0.646, 1.132]
-1.1

[-3.0, 0.9]
0.274

No 697 45 (6.5)
[4.6, 8.4]

701 45 (6.4)
[4.5, 8.3]

1.006
[0.674, 1.500]

1.006
[0.656, 1.542]

0.0
[-2.7, 2.8]

0.978

F: Baseline UACR status 0.065
> 1000 mg/g 1048 69 (6.6)

[5.0, 8.1]
1031 59 (5.7)

[4.3, 7.2]
1.151

[0.822, 1.611]
1.161

[0.811, 1.662]
0.9

[-1.3, 3.0]
0.414

<= 1000 mg/g 1104 74 (6.7)
[5.2, 8.2]

1121 99 (8.8)
[7.1, 10.5]

0.759
[0.568, 1.014]

0.742
[0.542, 1.015]

-2.1
[-4.4, 0.2]

0.061

G: Baseline eGFR (cut-off 1) 0.085
< 45 ml/min/1.73**2 1272 83 (6.5)

[5.1, 7.9]
1250 75 (6.0)

[4.6, 7.4]
1.088

[0.804, 1.471]
1.094

[0.792, 1.510]
0.5

[-1.4, 2.5]
0.586

>= 45 ml/min/1.73**2 880 60 (6.8)
[5.1, 8.5]

902 83 (9.2)
[7.3, 11.1]

0.741
[0.539, 1.019]

0.722
[0.511, 1.020]

-2.4
[-5.0, 0.2]

0.064

H: Baseline eGFR (cut-off 2) 0.435
< 30 ml/min/1.73**2 293 13 (4.4)

[1.9, 7.0]
331 21 (6.3)

[3.6, 9.1]
0.699

[0.357, 1.372]
0.685

[0.337, 1.394]
-1.9

[-5.8, 1.9]
0.295

>= 30 ml/min/1.73**2 1859 130 (7.0)
[5.8, 8.2]

1821 137 (7.5)
[6.3, 8.8]

0.930
[0.738, 1.171]

0.924
[0.720, 1.186]

-0.5
[-2.3, 1.2]

0.535

I: Baseline eGFR (cut-off 3) 0.598
< 60 ml/min/1.73**2 1918 122 (6.4)

[5.2, 7.5]
1932 133 (6.9)

[5.7, 8.0]
0.924

[0.729, 1.172]
0.919

[0.713, 1.185]
-0.5

[-2.1, 1.1]
0.514

>= 60 ml/min/1.73**2 234 21 (9.0)
[5.1, 12.9]

220 25 (11.4)
[6.9, 15.8]

0.790
[0.456, 1.369]

0.769
[0.417, 1.418]

-2.4
[-8.4, 3.6]

0.400



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1PCSI_FSPS: KDQOL-36 - PCS: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - PCS:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.942
<= 130 mmHg 793 54 (6.8)

[5.0, 8.6]
749 57 (7.6)

[5.6, 9.6]
0.895

[0.625, 1.281]
0.887

[0.603, 1.306]
-0.8

[-3.5, 1.9]
0.543

> 130 mmHg 1359 89 (6.5)
[5.2, 7.9]

1403 101 (7.2)
[5.8, 8.6]

0.910
[0.691, 1.198]

0.903
[0.672, 1.214]

-0.6
[-2.6, 1.3]

0.500

K: Treatment at randomisation 0.470
ACE-I only 650 54 (8.3)

[6.1, 10.5]
654 52 (8.0)

[5.8, 10.1]
1.045

[0.725, 1.505]
1.049

[0.705, 1.561]
0.4

[-2.8, 3.5]
0.814

ARB only 1421 84 (5.9)
[4.6, 7.2]

1399 94 (6.7)
[5.4, 8.1]

0.880
[0.662, 1.170]

0.872
[0.644, 1.182]

-0.8
[-2.7, 1.1]

0.378



T1PCSD_FSPS: KDQOL-36 - PCS: Decrease by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1PCSD_FSPS: KDQOL-36 - PCS: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - PCS:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.260
<= 65 years 1247 94 (7.5)

[6.0, 9.0]
1239 105 (8.5)

[6.9, 10.1]
0.889

[0.681, 1.162]
0.880

[0.659, 1.177]
-0.9

[-3.2, 1.3]
0.390

> 65 years 905 77 (8.5)
[6.6, 10.4]

913 69 (7.6)
[5.8, 9.3]

1.126
[0.824, 1.537]

1.138
[0.811, 1.596]

1.0
[-1.7, 3.6]

0.456

B: Sex 0.454
Male 1443 114 (7.9)

[6.5, 9.3]
1436 109 (7.6)

[6.2, 9.0]
1.041

[0.809, 1.339]
1.044

[0.795, 1.373]
0.3

[-1.7, 2.3]
0.756

Female 709 57 (8.0)
[6.0, 10.1]

716 65 (9.1)
[6.9, 11.3]

0.886
[0.630, 1.244]

0.876
[0.604, 1.270]

-1.0
[-4.1, 2.0]

0.484

C: Race 0.530
White 1124 92 (8.2)

[6.5, 9.8]
1166 96 (8.2)

[6.6, 9.9]
0.994

[0.756, 1.307]
0.994

[0.737, 1.339]
-0.0

[-2.4, 2.3]
0.966

Black or African American 104 5 (4.8)
[0.2, 9.4]

87 8 (9.2)
[2.5, 15.8]

0.523
[0.177, 1.540]

0.499
[0.157, 1.584]

-4.4
[-12.8, 4.0]

0.232

Asian 749 57 (7.6)
[5.6, 9.6]

718 57 (7.9)
[5.9, 10.0]

0.959
[0.674, 1.364]

0.955
[0.652, 1.400]

-0.3
[-3.2, 2.5]

0.814

Other 175 17 (9.7)
[5.0, 14.4]

181 13 (7.2)
[3.1, 11.2]

1.353
[0.677, 2.701]

1.390
[0.654, 2.956]

2.5
[-3.8, 8.9]

0.391

D: Region 0.883
Asia 692 50 (7.2)

[5.2, 9.2]
654 52 (8.0)

[5.8, 10.1]
0.909

[0.626, 1.320]
0.902

[0.602, 1.350]
-0.7

[-3.7, 2.3]
0.615

Europe 610 54 (8.9)
[6.5, 11.2]

623 59 (9.5)
[7.1, 11.8]

0.935
[0.658, 1.329]

0.928
[0.630, 1.368]

-0.6
[-4.0, 2.8]

0.707

North America 401 29 (7.2)
[4.6, 9.9]

412 27 (6.6)
[4.0, 9.1]

1.104
[0.665, 1.830]

1.112
[0.646, 1.914]

0.7
[-3.1, 4.4]

0.703

Latin/South America 449 38 (8.5)
[5.8, 11.1]

463 36 (7.8)
[5.2, 10.3]

1.088
[0.703, 1.685]

1.097
[0.682, 1.764]

0.7
[-3.1, 4.5]

0.704



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1PCSD_FSPS: KDQOL-36 - PCS: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - PCS:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.325
Yes 1455 105 (7.2)

[5.9, 8.6]
1451 115 (7.9)

[6.5, 9.3]
0.911

[0.706, 1.174]
0.904

[0.686, 1.190]
-0.7

[-2.7, 1.3]
0.470

No 697 66 (9.5)
[7.2, 11.7]

701 59 (8.4)
[6.3, 10.5]

1.125
[0.805, 1.573]

1.138
[0.788, 1.644]

1.1
[-2.1, 4.2]

0.491

F: Baseline UACR status 0.740
> 1000 mg/g 1048 79 (7.5)

[5.9, 9.2]
1031 82 (8.0)

[6.3, 9.7]
0.948

[0.704, 1.275]
0.944

[0.684, 1.302]
-0.4

[-2.8, 2.0]
0.723

<= 1000 mg/g 1104 92 (8.3)
[6.7, 10.0]

1121 92 (8.2)
[6.6, 9.9]

1.015
[0.770, 1.339]

1.017
[0.752, 1.375]

0.1
[-2.3, 2.5]

0.914

G: Baseline eGFR (cut-off 1) 0.560
< 45 ml/min/1.73**2 1272 107 (8.4)

[6.8, 10.0]
1250 102 (8.2)

[6.6, 9.7]
1.031

[0.795, 1.337]
1.034

[0.779, 1.372]
0.3

[-2.0, 2.5]
0.819

>= 45 ml/min/1.73**2 880 64 (7.3)
[5.5, 9.0]

902 72 (8.0)
[6.2, 9.8]

0.911
[0.659, 1.259]

0.904
[0.637, 1.283]

-0.7
[-3.3, 1.9]

0.573

H: Baseline eGFR (cut-off 2) 0.288
< 30 ml/min/1.73**2 293 34 (11.6)

[7.8, 15.4]
331 31 (9.4)

[6.1, 12.7]
1.239

[0.782, 1.964]
1.270

[0.760, 2.125]
2.2

[-2.9, 7.4]
0.361

>= 30 ml/min/1.73**2 1859 137 (7.4)
[6.2, 8.6]

1821 143 (7.9)
[6.6, 9.1]

0.938
[0.749, 1.176]

0.934
[0.732, 1.191]

-0.5
[-2.3, 1.3]

0.580

I: Baseline eGFR (cut-off 3) 0.256
< 60 ml/min/1.73**2 1918 159 (8.3)

[7.0, 9.5]
1932 157 (8.1)

[6.9, 9.4]
1.020

[0.826, 1.260]
1.022

[0.812, 1.286]
0.2

[-1.6, 1.9]
0.853

>= 60 ml/min/1.73**2 234 12 (5.1)
[2.1, 8.2]

220 17 (7.7)
[4.0, 11.5]

0.664
[0.324, 1.358]

0.645
[0.301, 1.384]

-2.6
[-7.6, 2.4]

0.258



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1PCSD_FSPS.sas
Data Cut Date: 17JUL2020 Run Date: 21MAY2021:10:13:57

Table T1PCSD_FSPS: KDQOL-36 - PCS: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - PCS:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.761
<= 130 mmHg 793 62 (7.8)

[5.9, 9.7]
749 57 (7.6)

[5.6, 9.6]
1.027

[0.727, 1.451]
1.030

[0.708, 1.497]
0.2

[-2.6, 3.0]
0.878

> 130 mmHg 1359 109 (8.0)
[6.5, 9.5]

1403 117 (8.3)
[6.9, 9.8]

0.962
[0.749, 1.235]

0.958
[0.730, 1.258]

-0.3
[-2.4, 1.8]

0.760

K: Treatment at randomisation 0.636
ACE-I only 650 52 (8.0)

[5.8, 10.2]
654 58 (8.9)

[6.6, 11.1]
0.902

[0.630, 1.291]
0.894

[0.604, 1.321]
-0.9

[-4.0, 2.3]
0.573

ARB only 1421 112 (7.9)
[6.4, 9.3]

1399 110 (7.9)
[6.4, 9.3]

1.002
[0.779, 1.290]

1.003
[0.762, 1.319]

0.0
[-2.0, 2.1]

0.985



T1MCSI_FSPS: KDQOL-36 - MCS: Increase by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 3
Value Dossier Analysis: D169AC0001 Program Name: T1MCSI_FSPS.sas
Data Cut Date: 17JUL2020 Run Date: 21MAY2021:10:15:19

Table T1MCSI_FSPS: KDQOL-36 - MCS: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - MCS:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.512
<= 65 years 1247 133 (10.7)

[8.9, 12.4]
1239 126 (10.2)

[8.4, 11.9]
1.049

[0.833, 1.321]
1.055

[0.815, 1.364]
0.5

[-2.0, 3.0]
0.686

> 65 years 905 78 (8.6)
[6.7, 10.5]

913 85 (9.3)
[7.4, 11.2]

0.926
[0.690, 1.241]

0.919
[0.666, 1.268]

-0.7
[-3.4, 2.0]

0.606

B: Sex 0.773
Male 1443 126 (8.7)

[7.2, 10.2]
1436 128 (8.9)

[7.4, 10.4]
0.980

[0.775, 1.239]
0.978

[0.756, 1.265]
-0.2

[-2.3, 2.0]
0.863

Female 709 85 (12.0)
[9.5, 14.5]

716 83 (11.6)
[9.2, 14.0]

1.034
[0.778, 1.374]

1.039
[0.753, 1.434]

0.4
[-3.1, 3.9]

0.817

C: Race 0.441
White 1124 109 (9.7)

[7.9, 11.5]
1166 118 (10.1)

[8.3, 11.9]
0.958

[0.748, 1.227]
0.954

[0.725, 1.255]
-0.4

[-3.0, 2.1]
0.735

Black or African American 104 16 (15.4)
[8.0, 22.8]

87 7 (8.0)
[1.8, 14.3]

1.912
[0.824, 4.435]

2.078
[0.813, 5.311]

7.3
[-2.7, 17.4]

0.122

Asian 749 52 (6.9)
[5.1, 8.8]

718 48 (6.7)
[4.8, 8.6]

1.038
[0.711, 1.517]

1.041
[0.694, 1.563]

0.3
[-2.5, 3.0]

0.845

Other 175 34 (19.4)
[13.3, 25.6]

181 38 (21.0)
[14.8, 27.2]

0.925
[0.612, 1.399]

0.907
[0.541, 1.523]

-1.6
[-10.5, 7.3]

0.713

D: Region 0.206
Asia 692 45 (6.5)

[4.6, 8.4]
654 46 (7.0)

[5.0, 9.1]
0.925

[0.622, 1.375]
0.919

[0.601, 1.407]
-0.5

[-3.4, 2.3]
0.698

Europe 610 67 (11.0)
[8.4, 13.5]

623 71 (11.4)
[8.8, 14.0]

0.964
[0.704, 1.320]

0.959
[0.673, 1.367]

-0.4
[-4.1, 3.3]

0.818

North America 401 37 (9.2)
[6.3, 12.2]

412 23 (5.6)
[3.2, 7.9]

1.653
[1.001, 2.730]

1.719
[1.002, 2.949]

3.6
[-0.2, 7.5]

0.047

Latin/South America 449 62 (13.8)
[10.5, 17.1]

463 71 (15.3)
[11.9, 18.7]

0.900
[0.657, 1.234]

0.885
[0.612, 1.279]

-1.5
[-6.3, 3.3]

0.514



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 3
Value Dossier Analysis: D169AC0001 Program Name: T1MCSI_FSPS.sas
Data Cut Date: 17JUL2020 Run Date: 21MAY2021:10:15:19

Table T1MCSI_FSPS: KDQOL-36 - MCS: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - MCS:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.195
Yes 1455 147 (10.1)

[8.5, 11.7]
1451 158 (10.9)

[9.3, 12.5]
0.928

[0.750, 1.148]
0.920

[0.725, 1.166]
-0.8

[-3.1, 1.5]
0.490

No 697 64 (9.2)
[7.0, 11.4]

701 53 (7.6)
[5.5, 9.6]

1.214
[0.857, 1.721]

1.236
[0.845, 1.808]

1.6
[-1.4, 4.7]

0.274

F: Baseline UACR status 0.076
> 1000 mg/g 1048 113 (10.8)

[8.9, 12.7]
1031 94 (9.1)

[7.3, 10.9]
1.183

[0.912, 1.533]
1.205

[0.903, 1.607]
1.7

[-1.0, 4.3]
0.205

<= 1000 mg/g 1104 98 (8.9)
[7.2, 10.6]

1121 117 (10.4)
[8.6, 12.3]

0.851
[0.659, 1.098]

0.836
[0.630, 1.109]

-1.6
[-4.1, 1.0]

0.213

G: Baseline eGFR (cut-off 1) 0.363
< 45 ml/min/1.73**2 1272 123 (9.7)

[8.0, 11.3]
1250 112 (9.0)

[7.3, 10.6]
1.079

[0.846, 1.377]
1.088

[0.831, 1.423]
0.7

[-1.6, 3.1]
0.540

>= 45 ml/min/1.73**2 880 88 (10.0)
[8.0, 12.0]

902 99 (11.0)
[8.9, 13.1]

0.911
[0.694, 1.196]

0.901
[0.665, 1.221]

-1.0
[-3.9, 2.0]

0.502

H: Baseline eGFR (cut-off 2) 0.336
< 30 ml/min/1.73**2 293 29 (9.9)

[6.3, 13.5]
331 40 (12.1)

[8.4, 15.7]
0.819

[0.521, 1.286]
0.799

[0.482, 1.326]
-2.2

[-7.4, 3.0]
0.385

>= 30 ml/min/1.73**2 1859 182 (9.8)
[8.4, 11.2]

1821 171 (9.4)
[8.0, 10.8]

1.043
[0.855, 1.271]

1.047
[0.841, 1.304]

0.4
[-1.6, 2.4]

0.681

I: Baseline eGFR (cut-off 3) 0.731
< 60 ml/min/1.73**2 1918 180 (9.4)

[8.1, 10.7]
1932 184 (9.5)

[8.2, 10.9]
0.985

[0.810, 1.198]
0.984

[0.793, 1.221]
-0.1

[-2.0, 1.8]
0.883

>= 60 ml/min/1.73**2 234 31 (13.2)
[8.7, 17.8]

220 27 (12.3)
[7.7, 16.8]

1.079
[0.667, 1.748]

1.092
[0.628, 1.896]

1.0
[-5.6, 7.6]

0.756



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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ASTRA ZENECA Page 3 of 3
Value Dossier Analysis: D169AC0001 Program Name: T1MCSI_FSPS.sas
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Table T1MCSI_FSPS: KDQOL-36 - MCS: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - MCS:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.380
<= 130 mmHg 793 72 (9.1)

[7.0, 11.1]
749 60 (8.0)

[6.0, 10.0]
1.133

[0.817, 1.573]
1.147

[0.802, 1.641]
1.1

[-1.9, 4.0]
0.454

> 130 mmHg 1359 139 (10.2)
[8.6, 11.9]

1403 151 (10.8)
[9.1, 12.4]

0.950
[0.764, 1.182]

0.945
[0.741, 1.205]

-0.5
[-2.9, 1.8]

0.647

K: Treatment at randomisation 0.932
ACE-I only 650 78 (12.0)

[9.4, 14.6]
654 79 (12.1)

[9.5, 14.7]
0.993

[0.741, 1.332]
0.993

[0.711, 1.386]
-0.1

[-3.8, 3.6]
0.965

ARB only 1421 122 (8.6)
[7.1, 10.1]

1399 123 (8.8)
[7.3, 10.3]

0.977
[0.769, 1.241]

0.974
[0.750, 1.266]

-0.2
[-2.4, 1.9]

0.846



T1MCSD_FSPS: KDQOL-36 - MCS: Decrease by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1MCSD_FSPS: KDQOL-36 - MCS: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - MCS:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.546
<= 65 years 1247 148 (11.9)

[10.0, 13.7]
1239 160 (12.9)

[11.0, 14.8]
0.919

[0.746, 1.133]
0.908

[0.715, 1.153]
-1.0

[-3.7, 1.6]
0.429

> 65 years 905 111 (12.3)
[10.1, 14.5]

913 134 (14.7)
[12.3, 17.0]

0.836
[0.661, 1.056]

0.813
[0.620, 1.065]

-2.4
[-5.7, 0.8]

0.132

B: Sex 0.374
Male 1443 162 (11.2)

[9.6, 12.9]
1436 193 (13.4)

[11.6, 15.2]
0.835

[0.687, 1.016]
0.814

[0.652, 1.018]
-2.2

[-4.7, 0.3]
0.071

Female 709 97 (13.7)
[11.1, 16.3]

716 101 (14.1)
[11.5, 16.7]

0.970
[0.749, 1.256]

0.965
[0.715, 1.303]

-0.4
[-4.2, 3.3]

0.817

C: Race 0.536
White 1124 160 (14.2)

[12.1, 16.3]
1166 172 (14.8)

[12.7, 16.8]
0.965

[0.791, 1.178]
0.959

[0.760, 1.211]
-0.5

[-3.5, 2.5]
0.726

Black or African American 104 10 (9.6)
[3.5, 15.8]

87 13 (14.9)
[6.9, 23.0]

0.643
[0.297, 1.395]

0.606
[0.251, 1.458]

-5.3
[-15.8, 5.1]

0.261

Asian 749 75 (10.0)
[7.8, 12.2]

718 88 (12.3)
[9.8, 14.7]

0.817
[0.611, 1.092]

0.797
[0.575, 1.104]

-2.2
[-5.6, 1.1]

0.172

Other 175 14 (8.0)
[3.7, 12.3]

181 21 (11.6)
[6.7, 16.5]

0.690
[0.362, 1.312]

0.663
[0.325, 1.349]

-3.6
[-10.3, 3.1]

0.254

D: Region 0.372
Asia 692 64 (9.2)

[7.0, 11.5]
654 85 (13.0)

[10.3, 15.7]
0.712

[0.524, 0.967]
0.682

[0.484, 0.962]
-3.7

[-7.3, -0.2]
0.029

Europe 610 85 (13.9)
[11.1, 16.8]

623 87 (14.0)
[11.2, 16.8]

0.998
[0.756, 1.317]

0.997
[0.723, 1.377]

-0.0
[-4.1, 4.0]

0.988

North America 401 51 (12.7)
[9.3, 16.1]

412 52 (12.6)
[9.3, 15.9]

1.008
[0.702, 1.446]

1.009
[0.667, 1.525]

0.1
[-4.7, 4.9]

0.967

Latin/South America 449 59 (13.1)
[9.9, 16.4]

463 70 (15.1)
[11.7, 18.5]

0.869
[0.630, 1.198]

0.849
[0.585, 1.234]

-2.0
[-6.7, 2.8]

0.392



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1MCSD_FSPS: KDQOL-36 - MCS: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - MCS:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.781
Yes 1455 183 (12.6)

[10.8, 14.3]
1451 210 (14.5)

[12.6, 16.3]
0.869

[0.723, 1.045]
0.850

[0.687, 1.052]
-1.9

[-4.5, 0.7]
0.135

No 697 76 (10.9)
[8.5, 13.3]

701 84 (12.0)
[9.5, 14.5]

0.910
[0.679, 1.219]

0.899
[0.646, 1.250]

-1.1
[-4.6, 2.4]

0.526

F: Baseline UACR status 0.807
> 1000 mg/g 1048 127 (12.1)

[10.1, 14.1]
1031 139 (13.5)

[11.3, 15.6]
0.899

[0.718, 1.125]
0.885

[0.684, 1.145]
-1.4

[-4.3, 1.6]
0.352

<= 1000 mg/g 1104 132 (12.0)
[10.0, 13.9]

1121 155 (13.8)
[11.8, 15.9]

0.865
[0.696, 1.074]

0.846
[0.660, 1.085]

-1.9
[-4.7, 1.0]

0.188

G: Baseline eGFR (cut-off 1) 0.627
< 45 ml/min/1.73**2 1272 160 (12.6)

[10.7, 14.4]
1250 173 (13.8)

[11.9, 15.8]
0.909

[0.744, 1.110]
0.896

[0.711, 1.128]
-1.3

[-4.0, 1.5]
0.350

>= 45 ml/min/1.73**2 880 99 (11.3)
[9.1, 13.4]

902 121 (13.4)
[11.1, 15.7]

0.839
[0.654, 1.076]

0.818
[0.616, 1.086]

-2.2
[-5.3, 1.0]

0.165

H: Baseline eGFR (cut-off 2) 0.785
< 30 ml/min/1.73**2 293 37 (12.6)

[8.7, 16.6]
331 45 (13.6)

[9.8, 17.4]
0.929

[0.619, 1.393]
0.919

[0.576, 1.465]
-1.0

[-6.6, 4.7]
0.721

>= 30 ml/min/1.73**2 1859 222 (11.9)
[10.4, 13.4]

1821 249 (13.7)
[12.1, 15.3]

0.873
[0.738, 1.034]

0.856
[0.705, 1.039]

-1.7
[-3.9, 0.5]

0.116

I: Baseline eGFR (cut-off 3) 0.196
< 60 ml/min/1.73**2 1918 223 (11.6)

[10.2, 13.1]
1932 265 (13.7)

[12.2, 15.3]
0.848

[0.718, 1.001]
0.828

[0.684, 1.001]
-2.1

[-4.2, 0.1]
0.051

>= 60 ml/min/1.73**2 234 36 (15.4)
[10.5, 20.2]

220 29 (13.2)
[8.5, 17.9]

1.167
[0.742, 1.836]

1.197
[0.706, 2.030]

2.2
[-4.7, 9.1]

0.504



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1MCSD_FSPS: KDQOL-36 - MCS: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - MCS:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.386
<= 130 mmHg 793 91 (11.5)

[9.2, 13.8]
749 107 (14.3)

[11.7, 16.9]
0.803

[0.619, 1.043]
0.778

[0.577, 1.049]
-2.8

[-6.3, 0.7]
0.099

> 130 mmHg 1359 168 (12.4)
[10.6, 14.1]

1403 187 (13.3)
[11.5, 15.1]

0.927
[0.764, 1.127]

0.917
[0.734, 1.147]

-1.0
[-3.5, 1.6]

0.448

K: Treatment at randomisation 0.143
ACE-I only 650 87 (13.4)

[10.7, 16.1]
654 82 (12.5)

[9.9, 15.2]
1.068

[0.806, 1.415]
1.078

[0.780, 1.489]
0.8

[-3.0, 4.6]
0.649

ARB only 1421 162 (11.4)
[9.7, 13.1]

1399 193 (13.8)
[12.0, 15.6]

0.826
[0.680, 1.005]

0.804
[0.643, 1.005]

-2.4
[-4.9, 0.1]

0.055



T1KBUI_FSPS: KDQOL-36 - Burden of kidney disease: Increase by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Data Cut Date: 17JUL2020 Run Date: 21MAY2021:08:27:34

Table T1KBUI_FSPS: KDQOL-36 - Burden of kidney disease: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Burden of kidney disease:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.193
<= 65 years 1247 427 (34.2)

[31.6, 36.9]
1239 382 (30.8)

[28.2, 33.4]
1.111

[0.992, 1.244]
1.168

[0.988, 1.382]
3.4

[-0.4, 7.2]
0.070

> 65 years 905 249 (27.5)
[24.5, 30.5]

913 255 (27.9)
[25.0, 30.9]

0.985
[0.849, 1.143]

0.979
[0.798, 1.203]

-0.4
[-4.6, 3.8]

0.843

B: Sex 0.408
Male 1443 434 (30.1)

[27.7, 32.5]
1436 418 (29.1)

[26.7, 31.5]
1.033

[0.923, 1.157]
1.048

[0.893, 1.229]
1.0

[-2.4, 4.4]
0.570

Female 709 242 (34.1)
[30.6, 37.7]

716 219 (30.6)
[27.1, 34.0]

1.116
[0.960, 1.297]

1.176
[0.942, 1.469]

3.5
[-1.4, 8.5]

0.153

C: Race 0.950
White 1124 347 (30.9)

[28.1, 33.6]
1166 342 (29.3)

[26.7, 32.0]
1.053

[0.929, 1.193]
1.076

[0.900, 1.286]
1.5

[-2.3, 5.4]
0.422

Black or African American 104 33 (31.7)
[22.3, 41.2]

87 24 (27.6)
[17.6, 37.6]

1.150
[0.739, 1.790]

1.220
[0.653, 2.281]

4.1
[-9.9, 18.2]

0.534

Asian 749 226 (30.2)
[26.8, 33.5]

718 199 (27.7)
[24.4, 31.1]

1.089
[0.927, 1.278]

1.127
[0.899, 1.413]

2.5
[-2.3, 7.2]

0.300

Other 175 70 (40.0)
[32.5, 47.5]

181 72 (39.8)
[32.4, 47.2]

1.006
[0.779, 1.298]

1.009
[0.660, 1.543]

0.2
[-10.5, 11.0]

0.966

D: Region 0.520
Asia 692 206 (29.8)

[26.3, 33.2]
654 180 (27.5)

[24.0, 31.0]
1.082

[0.913, 1.281]
1.116

[0.881, 1.414]
2.2

[-2.7, 7.2]
0.363

Europe 610 190 (31.1)
[27.4, 34.9]

623 189 (30.3)
[26.6, 34.0]

1.027
[0.868, 1.214]

1.039
[0.816, 1.323]

0.8
[-4.5, 6.1]

0.758

North America 401 111 (27.7)
[23.2, 32.2]

412 92 (22.3)
[18.2, 26.5]

1.240
[0.975, 1.575]

1.331
[0.968, 1.831]

5.4
[-0.8, 11.5]

0.078

Latin/South America 449 169 (37.6)
[33.0, 42.2]

463 176 (38.0)
[33.5, 42.5]

0.990
[0.838, 1.169]

0.984
[0.753, 1.286]

-0.4
[-6.9, 6.1]

0.907



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: T1KBUI_FSPS.sas
Data Cut Date: 17JUL2020 Run Date: 21MAY2021:08:27:34

Table T1KBUI_FSPS: KDQOL-36 - Burden of kidney disease: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Burden of kidney disease:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.634
Yes 1455 459 (31.5)

[29.1, 34.0]
1451 438 (30.2)

[27.8, 32.6]
1.045

[0.937, 1.165]
1.066

[0.911, 1.248]
1.4

[-2.1, 4.8]
0.427

No 697 217 (31.1)
[27.6, 34.6]

701 199 (28.4)
[25.0, 31.8]

1.097
[0.933, 1.289]

1.140
[0.907, 1.435]

2.7
[-2.2, 7.7]

0.262

F: Baseline UACR status 0.058
> 1000 mg/g 1048 328 (31.3)

[28.4, 34.2]
1031 276 (26.8)

[24.0, 29.5]
1.169

[1.021, 1.338]
1.246

[1.031, 1.507]
4.5

[0.5, 8.5]
0.023

<= 1000 mg/g 1104 348 (31.5)
[28.7, 34.3]

1121 361 (32.2)
[29.4, 35.0]

0.979
[0.867, 1.105]

0.969
[0.811, 1.158]

-0.7
[-4.6, 3.3]

0.730

G: Baseline eGFR (cut-off 1) 0.045i
< 45 ml/min/1.73**2 1272 394 (31.0)

[28.4, 33.6]
1250 335 (26.8)

[24.3, 29.3]
1.156

[1.022, 1.307]
1.226

[1.031, 1.457]
4.2

[0.6, 7.8]
0.021

>= 45 ml/min/1.73**2 880 282 (32.0)
[28.9, 35.2]

902 302 (33.5)
[30.3, 36.6]

0.957
[0.838, 1.093]

0.937
[0.769, 1.142]

-1.4
[-5.9, 3.0]

0.519

H: Baseline eGFR (cut-off 2) 0.663
< 30 ml/min/1.73**2 293 89 (30.4)

[24.9, 35.8]
331 90 (27.2)

[22.2, 32.1]
1.117

[0.872, 1.430]
1.168

[0.825, 1.653]
3.2

[-4.3, 10.6]
0.380

>= 30 ml/min/1.73**2 1859 587 (31.6)
[29.4, 33.7]

1821 547 (30.0)
[27.9, 32.2]

1.051
[0.954, 1.158]

1.075
[0.934, 1.236]

1.5
[-1.5, 4.6]

0.313

I: Baseline eGFR (cut-off 3) 0.907
< 60 ml/min/1.73**2 1918 594 (31.0)

[28.9, 33.1]
1932 563 (29.1)

[27.1, 31.2]
1.063

[0.965, 1.170]
1.091

[0.950, 1.252]
1.8

[-1.1, 4.8]
0.216

>= 60 ml/min/1.73**2 234 82 (35.0)
[28.7, 41.4]

220 74 (33.6)
[27.2, 40.1]

1.042
[0.808, 1.344]

1.064
[0.722, 1.569]

1.4
[-7.8, 10.6]

0.753



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1KBUI_FSPS: KDQOL-36 - Burden of kidney disease: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Burden of kidney disease:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.800
<= 130 mmHg 793 250 (31.5)

[28.2, 34.8]
749 219 (29.2)

[25.9, 32.6]
1.078

[0.927, 1.255]
1.114

[0.897, 1.385]
2.3

[-2.4, 7.0]
0.329

> 130 mmHg 1359 426 (31.3)
[28.8, 33.8]

1403 418 (29.8)
[27.4, 32.2]

1.052
[0.940, 1.177]

1.076
[0.915, 1.265]

1.6
[-2.0, 5.1]

0.376

K: Treatment at randomisation 0.598
ACE-I only 650 210 (32.3)

[28.6, 36.0]
654 193 (29.5)

[25.9, 33.1]
1.095

[0.931, 1.288]
1.140

[0.901, 1.442]
2.8

[-2.4, 8.0]
0.275

ARB only 1421 441 (31.0)
[28.6, 33.5]

1399 418 (29.9)
[27.4, 32.3]

1.039
[0.929, 1.161]

1.056
[0.900, 1.240]

1.2
[-2.3, 4.6]

0.505



T1KBUD_FSPS: KDQOL-36 - Burden of kidney disease: Decrease by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1KBUD_FSPS: KDQOL-36 - Burden of kidney disease: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Burden of kidney disease:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.884
<= 65 years 1247 353 (28.3)

[25.8, 30.8]
1239 340 (27.4)

[24.9, 30.0]
1.032

[0.909, 1.171]
1.044

[0.876, 1.244]
0.9

[-2.7, 4.5]
0.630

> 65 years 905 260 (28.7)
[25.7, 31.7]

913 258 (28.3)
[25.3, 31.2]

1.017
[0.879, 1.176]

1.023
[0.835, 1.255]

0.5
[-3.8, 4.7]

0.824

B: Sex 0.617
Male 1443 426 (29.5)

[27.1, 31.9]
1436 407 (28.3)

[26.0, 30.7]
1.042

[0.929, 1.168]
1.059

[0.901, 1.244]
1.2

[-2.2, 4.6]
0.485

Female 709 187 (26.4)
[23.1, 29.7]

716 191 (26.7)
[23.4, 30.0]

0.989
[0.832, 1.175]

0.985
[0.778, 1.246]

-0.3
[-5.0, 4.4]

0.898

C: Race 0.250
White 1124 334 (29.7)

[27.0, 32.4]
1166 322 (27.6)

[25.0, 30.2]
1.076

[0.946, 1.225]
1.108

[0.924, 1.328]
2.1

[-1.7, 5.9]
0.267

Black or African American 104 26 (25.0)
[16.2, 33.8]

87 32 (36.8)
[26.1, 47.5]

0.680
[0.441, 1.047]

0.573
[0.308, 1.067]

-11.8
[-25.9, 2.4]

0.079

Asian 749 206 (27.5)
[24.2, 30.8]

718 195 (27.2)
[23.8, 30.5]

1.013
[0.857, 1.197]

1.018
[0.809, 1.280]

0.3
[-4.4, 5.0]

0.882

Other 175 47 (26.9)
[20.0, 33.7]

181 49 (27.1)
[20.3, 33.8]

0.992
[0.705, 1.397]

0.989
[0.619, 1.580]

-0.2
[-10.0, 9.6]

0.964

D: Region 0.585
Asia 692 185 (26.7)

[23.4, 30.1]
654 180 (27.5)

[24.0, 31.0]
0.971

[0.815, 1.157]
0.961

[0.756, 1.222]
-0.8

[-5.7, 4.1]
0.745

Europe 610 194 (31.8)
[28.0, 35.6]

623 177 (28.4)
[24.8, 32.0]

1.119
[0.944, 1.327]

1.175
[0.921, 1.499]

3.4
[-1.9, 8.7]

0.194

North America 401 104 (25.9)
[21.5, 30.3]

412 113 (27.4)
[23.0, 31.9]

0.946
[0.753, 1.188]

0.927
[0.679, 1.265]

-1.5
[-7.8, 4.8]

0.631

Latin/South America 449 130 (29.0)
[24.6, 33.3]

463 128 (27.6)
[23.5, 31.8]

1.047
[0.852, 1.288]

1.067
[0.799, 1.423]

1.3
[-4.8, 7.4]

0.661



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1KBUD_FSPS: KDQOL-36 - Burden of kidney disease: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Burden of kidney disease:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.790
Yes 1455 424 (29.1)

[26.8, 31.5]
1451 409 (28.2)

[25.8, 30.5]
1.034

[0.922, 1.160]
1.048

[0.892, 1.231]
1.0

[-2.4, 4.3]
0.570

No 697 189 (27.1)
[23.7, 30.5]

701 189 (27.0)
[23.6, 30.3]

1.006
[0.847, 1.195]

1.008
[0.796, 1.276]

0.2
[-4.6, 5.0]

0.948

F: Baseline UACR status 0.024i
> 1000 mg/g 1048 293 (28.0)

[25.2, 30.7]
1031 314 (30.5)

[27.6, 33.3]
0.918

[0.803, 1.050]
0.886

[0.733, 1.071]
-2.5

[-6.5, 1.5]
0.211

<= 1000 mg/g 1104 320 (29.0)
[26.3, 31.7]

1121 284 (25.3)
[22.7, 27.9]

1.144
[0.998, 1.311]

1.203
[0.998, 1.450]

3.7
[-0.1, 7.4]

0.053

G: Baseline eGFR (cut-off 1) 0.838
< 45 ml/min/1.73**2 1272 373 (29.3)

[26.8, 31.9]
1250 355 (28.4)

[25.9, 30.9]
1.033

[0.913, 1.167]
1.046

[0.880, 1.243]
0.9

[-2.7, 4.5]
0.609

>= 45 ml/min/1.73**2 880 240 (27.3)
[24.3, 30.3]

902 243 (26.9)
[24.0, 29.9]

1.012
[0.869, 1.179]

1.017
[0.825, 1.253]

0.3
[-3.9, 4.6]

0.875

H: Baseline eGFR (cut-off 2) 0.371
< 30 ml/min/1.73**2 293 100 (34.1)

[28.5, 39.7]
331 100 (30.2)

[25.1, 35.3]
1.130

[0.899, 1.419]
1.197

[0.855, 1.676]
3.9

[-3.7, 11.6]
0.296

>= 30 ml/min/1.73**2 1859 513 (27.6)
[25.5, 29.7]

1821 498 (27.3)
[25.3, 29.4]

1.009
[0.908, 1.121]

1.013
[0.876, 1.170]

0.2
[-2.7, 3.2]

0.866

I: Baseline eGFR (cut-off 3) 0.462
< 60 ml/min/1.73**2 1918 545 (28.4)

[26.4, 30.5]
1932 542 (28.1)

[26.0, 30.1]
1.013

[0.916, 1.120]
1.018

[0.885, 1.171]
0.4

[-2.5, 3.3]
0.803

>= 60 ml/min/1.73**2 234 68 (29.1)
[23.0, 35.1]

220 56 (25.5)
[19.5, 31.4]

1.142
[0.844, 1.544]

1.200
[0.793, 1.815]

3.6
[-5.0, 12.2]

0.389



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 3 of 3
Value Dossier Analysis: D169AC0001 Program Name: T1KBUD_FSPS.sas
Data Cut Date: 17JUL2020 Run Date: 21MAY2021:08:29:45

Table T1KBUD_FSPS: KDQOL-36 - Burden of kidney disease: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Burden of kidney disease:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.084
<= 130 mmHg 793 201 (25.3)

[22.3, 28.4]
749 208 (27.8)

[24.5, 31.0]
0.913

[0.773, 1.078]
0.883

[0.704, 1.107]
-2.4

[-7.0, 2.1]
0.281

> 130 mmHg 1359 412 (30.3)
[27.8, 32.8]

1403 390 (27.8)
[25.4, 30.2]

1.091
[0.971, 1.226]

1.130
[0.959, 1.332]

2.5
[-0.9, 6.0]

0.145

K: Treatment at randomisation 0.554
ACE-I only 650 189 (29.1)

[25.5, 32.6]
654 174 (26.6)

[23.1, 30.1]
1.093

[0.917, 1.302]
1.131

[0.888, 1.441]
2.5

[-2.5, 7.5]
0.320

ARB only 1421 402 (28.3)
[25.9, 30.7]

1399 386 (27.6)
[25.2, 30.0]

1.025
[0.911, 1.154]

1.035
[0.878, 1.220]

0.7
[-2.7, 4.1]

0.679



T1KEFI_FSPS: KDQOL-36 - Effect of kidney disease: Increase by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1KEFI_FSPS: KDQOL-36 - Effect of kidney disease: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Effect of kidney disease:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.280
<= 65 years 1247 243 (19.5)

[17.2, 21.7]
1239 229 (18.5)

[16.3, 20.7]
1.054

[0.896, 1.240]
1.067

[0.874, 1.305]
1.0

[-2.2, 4.2]
0.523

> 65 years 905 140 (15.5)
[13.1, 17.9]

913 155 (17.0)
[14.5, 19.5]

0.911
[0.739, 1.123]

0.895
[0.697, 1.149]

-1.5
[-5.0, 2.0]

0.384

B: Sex 0.825
Male 1443 246 (17.0)

[15.1, 19.0]
1436 248 (17.3)

[15.3, 19.3]
0.987

[0.841, 1.159]
0.984

[0.811, 1.195]
-0.2

[-3.0, 2.6]
0.874

Female 709 137 (19.3)
[16.3, 22.3]

716 136 (19.0)
[16.1, 21.9]

1.017
[0.822, 1.259]

1.021
[0.785, 1.330]

0.3
[-3.9, 4.6]

0.875

C: Race 0.505
White 1124 205 (18.2)

[15.9, 20.5]
1166 216 (18.5)

[16.3, 20.8]
0.985

[0.828, 1.170]
0.981

[0.794, 1.212]
-0.3

[-3.5, 3.0]
0.860

Black or African American 104 19 (18.3)
[10.4, 26.2]

87 16 (18.4)
[9.7, 27.1]

0.993
[0.545, 1.812]

0.992
[0.475, 2.071]

-0.1
[-12.2, 12.0]

0.983

Asian 749 110 (14.7)
[12.1, 17.3]

718 113 (15.7)
[13.0, 18.5]

0.933
[0.733, 1.188]

0.922
[0.693, 1.226]

-1.1
[-4.9, 2.8]

0.575

Other 175 49 (28.0)
[21.1, 34.9]

181 39 (21.5)
[15.3, 27.8]

1.299
[0.901, 1.873]

1.416
[0.873, 2.298]

6.5
[-3.1, 16.0]

0.159

D: Region 0.803
Asia 692 104 (15.0)

[12.3, 17.8]
654 101 (15.4)

[12.6, 18.3]
0.973

[0.756, 1.252]
0.968

[0.719, 1.304]
-0.4

[-4.4, 3.6]
0.833

Europe 610 115 (18.9)
[15.7, 22.0]

623 125 (20.1)
[16.8, 23.3]

0.940
[0.749, 1.179]

0.926
[0.698, 1.227]

-1.2
[-5.8, 3.4]

0.591

North America 401 65 (16.2)
[12.5, 19.9]

412 66 (16.0)
[12.4, 19.7]

1.012
[0.739, 1.385]

1.014
[0.698, 1.474]

0.2
[-5.1, 5.5]

0.941

Latin/South America 449 99 (22.0)
[18.1, 26.0]

463 92 (19.9)
[16.1, 23.6]

1.110
[0.862, 1.428]

1.141
[0.829, 1.570]

2.2
[-3.3, 7.7]

0.419



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1KEFI_FSPS: KDQOL-36 - Effect of kidney disease: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Effect of kidney disease:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.995
Yes 1455 280 (19.2)

[17.2, 21.3]
1451 280 (19.3)

[17.2, 21.4]
0.997

[0.859, 1.157]
0.997

[0.829, 1.198]
-0.1

[-3.0, 2.9]
0.971

No 697 103 (14.8)
[12.1, 17.5]

701 104 (14.8)
[12.1, 17.5]

0.996
[0.775, 1.281]

0.995
[0.741, 1.337]

-0.1
[-3.9, 3.8]

0.976

F: Baseline UACR status 0.190
> 1000 mg/g 1048 195 (18.6)

[16.2, 21.0]
1031 176 (17.1)

[14.7, 19.4]
1.090

[0.906, 1.311]
1.111

[0.887, 1.390]
1.5

[-1.9, 4.9]
0.361

<= 1000 mg/g 1104 188 (17.0)
[14.8, 19.3]

1121 208 (18.6)
[16.2, 20.9]

0.918
[0.767, 1.098]

0.901
[0.725, 1.120]

-1.5
[-4.8, 1.7]

0.347

G: Baseline eGFR (cut-off 1) 0.724
< 45 ml/min/1.73**2 1272 219 (17.2)

[15.1, 19.3]
1250 220 (17.6)

[15.4, 19.8]
0.978

[0.825, 1.160]
0.974

[0.793, 1.196]
-0.4

[-3.4, 2.7]
0.800

>= 45 ml/min/1.73**2 880 164 (18.6)
[16.0, 21.3]

902 164 (18.2)
[15.6, 20.8]

1.025
[0.843, 1.246]

1.031
[0.811, 1.310]

0.5
[-3.3, 4.2]

0.805

H: Baseline eGFR (cut-off 2) 0.170
< 30 ml/min/1.73**2 293 46 (15.7)

[11.4, 20.0]
331 65 (19.6)

[15.2, 24.1]
0.799

[0.567, 1.127]
0.762

[0.503, 1.155]
-3.9

[-10.2, 2.4]
0.200

>= 30 ml/min/1.73**2 1859 337 (18.1)
[16.3, 19.9]

1821 319 (17.5)
[15.7, 19.3]

1.035
[0.901, 1.189]

1.043
[0.881, 1.234]

0.6
[-1.9, 3.1]

0.629

I: Baseline eGFR (cut-off 3) 0.857
< 60 ml/min/1.73**2 1918 337 (17.6)

[15.8, 19.3]
1932 342 (17.7)

[16.0, 19.4]
0.993

[0.866, 1.138]
0.991

[0.840, 1.170]
-0.1

[-2.6, 2.3]
0.915

>= 60 ml/min/1.73**2 234 46 (19.7)
[14.4, 25.0]

220 42 (19.1)
[13.7, 24.5]

1.030
[0.707, 1.499]

1.037
[0.651, 1.652]

0.6
[-7.1, 8.3]

0.879



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1KEFI_FSPS: KDQOL-36 - Effect of kidney disease: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Effect of kidney disease:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.229
<= 130 mmHg 793 132 (16.6)

[14.0, 19.3]
749 139 (18.6)

[15.7, 21.4]
0.897

[0.723, 1.113]
0.876

[0.674, 1.139]
-1.9

[-5.8, 2.0]
0.324

> 130 mmHg 1359 251 (18.5)
[16.4, 20.6]

1403 245 (17.5)
[15.4, 19.5]

1.058
[0.902, 1.240]

1.071
[0.882, 1.300]

1.0
[-1.9, 3.9]

0.491

K: Treatment at randomisation 0.499
ACE-I only 650 123 (18.9)

[15.8, 22.0]
654 116 (17.7)

[14.7, 20.7]
1.067

[0.848, 1.342]
1.082

[0.818, 1.433]
1.2

[-3.2, 5.5]
0.580

ARB only 1421 246 (17.3)
[15.3, 19.3]

1399 250 (17.9)
[15.8, 19.9]

0.969
[0.826, 1.137]

0.962
[0.793, 1.168]

-0.6
[-3.4, 2.3]

0.697



T1KEFD_FSPS: KDQOL-36 - Effect of kidney disease: Decrease by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Data Cut Date: 17JUL2020 Run Date: 21MAY2021:08:34:02

Table T1KEFD_FSPS: KDQOL-36 - Effect of kidney disease: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Effect of kidney disease:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.321
<= 65 years 1247 209 (16.8)

[14.6, 18.9]
1239 252 (20.3)

[18.1, 22.6]
0.824

[0.698, 0.973]
0.789

[0.644, 0.966]
-3.6

[-6.7, -0.4]
0.022

> 65 years 905 158 (17.5)
[14.9, 20.0]

913 170 (18.6)
[16.0, 21.2]

0.938
[0.771, 1.141]

0.924
[0.728, 1.174]

-1.2
[-4.8, 2.5]

0.520

B: Sex 0.039i
Male 1443 259 (17.9)

[15.9, 20.0]
1436 270 (18.8)

[16.7, 20.9]
0.955

[0.818, 1.114]
0.945

[0.782, 1.141]
-0.9

[-3.8, 2.0]
0.554

Female 709 108 (15.2)
[12.5, 17.9]

716 152 (21.2)
[18.2, 24.3]

0.718
[0.574, 0.897]

0.667
[0.508, 0.875]

-6.0
[-10.1, -1.9]

0.003

C: Race 0.066
White 1124 217 (19.3)

[17.0, 21.7]
1166 243 (20.8)

[18.5, 23.2]
0.926

[0.786, 1.091]
0.909

[0.741, 1.115]
-1.5

[-4.9, 1.8]
0.360

Black or African American 104 10 (9.6)
[3.5, 15.8]

87 18 (20.7)
[11.6, 29.8]

0.465
[0.227, 0.954]

0.408
[0.177, 0.938]

-11.1
[-22.4, 0.2]

0.032

Asian 749 107 (14.3)
[11.7, 16.9]

718 134 (18.7)
[15.7, 21.6]

0.765
[0.607, 0.966]

0.726
[0.550, 0.959]

-4.4
[-8.3, -0.4]

0.024

Other 175 33 (18.9)
[12.8, 24.9]

181 27 (14.9)
[9.5, 20.4]

1.264
[0.795, 2.011]

1.326
[0.759, 2.314]

3.9
[-4.4, 12.3]

0.321

D: Region 0.432
Asia 692 98 (14.2)

[11.5, 16.8]
654 118 (18.0)

[15.0, 21.1]
0.785

[0.614, 1.003]
0.749

[0.560, 1.004]
-3.9

[-8.0, 0.2]
0.053

Europe 610 129 (21.1)
[17.8, 24.5]

623 130 (20.9)
[17.6, 24.1]

1.013
[0.816, 1.258]

1.017
[0.773, 1.338]

0.3
[-4.4, 5.0]

0.904

North America 401 68 (17.0)
[13.2, 20.8]

412 87 (21.1)
[17.1, 25.2]

0.803
[0.603, 1.069]

0.763
[0.536, 1.085]

-4.2
[-9.8, 1.5]

0.131

Latin/South America 449 72 (16.0)
[12.5, 19.5]

463 87 (18.8)
[15.1, 22.5]

0.853
[0.642, 1.134]

0.825
[0.586, 1.164]

-2.8
[-7.9, 2.4]

0.273



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1KEFD_FSPS: KDQOL-36 - Effect of kidney disease: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Effect of kidney disease:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.906
Yes 1455 257 (17.7)

[15.7, 19.7]
1451 293 (20.2)

[18.1, 22.3]
0.875

[0.752, 1.017]
0.848

[0.704, 1.021]
-2.5

[-5.4, 0.4]
0.082

No 697 110 (15.8)
[13.0, 18.6]

701 129 (18.4)
[15.5, 21.3]

0.858
[0.680, 1.081]

0.831
[0.628, 1.099]

-2.6
[-6.7, 1.5]

0.193

F: Baseline UACR status 0.154
> 1000 mg/g 1048 183 (17.5)

[15.1, 19.8]
1031 226 (21.9)

[19.3, 24.5]
0.797

[0.669, 0.949]
0.754

[0.606, 0.936]
-4.5

[-8.0, -0.9]
0.011

<= 1000 mg/g 1104 184 (16.7)
[14.4, 18.9]

1121 196 (17.5)
[15.2, 19.8]

0.953
[0.794, 1.145]

0.944
[0.757, 1.177]

-0.8
[-4.0, 2.4]

0.608

G: Baseline eGFR (cut-off 1) 0.375
< 45 ml/min/1.73**2 1272 229 (18.0)

[15.9, 20.2]
1250 247 (19.8)

[17.5, 22.0]
0.911

[0.775, 1.071]
0.892

[0.730, 1.089]
-1.8

[-4.9, 1.4]
0.260

>= 45 ml/min/1.73**2 880 138 (15.7)
[13.2, 18.1]

902 175 (19.4)
[16.8, 22.0]

0.808
[0.660, 0.990]

0.773
[0.604, 0.988]

-3.7
[-7.4, -0.1]

0.039

H: Baseline eGFR (cut-off 2) 0.271
< 30 ml/min/1.73**2 293 60 (20.5)

[15.7, 25.3]
331 66 (19.9)

[15.5, 24.4]
1.027

[0.752, 1.403]
1.034

[0.699, 1.529]
0.5

[-6.1, 7.2]
0.867

>= 30 ml/min/1.73**2 1859 307 (16.5)
[14.8, 18.2]

1821 356 (19.5)
[17.7, 21.4]

0.845
[0.736, 0.970]

0.814
[0.688, 0.963]

-3.0
[-5.6, -0.5]

0.017

I: Baseline eGFR (cut-off 3) 0.352
< 60 ml/min/1.73**2 1918 324 (16.9)

[15.2, 18.6]
1932 383 (19.8)

[18.0, 21.6]
0.852

[0.745, 0.974]
0.822

[0.698, 0.968]
-2.9

[-5.4, -0.4]
0.019

>= 60 ml/min/1.73**2 234 43 (18.4)
[13.2, 23.6]

220 39 (17.7)
[12.5, 23.0]

1.037
[0.700, 1.535]

1.045
[0.647, 1.686]

0.6
[-6.9, 8.2]

0.858



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1KEFD_FSPS: KDQOL-36 - Effect of kidney disease: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Effect of kidney disease:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.706
<= 130 mmHg 793 124 (15.6)

[13.0, 18.2]
749 130 (17.4)

[14.6, 20.1]
0.901

[0.720, 1.128]
0.883

[0.674, 1.155]
-1.7

[-5.6, 2.1]
0.363

> 130 mmHg 1359 243 (17.9)
[15.8, 20.0]

1403 292 (20.8)
[18.7, 23.0]

0.859
[0.737, 1.001]

0.828
[0.686, 1.001]

-2.9
[-5.9, 0.1]

0.051

K: Treatment at randomisation 0.896
ACE-I only 650 107 (16.5)

[13.5, 19.4]
654 121 (18.5)

[15.4, 21.6]
0.890

[0.702, 1.127]
0.868

[0.652, 1.156]
-2.0

[-6.3, 2.2]
0.332

ARB only 1421 247 (17.4)
[15.4, 19.4]

1399 278 (19.9)
[17.7, 22.0]

0.875
[0.749, 1.021]

0.848
[0.702, 1.026]

-2.5
[-5.4, 0.5]

0.090



T1KSYI_FSPS: KDQOL-36 - Symptom/problem: Increase by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1KSYI_FSPS: KDQOL-36 - Symptom/problem: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Symptom/problem:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.238
<= 65 years 1247 156 (12.5)

[10.6, 14.4]
1239 165 (13.3)

[11.4, 15.2]
0.939

[0.766, 1.152]
0.931

[0.736, 1.177]
-0.8

[-3.5, 1.9]
0.549

> 65 years 905 128 (14.1)
[11.8, 16.5]

913 114 (12.5)
[10.3, 14.7]

1.133
[0.895, 1.433]

1.155
[0.880, 1.514]

1.7
[-1.6, 4.9]

0.298

B: Sex 0.646
Male 1443 175 (12.1)

[10.4, 13.8]
1436 166 (11.6)

[9.9, 13.2]
1.049

[0.859, 1.281]
1.056

[0.842, 1.324]
0.6

[-1.9, 3.0]
0.638

Female 709 109 (15.4)
[12.6, 18.1]

716 113 (15.8)
[13.0, 18.5]

0.974
[0.765, 1.241]

0.969
[0.728, 1.291]

-0.4
[-4.3, 3.5]

0.832

C: Race 0.908
White 1124 156 (13.9)

[11.8, 15.9]
1166 153 (13.1)

[11.1, 15.1]
1.058

[0.860, 1.301]
1.067

[0.840, 1.356]
0.8

[-2.1, 3.6]
0.596

Black or African American 104 15 (14.4)
[7.2, 21.7]

87 11 (12.6)
[5.1, 20.2]

1.141
[0.553, 2.353]

1.164
[0.505, 2.687]

1.8
[-9.0, 12.5]

0.722

Asian 749 75 (10.0)
[7.8, 12.2]

718 77 (10.7)
[8.4, 13.1]

0.934
[0.691, 1.262]

0.926
[0.662, 1.296]

-0.7
[-4.0, 2.5]

0.655

Other 175 38 (21.7)
[15.3, 28.1]

181 38 (21.0)
[14.8, 27.2]

1.034
[0.694, 1.541]

1.044
[0.629, 1.733]

0.7
[-8.4, 9.8]

0.869

D: Region 0.941
Asia 692 70 (10.1)

[7.8, 12.4]
654 68 (10.4)

[8.0, 12.8]
0.973

[0.709, 1.335]
0.970

[0.682, 1.379]
-0.3

[-3.7, 3.1]
0.865

Europe 610 82 (13.4)
[10.7, 16.2]

623 85 (13.6)
[10.9, 16.4]

0.985
[0.743, 1.306]

0.983
[0.709, 1.362]

-0.2
[-4.2, 3.8]

0.918

North America 401 58 (14.5)
[10.9, 18.0]

412 56 (13.6)
[10.2, 17.0]

1.064
[0.757, 1.496]

1.075
[0.723, 1.597]

0.9
[-4.1, 5.9]

0.721

Latin/South America 449 74 (16.5)
[12.9, 20.0]

463 70 (15.1)
[11.7, 18.5]

1.090
[0.808, 1.471]

1.108
[0.776, 1.582]

1.4
[-3.6, 6.3]

0.573



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1KSYI_FSPS: KDQOL-36 - Symptom/problem: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Symptom/problem:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.647
Yes 1455 220 (15.1)

[13.2, 17.0]
1451 220 (15.2)

[13.3, 17.0]
0.997

[0.840, 1.185]
0.997

[0.814, 1.221]
-0.0

[-2.7, 2.6]
0.975

No 697 64 (9.2)
[7.0, 11.4]

701 59 (8.4)
[6.3, 10.5]

1.091
[0.778, 1.529]

1.100
[0.760, 1.593]

0.8
[-2.3, 3.9]

0.613

F: Baseline UACR status 0.017i
> 1000 mg/g 1048 153 (14.6)

[12.4, 16.8]
1031 122 (11.8)

[9.8, 13.9]
1.234

[0.988, 1.540]
1.274

[0.987, 1.644]
2.8

[-0.2, 5.8]
0.063

<= 1000 mg/g 1104 131 (11.9)
[9.9, 13.8]

1121 157 (14.0)
[11.9, 16.1]

0.847
[0.682, 1.052]

0.827
[0.645, 1.060]

-2.1
[-5.0, 0.7]

0.133

G: Baseline eGFR (cut-off 1) 0.906
< 45 ml/min/1.73**2 1272 157 (12.3)

[10.5, 14.2]
1250 150 (12.0)

[10.2, 13.8]
1.029

[0.834, 1.269]
1.033

[0.813, 1.311]
0.3

[-2.3, 3.0]
0.792

>= 45 ml/min/1.73**2 880 127 (14.4)
[12.1, 16.8]

902 129 (14.3)
[12.0, 16.6]

1.009
[0.804, 1.266]

1.011
[0.776, 1.317]

0.1
[-3.2, 3.5]

0.938

H: Baseline eGFR (cut-off 2) 0.511
< 30 ml/min/1.73**2 293 38 (13.0)

[9.0, 17.0]
331 37 (11.2)

[7.6, 14.7]
1.160

[0.759, 1.774]
1.184

[0.731, 1.919]
1.8

[-3.7, 7.2]
0.493

>= 30 ml/min/1.73**2 1859 246 (13.2)
[11.7, 14.8]

1821 242 (13.3)
[11.7, 14.9]

0.996
[0.844, 1.175]

0.995
[0.822, 1.204]

-0.1
[-2.3, 2.2]

0.960

I: Baseline eGFR (cut-off 3) 0.747
< 60 ml/min/1.73**2 1918 247 (12.9)

[11.4, 14.4]
1932 247 (12.8)

[11.3, 14.3]
1.007

[0.854, 1.188]
1.008

[0.835, 1.218]
0.1

[-2.1, 2.3]
0.931

>= 60 ml/min/1.73**2 234 37 (15.8)
[10.9, 20.7]

220 32 (14.5)
[9.7, 19.4]

1.087
[0.703, 1.681]

1.103
[0.660, 1.844]

1.3
[-5.8, 8.3]

0.707



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1KSYI_FSPS: KDQOL-36 - Symptom/problem: Increase by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Symptom/problem:
Increase by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.483
<= 130 mmHg 793 97 (12.2)

[9.9, 14.6]
749 97 (13.0)

[10.5, 15.4]
0.945

[0.726, 1.229]
0.937

[0.693, 1.266]
-0.7

[-4.2, 2.7]
0.671

> 130 mmHg 1359 187 (13.8)
[11.9, 15.6]

1403 182 (13.0)
[11.2, 14.8]

1.061
[0.877, 1.283]

1.070
[0.860, 1.333]

0.8
[-1.8, 3.4]

0.543

K: Treatment at randomisation 0.745
ACE-I only 650 85 (13.1)

[10.4, 15.7]
654 87 (13.3)

[10.6, 16.0]
0.983

[0.744, 1.299]
0.980

[0.711, 1.351]
-0.2

[-4.1, 3.6]
0.904

ARB only 1421 188 (13.2)
[11.4, 15.0]

1399 178 (12.7)
[10.9, 14.5]

1.040
[0.859, 1.259]

1.046
[0.840, 1.303]

0.5
[-2.0, 3.1]

0.689



T1KSYD_FSPS: KDQOL-36 - Symptom/problem: Decrease by at least 15 points by subgroup 



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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ASTRA ZENECA Page 1 of 3
Value Dossier Analysis: D169AC0001 Program Name: T1KSYD_FSPS.sas
Data Cut Date: 17JUL2020 Run Date: 21MAY2021:08:39:39

Table T1KSYD_FSPS: KDQOL-36 - Symptom/problem: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Symptom/problem:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.577
<= 65 years 1247 179 (14.4)

[12.4, 16.3]
1239 197 (15.9)

[13.8, 18.0]
0.903

[0.749, 1.088]
0.887

[0.712, 1.104]
-1.5

[-4.4, 1.4]
0.282

> 65 years 905 128 (14.1)
[11.8, 16.5]

913 155 (17.0)
[14.5, 19.5]

0.833
[0.672, 1.033]

0.806
[0.625, 1.039]

-2.8
[-6.3, 0.6]

0.096

B: Sex 0.293
Male 1443 193 (13.4)

[11.6, 15.2]
1436 233 (16.2)

[14.3, 18.2]
0.824

[0.691, 0.983]
0.797

[0.648, 0.980]
-2.9

[-5.5, -0.2]
0.031

Female 709 114 (16.1)
[13.3, 18.9]

716 119 (16.6)
[13.8, 19.4]

0.967
[0.765, 1.224]

0.961
[0.726, 1.273]

-0.5
[-4.5, 3.4]

0.782

C: Race 0.593
White 1124 164 (14.6)

[12.5, 16.7]
1166 203 (17.4)

[15.2, 19.6]
0.838

[0.694, 1.012]
0.810

[0.648, 1.014]
-2.8

[-5.9, 0.3]
0.066

Black or African American 104 13 (12.5)
[5.7, 19.3]

87 14 (16.1)
[7.8, 24.4]

0.777
[0.386, 1.563]

0.745
[0.330, 1.683]

-3.6
[-14.6, 7.5]

0.479

Asian 749 107 (14.3)
[11.7, 16.9]

718 116 (16.2)
[13.4, 18.9]

0.884
[0.694, 1.126]

0.865
[0.650, 1.150]

-1.9
[-5.7, 1.9]

0.319

Other 175 23 (13.1)
[7.9, 18.4]

181 19 (10.5)
[5.8, 15.2]

1.252
[0.707, 2.216]

1.290
[0.676, 2.463]

2.6
[-4.6, 9.9]

0.440

D: Region 0.385
Asia 692 96 (13.9)

[11.2, 16.5]
654 104 (15.9)

[13.0, 18.8]
0.872

[0.675, 1.127]
0.852

[0.631, 1.151]
-2.0

[-6.0, 1.9]
0.296

Europe 610 110 (18.0)
[14.9, 21.2]

623 110 (17.7)
[14.6, 20.7]

1.021
[0.804, 1.298]

1.026
[0.767, 1.373]

0.4
[-4.1, 4.8]

0.863

North America 401 47 (11.7)
[8.4, 15.0]

412 66 (16.0)
[12.4, 19.7]

0.732
[0.517, 1.036]

0.696
[0.465, 1.041]

-4.3
[-9.3, 0.7]

0.077

Latin/South America 449 54 (12.0)
[8.9, 15.1]

463 72 (15.6)
[12.1, 19.0]

0.773
[0.557, 1.074]

0.742
[0.508, 1.085]

-3.5
[-8.2, 1.2]

0.123



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1KSYD_FSPS: KDQOL-36 - Symptom/problem: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Symptom/problem:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.513
Yes 1455 204 (14.0)

[12.2, 15.8]
1451 241 (16.6)

[14.7, 18.6]
0.844

[0.711, 1.002]
0.819

[0.669, 1.003]
-2.6

[-5.3, 0.1]
0.053

No 697 103 (14.8)
[12.1, 17.5]

701 111 (15.8)
[13.1, 18.6]

0.933
[0.729, 1.194]

0.922
[0.689, 1.233]

-1.1
[-5.0, 2.9]

0.583

F: Baseline UACR status 0.048i
> 1000 mg/g 1048 143 (13.6)

[11.5, 15.8]
1031 186 (18.0)

[15.6, 20.4]
0.756

[0.619, 0.924]
0.718

[0.566, 0.910]
-4.4

[-7.6, -1.2]
0.006

<= 1000 mg/g 1104 164 (14.9)
[12.7, 17.0]

1121 166 (14.8)
[12.7, 16.9]

1.003
[0.822, 1.224]

1.004
[0.794, 1.268]

0.0
[-3.0, 3.1]

0.975

G: Baseline eGFR (cut-off 1) 0.292
< 45 ml/min/1.73**2 1272 182 (14.3)

[12.3, 16.3]
1250 218 (17.4)

[15.3, 19.6]
0.820

[0.685, 0.983]
0.790

[0.638, 0.979]
-3.1

[-6.1, -0.2]
0.031

>= 45 ml/min/1.73**2 880 125 (14.2)
[11.8, 16.6]

902 134 (14.9)
[12.5, 17.2]

0.956
[0.763, 1.198]

0.949
[0.729, 1.235]

-0.7
[-4.0, 2.7]

0.697

H: Baseline eGFR (cut-off 2) 0.498
< 30 ml/min/1.73**2 293 46 (15.7)

[11.4, 20.0]
331 53 (16.0)

[11.9, 20.1]
0.980

[0.682, 1.409]
0.977

[0.635, 1.502]
-0.3

[-6.4, 5.8]
0.915

>= 30 ml/min/1.73**2 1859 261 (14.0)
[12.4, 15.6]

1821 299 (16.4)
[14.7, 18.1]

0.855
[0.734, 0.996]

0.831
[0.694, 0.996]

-2.4
[-4.8, -0.0]

0.045

I: Baseline eGFR (cut-off 3) 0.187
< 60 ml/min/1.73**2 1918 268 (14.0)

[12.4, 15.6]
1932 320 (16.6)

[14.9, 18.2]
0.844

[0.726, 0.980]
0.818

[0.686, 0.976]
-2.6

[-4.9, -0.3]
0.026

>= 60 ml/min/1.73**2 234 39 (16.7)
[11.7, 21.7]

220 32 (14.5)
[9.7, 19.4]

1.146
[0.746, 1.761]

1.175
[0.707, 1.954]

2.1
[-5.0, 9.2]

0.534



Source Data: arsp, created on: 19APR2021.
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1KSYD_FSPS: KDQOL-36 - Symptom/problem: Decrease by at least 15 points by subgroup
FAS

Dapa 10 mg Placebo
KDQOL-36 - Symptom/problem:
Decrease by at least 15 points N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.863
<= 130 mmHg 793 109 (13.7)

[11.3, 16.2]
749 116 (15.5)

[12.8, 18.1]
0.888

[0.697, 1.130]
0.870

[0.655, 1.154]
-1.7

[-5.4, 1.9]
0.333

> 130 mmHg 1359 198 (14.6)
[12.7, 16.5]

1403 236 (16.8)
[14.8, 18.8]

0.866
[0.728, 1.030]

0.843
[0.687, 1.036]

-2.3
[-5.0, 0.5]

0.104

K: Treatment at randomisation 0.864
ACE-I only 650 85 (13.1)

[10.4, 15.7]
654 96 (14.7)

[11.9, 17.5]
0.891

[0.679, 1.168]
0.874

[0.638, 1.198]
-1.6

[-5.5, 2.3]
0.403

ARB only 1421 211 (14.8)
[13.0, 16.7]

1399 239 (17.1)
[15.1, 19.1]

0.869
[0.733, 1.030]

0.846
[0.692, 1.036]

-2.2
[-5.0, 0.5]

0.105



T1A_SSIS: Proportion of subjects with AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1A_SSIS: Proportion of subjects with AEs by subgroup
SAS

Dapa 10 mg Placebo

Proportion of subjects with AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

A: Age 0.846
<= 65 years 1246 667 (53.5)

[50.7, 56.3]
1238 698 (56.4)

[53.6, 59.2]
0.949

[0.884, 1.020]
0.891

[0.761, 1.044]
-2.8

[-6.8, 1.1]
0.154

> 65 years 903 574 (63.6)
[60.4, 66.8]

911 608 (66.7)
[63.6, 69.9]

0.952
[0.890, 1.019]

0.869
[0.717, 1.055]

-3.2
[-7.7, 1.3]

0.156

B: Sex 0.880
Male 1440 833 (57.8)

[55.3, 60.4]
1433 870 (60.7)

[58.1, 63.3]
0.953

[0.897, 1.012]
0.888

[0.765, 1.031]
-2.9

[-6.5, 0.8]
0.118

Female 709 408 (57.5)
[53.8, 61.3]

716 436 (60.9)
[57.2, 64.5]

0.945
[0.867, 1.030]

0.870
[0.705, 1.075]

-3.3
[-8.6, 1.9]

0.199

C: Race 0.708
White 1123 703 (62.6)

[59.7, 65.5]
1163 776 (66.7)

[64.0, 69.5]
0.938

[0.883, 0.997]
0.835

[0.703, 0.991]
-4.1

[-8.1, -0.1]
0.039

Black or African American 104 70 (67.3)
[57.8, 76.8]

87 63 (72.4)
[62.4, 82.4]

0.929
[0.771, 1.120]

0.784
[0.420, 1.463]

-5.1
[-19.2, 9.0]

0.446

Asian 747 350 (46.9)
[43.2, 50.5]

718 345 (48.1)
[44.3, 51.8]

0.975
[0.875, 1.086]

0.953
[0.776, 1.170]

-1.2
[-6.4, 4.1]

0.647

Other 175 118 (67.4)
[60.2, 74.7]

181 122 (67.4)
[60.3, 74.5]

1.000
[0.866, 1.156]

1.001
[0.643, 1.560]

0.0
[-10.3, 10.3]

0.996

D: Region 0.390
Asia 690 321 (46.5)

[42.7, 50.3]
654 311 (47.6)

[43.6, 51.5]
0.978

[0.873, 1.096]
0.959

[0.774, 1.189]
-1.0

[-6.5, 4.5]
0.705

Europe 609 380 (62.4)
[58.5, 66.3]

620 397 (64.0)
[60.2, 67.9]

0.974
[0.895, 1.061]

0.932
[0.739, 1.175]

-1.6
[-7.2, 3.9]

0.552

North America 401 260 (64.8)
[60.0, 69.6]

412 275 (66.7)
[62.1, 71.4]

0.971
[0.880, 1.073]

0.919
[0.687, 1.228]

-1.9
[-8.7, 4.9]

0.566

Latin/South America 449 280 (62.4)
[57.8, 67.0]

463 323 (69.8)
[65.5, 74.1]

0.894
[0.814, 0.982]

0.718
[0.545, 0.946]

-7.4
[-13.8, -1.1]

0.018



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1A_SSIS: Proportion of subjects with AEs by subgroup
SAS

Dapa 10 mg Placebo

Proportion of subjects with AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

E: Type 2 diabetes at baseline 0.398
Yes 1453 891 (61.3)

[58.8, 63.9]
1450 945 (65.2)

[62.7, 67.7]
0.941

[0.890, 0.995]
0.847

[0.728, 0.985]
-3.9

[-7.4, -0.3]
0.031

No 696 350 (50.3)
[46.5, 54.1]

699 361 (51.6)
[47.9, 55.4]

0.974
[0.878, 1.079]

0.947
[0.768, 1.168]

-1.4
[-6.7, 4.0]

0.612

F: Baseline UACR status 0.069
> 1000 mg/g 1047 613 (58.5)

[55.5, 61.6]
1030 663 (64.4)

[61.4, 67.3]
0.910

[0.850, 0.974]
0.782

[0.655, 0.933]
-5.8

[-10.1, -1.5]
0.006

<= 1000 mg/g 1102 628 (57.0)
[54.0, 60.0]

1119 643 (57.5)
[54.5, 60.4]

0.992
[0.923, 1.066]

0.981
[0.829, 1.160]

-0.5
[-4.7, 3.7]

0.821

G: Baseline eGFR (cut-off 1) 0.388
< 45 ml/min/1.73**2 1270 762 (60.0)

[57.3, 62.7]
1248 773 (61.9)

[59.2, 64.7]
0.969

[0.910, 1.031]
0.922

[0.785, 1.082]
-1.9

[-5.8, 2.0]
0.319

>= 45 ml/min/1.73**2 879 479 (54.5)
[51.1, 57.8]

901 533 (59.2)
[55.9, 62.4]

0.921
[0.849, 0.999]

0.827
[0.685, 0.998]

-4.7
[-9.4, 0.0]

0.047

H: Baseline eGFR (cut-off 2) 0.605
< 30 ml/min/1.73**2 293 184 (62.8)

[57.1, 68.5]
331 223 (67.4)

[62.2, 72.6]
0.932

[0.830, 1.046]
0.818

[0.588, 1.137]
-4.6

[-12.4, 3.2]
0.232

>= 30 ml/min/1.73**2 1856 1057 (57.0)
[54.7, 59.2]

1818 1083 (59.6)
[57.3, 61.9]

0.956
[0.905, 1.010]

0.898
[0.787, 1.024]

-2.6
[-5.9, 0.6]

0.107

I: Baseline eGFR (cut-off 3) 0.427
< 60 ml/min/1.73**2 1915 1105 (57.7)

[55.5, 59.9]
1929 1164 (60.3)

[58.1, 62.6]
0.956

[0.907, 1.008]
0.897

[0.788, 1.020]
-2.6

[-5.8, 0.5]
0.096

>= 60 ml/min/1.73**2 234 136 (58.1)
[51.6, 64.7]

220 142 (64.5)
[58.0, 71.1]

0.900
[0.778, 1.042]

0.762
[0.522, 1.114]

-6.4
[-15.8, 3.0]

0.161



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1A_SSIS: Proportion of subjects with AEs by subgroup
SAS

Dapa 10 mg Placebo

Proportion of subjects with AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

J: Baseline systolic blood pressure 0.336
<= 130 mmHg 793 437 (55.1)

[51.6, 58.6]
748 420 (56.1)

[52.5, 59.8]
0.981

[0.898, 1.073]
0.959

[0.784, 1.172]
-1.0

[-6.1, 4.1]
0.681

> 130 mmHg 1356 804 (59.3)
[56.6, 61.9]

1401 886 (63.2)
[60.7, 65.8]

0.938
[0.883, 0.995]

0.847
[0.726, 0.987]

-3.9
[-7.7, -0.2]

0.033

K: Treatment at randomisation 0.798
ACE-I only 650 380 (58.5)

[54.6, 62.3]
651 403 (61.9)

[58.1, 65.7]
0.944

[0.864, 1.032]
0.866

[0.694, 1.082]
-3.4

[-8.9, 2.0]
0.205

ARB only 1418 812 (57.3)
[54.7, 59.9]

1399 838 (59.9)
[57.3, 62.5]

0.956
[0.898, 1.017]

0.897
[0.772, 1.042]

-2.6
[-6.3, 1.1]

0.156



T1AN_SSIS: Proportion of subjects with non-severe AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1AN_SSIS: Proportion of subjects with non-severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.944
<= 65 years 1246 612 (49.1)

[46.3, 51.9]
1238 641 (51.8)

[49.0, 54.6]
0.949

[0.877, 1.026]
0.899

[0.768, 1.052]
-2.7

[-6.7, 1.4]
0.185

> 65 years 903 520 (57.6)
[54.3, 60.9]

911 550 (60.4)
[57.1, 63.6]

0.954
[0.883, 1.030]

0.891
[0.739, 1.075]

-2.8
[-7.4, 1.8]

0.228

B: Sex 0.983
Male 1440 755 (52.4)

[49.8, 55.0]
1433 791 (55.2)

[52.6, 57.8]
0.950

[0.888, 1.016]
0.895

[0.772, 1.036]
-2.8

[-6.5, 0.9]
0.137

Female 709 377 (53.2)
[49.4, 56.9]

716 400 (55.9)
[52.2, 59.6]

0.952
[0.866, 1.047]

0.897
[0.728, 1.105]

-2.7
[-8.0, 2.6]

0.308

C: Race 0.867
White 1123 643 (57.3)

[54.3, 60.2]
1163 699 (60.1)

[57.2, 63.0]
0.953

[0.889, 1.021]
0.889

[0.753, 1.050]
-2.8

[-7.0, 1.3]
0.167

Black or African American 104 64 (61.5)
[51.7, 71.4]

87 60 (69.0)
[58.7, 79.3]

0.892
[0.725, 1.098]

0.720
[0.394, 1.315]

-7.4
[-22.0, 7.1]

0.285

Asian 747 314 (42.0)
[38.4, 45.6]

718 316 (44.0)
[40.3, 47.7]

0.955
[0.849, 1.075]

0.923
[0.750, 1.135]

-2.0
[-7.2, 3.2]

0.445

Other 175 111 (63.4)
[56.0, 70.9]

181 116 (64.1)
[56.8, 71.4]

0.990
[0.846, 1.158]

0.972
[0.631, 1.497]

-0.7
[-11.2, 9.9]

0.897

D: Region 0.600
Asia 690 289 (41.9)

[38.1, 45.6]
654 285 (43.6)

[39.7, 47.5]
0.961

[0.849, 1.088]
0.933

[0.752, 1.158]
-1.7

[-7.1, 3.7]
0.530

Europe 609 351 (57.6)
[53.6, 61.6]

620 360 (58.1)
[54.1, 62.0]

0.993
[0.902, 1.092]

0.983
[0.783, 1.232]

-0.4
[-6.1, 5.3]

0.879

North America 401 235 (58.6)
[53.7, 63.5]

412 253 (61.4)
[56.6, 66.2]

0.954
[0.853, 1.068]

0.890
[0.672, 1.178]

-2.8
[-9.8, 4.2]

0.415

Latin/South America 449 257 (57.2)
[52.6, 61.9]

463 293 (63.3)
[58.8, 67.8]

0.904
[0.814, 1.005]

0.777
[0.595, 1.013]

-6.0
[-12.6, 0.5]

0.062



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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ASTRA ZENECA Page 2 of 3
Value Dossier Analysis: D169AC0001 Program Name: IS_saf1.sas
Data Cut Date: 17JUL2020 Run Date: 21APR2021:16:57:00

Table T1AN_SSIS: Proportion of subjects with non-severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.849
Yes 1453 815 (56.1)

[53.5, 58.7]
1450 856 (59.0)

[56.5, 61.6]
0.950

[0.893, 1.011]
0.886

[0.765, 1.027]
-2.9

[-6.6, 0.7]
0.109

No 696 317 (45.5)
[41.8, 49.3]

699 335 (47.9)
[44.2, 51.7]

0.950
[0.850, 1.063]

0.909
[0.736, 1.122]

-2.4
[-7.8, 3.0]

0.373

F: Baseline UACR status 0.038i
> 1000 mg/g 1047 552 (52.7)

[49.7, 55.8]
1030 605 (58.7)

[55.7, 61.8]
0.898

[0.831, 0.969]
0.783

[0.659, 0.932]
-6.0

[-10.4, -1.7]
0.006

<= 1000 mg/g 1102 580 (52.6)
[49.6, 55.6]

1119 586 (52.4)
[49.4, 55.3]

1.005
[0.929, 1.088]

1.011
[0.856, 1.194]

0.3
[-4.0, 4.5]

0.901

G: Baseline eGFR (cut-off 1) 0.679
< 45 ml/min/1.73**2 1270 686 (54.0)

[51.2, 56.8]
1248 702 (56.3)

[53.5, 59.0]
0.960

[0.895, 1.030]
0.914

[0.781, 1.069]
-2.2

[-6.2, 1.7]
0.260

>= 45 ml/min/1.73**2 879 446 (50.7)
[47.4, 54.1]

901 489 (54.3)
[51.0, 57.6]

0.935
[0.856, 1.021]

0.868
[0.720, 1.045]

-3.5
[-8.3, 1.2]

0.136

H: Baseline eGFR (cut-off 2) 0.765
< 30 ml/min/1.73**2 293 170 (58.0)

[52.2, 63.8]
331 197 (59.5)

[54.1, 65.0]
0.975

[0.854, 1.112]
0.940

[0.683, 1.294]
-1.5

[-9.6, 6.6]
0.705

>= 30 ml/min/1.73**2 1856 962 (51.8)
[49.5, 54.1]

1818 994 (54.7)
[52.4, 57.0]

0.948
[0.892, 1.007]

0.892
[0.784, 1.016]

-2.8
[-6.1, 0.4]

0.084

I: Baseline eGFR (cut-off 3) 0.942
< 60 ml/min/1.73**2 1915 1003 (52.4)

[50.1, 54.6]
1929 1063 (55.1)

[52.9, 57.4]
0.950

[0.896, 1.008]
0.896

[0.789, 1.017]
-2.7

[-5.9, 0.5]
0.090

>= 60 ml/min/1.73**2 234 129 (55.1)
[48.5, 61.7]

220 128 (58.2)
[51.4, 64.9]

0.948
[0.807, 1.113]

0.883
[0.609, 1.281]

-3.1
[-12.6, 6.5]

0.512



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AN_SSIS: Proportion of subjects with non-severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.676
<= 130 mmHg 793 399 (50.3)

[46.8, 53.9]
748 390 (52.1)

[48.5, 55.8]
0.965

[0.875, 1.064]
0.930

[0.761, 1.135]
-1.8

[-6.9, 3.3]
0.474

> 130 mmHg 1356 733 (54.1)
[51.4, 56.7]

1401 801 (57.2)
[54.5, 59.8]

0.945
[0.884, 1.011]

0.881
[0.758, 1.024]

-3.1
[-6.9, 0.7]

0.100

K: Treatment at randomisation 0.885
ACE-I only 650 344 (52.9)

[49.0, 56.8]
651 363 (55.8)

[51.9, 59.7]
0.949

[0.859, 1.049]
0.892

[0.717, 1.109]
-2.8

[-8.4, 2.7]
0.304

ARB only 1418 745 (52.5)
[49.9, 55.2]

1399 768 (54.9)
[52.3, 57.5]

0.957
[0.894, 1.025]

0.910
[0.784, 1.055]

-2.4
[-6.1, 1.4]

0.210



T1AC_SSIS: Proportion of subjects with severe AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1AC_SSIS: Proportion of subjects with severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.431
<= 65 years 1246 168 (13.5)

[11.5, 15.4]
1238 188 (15.2)

[13.1, 17.2]
0.888

[0.732, 1.077]
0.870

[0.695, 1.090]
-1.7

[-4.5, 1.1]
0.226

> 65 years 903 180 (19.9)
[17.3, 22.6]

911 183 (20.1)
[17.4, 22.7]

0.992
[0.826, 1.193]

0.990
[0.787, 1.247]

-0.2
[-3.9, 3.6]

0.935

B: Sex 0.386
Male 1440 248 (17.2)

[15.2, 19.2]
1433 253 (17.7)

[15.6, 19.7]
0.975

[0.832, 1.144]
0.970

[0.800, 1.177]
-0.4

[-3.3, 2.4]
0.760

Female 709 100 (14.1)
[11.5, 16.7]

716 118 (16.5)
[13.7, 19.3]

0.856
[0.670, 1.094]

0.832
[0.623, 1.111]

-2.4
[-6.3, 1.5]

0.213

C: Race 0.586
White 1123 223 (19.9)

[17.5, 22.2]
1163 237 (20.4)

[18.0, 22.7]
0.974

[0.828, 1.147]
0.968

[0.789, 1.188]
-0.5

[-3.9, 2.9]
0.756

Black or African American 104 16 (15.4)
[8.0, 22.8]

87 21 (24.1)
[14.6, 33.7]

0.637
[0.355, 1.144]

0.571
[0.277, 1.179]

-8.8
[-21.2, 3.7]

0.128

Asian 747 74 (9.9)
[7.7, 12.1]

718 74 (10.3)
[8.0, 12.6]

0.961
[0.708, 1.305]

0.957
[0.681, 1.344]

-0.4
[-3.6, 2.8]

0.800

Other 175 35 (20.0)
[13.8, 26.2]

181 39 (21.5)
[15.3, 27.8]

0.928
[0.618, 1.393]

0.910
[0.545, 1.520]

-1.5
[-10.5, 7.4]

0.720

D: Region 0.812
Asia 690 68 (9.9)

[7.6, 12.2]
654 69 (10.6)

[8.1, 13.0]
0.934

[0.680, 1.283]
0.927

[0.651, 1.320]
-0.7

[-4.1, 2.7]
0.674

Europe 609 104 (17.1)
[14.0, 20.1]

620 115 (18.5)
[15.4, 21.7]

0.921
[0.724, 1.171]

0.904
[0.675, 1.212]

-1.5
[-5.9, 3.0]

0.501

North America 401 82 (20.4)
[16.4, 24.5]

412 79 (19.2)
[15.3, 23.1]

1.066
[0.809, 1.406]

1.084
[0.767, 1.530]

1.3
[-4.5, 7.0]

0.649

Latin/South America 449 94 (20.9)
[17.1, 24.8]

463 108 (23.3)
[19.4, 27.3]

0.898
[0.703, 1.146]

0.870
[0.636, 1.190]

-2.4
[-8.0, 3.2]

0.385



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AC_SSIS: Proportion of subjects with severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.575
Yes 1453 270 (18.6)

[16.5, 20.6]
1450 293 (20.2)

[18.1, 22.3]
0.920

[0.793, 1.067]
0.901

[0.750, 1.083]
-1.6

[-4.6, 1.3]
0.268

No 696 78 (11.2)
[8.8, 13.6]

699 78 (11.2)
[8.8, 13.6]

1.004
[0.747, 1.350]

1.005
[0.720, 1.402]

0.0
[-3.4, 3.5]

0.977

F: Baseline UACR status 0.600
> 1000 mg/g 1047 194 (18.5)

[16.1, 20.9]
1030 197 (19.1)

[16.7, 21.6]
0.969

[0.810, 1.158]
0.962

[0.772, 1.198]
-0.6

[-4.1, 2.9]
0.728

<= 1000 mg/g 1102 154 (14.0)
[11.9, 16.1]

1119 174 (15.5)
[13.4, 17.7]

0.899
[0.736, 1.098]

0.882
[0.698, 1.116]

-1.6
[-4.6, 1.5]

0.296

G: Baseline eGFR (cut-off 1) 0.298
< 45 ml/min/1.73**2 1270 234 (18.4)

[16.3, 20.6]
1248 233 (18.7)

[16.5, 20.9]
0.987

[0.838, 1.162]
0.984

[0.805, 1.203]
-0.2

[-3.4, 2.9]
0.875

>= 45 ml/min/1.73**2 879 114 (13.0)
[10.7, 15.2]

901 138 (15.3)
[12.9, 17.7]

0.847
[0.673, 1.066]

0.824
[0.631, 1.077]

-2.3
[-5.7, 1.0]

0.156

H: Baseline eGFR (cut-off 2) 0.256
< 30 ml/min/1.73**2 293 59 (20.1)

[15.4, 24.9]
331 82 (24.8)

[20.0, 29.6]
0.813

[0.605, 1.092]
0.766

[0.524, 1.119]
-4.6

[-11.5, 2.2]
0.167

>= 30 ml/min/1.73**2 1856 289 (15.6)
[13.9, 17.2]

1818 289 (15.9)
[14.2, 17.6]

0.980
[0.843, 1.138]

0.976
[0.817, 1.165]

-0.3
[-2.7, 2.1]

0.787

I: Baseline eGFR (cut-off 3) 0.048i
< 60 ml/min/1.73**2 1915 317 (16.6)

[14.9, 18.2]
1929 325 (16.8)

[15.2, 18.5]
0.983

[0.853, 1.132]
0.979

[0.826, 1.160]
-0.3

[-2.7, 2.1]
0.807

>= 60 ml/min/1.73**2 234 31 (13.2)
[8.7, 17.8]

220 46 (20.9)
[15.3, 26.5]

0.634
[0.418, 0.961]

0.578
[0.351, 0.951]

-7.7
[-15.0, -0.3]

0.030



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AC_SSIS: Proportion of subjects with severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.876
<= 130 mmHg 793 106 (13.4)

[10.9, 15.8]
748 108 (14.4)

[11.9, 17.0]
0.926

[0.722, 1.187]
0.914

[0.685, 1.220]
-1.1

[-4.7, 2.5]
0.543

> 130 mmHg 1356 242 (17.8)
[15.8, 19.9]

1401 263 (18.8)
[16.7, 20.9]

0.951
[0.812, 1.113]

0.940
[0.775, 1.140]

-0.9
[-3.9, 2.0]

0.530

K: Treatment at randomisation 0.496
ACE-I only 650 126 (19.4)

[16.3, 22.5]
651 128 (19.7)

[16.5, 22.8]
0.986

[0.791, 1.229]
0.982

[0.747, 1.292]
-0.3

[-4.7, 4.2]
0.900

ARB only 1418 204 (14.4)
[12.5, 16.2]

1399 226 (16.2)
[14.2, 18.1]

0.891
[0.748, 1.060]

0.872
[0.710, 1.071]

-1.8
[-4.5, 1.0]

0.192



T1AS_SSIS: Proportion of subjects with serious AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AS_SSIS: Proportion of subjects with serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.081
<= 65 years 1246 282 (22.6)

[20.3, 25.0]
1238 348 (28.1)

[25.6, 30.7]
0.805

[0.703, 0.922]
0.748

[0.624, 0.897]
-5.5

[-9.0, -2.0]
0.002

> 65 years 903 312 (34.6)
[31.4, 37.7]

911 326 (35.8)
[32.6, 39.0]

0.966
[0.852, 1.094]

0.947
[0.781, 1.149]

-1.2
[-5.7, 3.3]

0.582

B: Sex 0.990
Male 1440 403 (28.0)

[25.6, 30.3]
1433 455 (31.8)

[29.3, 34.2]
0.881

[0.788, 0.986]
0.835

[0.712, 0.980]
-3.8

[-7.2, -0.4]
0.027

Female 709 191 (26.9)
[23.6, 30.3]

716 219 (30.6)
[27.1, 34.0]

0.881
[0.748, 1.038]

0.837
[0.665, 1.053]

-3.6
[-8.5, 1.2]

0.128

C: Race 0.726
White 1123 372 (33.1)

[30.3, 35.9]
1163 419 (36.0)

[33.2, 38.8]
0.919

[0.821, 1.029]
0.880

[0.740, 1.045]
-2.9

[-6.9, 1.1]
0.145

Black or African American 104 28 (26.9)
[17.9, 35.9]

87 32 (36.8)
[26.1, 47.5]

0.732
[0.481, 1.114]

0.633
[0.343, 1.171]

-9.9
[-24.2, 4.4]

0.145

Asian 747 154 (20.6)
[17.6, 23.6]

718 177 (24.7)
[21.4, 27.9]

0.836
[0.691, 1.011]

0.794
[0.621, 1.015]

-4.0
[-8.5, 0.4]

0.065

Other 175 40 (22.9)
[16.4, 29.4]

181 46 (25.4)
[18.8, 32.0]

0.899
[0.622, 1.301]

0.870
[0.535, 1.414]

-2.6
[-12.0, 6.9]

0.574

D: Region 0.946
Asia 690 144 (20.9)

[17.8, 24.0]
654 164 (25.1)

[21.7, 28.5]
0.832

[0.684, 1.013]
0.788

[0.611, 1.017]
-4.2

[-8.9, 0.4]
0.067

Europe 609 199 (32.7)
[28.9, 36.5]

620 224 (36.1)
[32.3, 40.0]

0.904
[0.775, 1.056]

0.858
[0.678, 1.086]

-3.5
[-8.9, 2.0]

0.203

North America 401 128 (31.9)
[27.2, 36.6]

412 147 (35.7)
[30.9, 40.4]

0.895
[0.738, 1.085]

0.845
[0.632, 1.131]

-3.8
[-10.5, 3.0]

0.258

Latin/South America 449 123 (27.4)
[23.2, 31.6]

463 139 (30.0)
[25.7, 34.3]

0.912
[0.743, 1.120]

0.879
[0.660, 1.172]

-2.6
[-8.7, 3.5]

0.381



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AS_SSIS: Proportion of subjects with serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.451
Yes 1453 453 (31.2)

[28.8, 33.6]
1450 521 (35.9)

[33.4, 38.4]
0.868

[0.783, 0.962]
0.808

[0.692, 0.943]
-4.8

[-8.3, -1.3]
0.007

No 696 141 (20.3)
[17.2, 23.3]

699 153 (21.9)
[18.8, 25.0]

0.926
[0.755, 1.134]

0.907
[0.701, 1.173]

-1.6
[-6.1, 2.8]

0.456

F: Baseline UACR status 0.456
> 1000 mg/g 1047 327 (31.2)

[28.4, 34.1]
1030 352 (34.2)

[31.2, 37.1]
0.914

[0.808, 1.034]
0.875

[0.728, 1.051]
-2.9

[-7.1, 1.2]
0.153

<= 1000 mg/g 1102 267 (24.2)
[21.7, 26.8]

1119 322 (28.8)
[26.1, 31.5]

0.842
[0.733, 0.968]

0.791
[0.655, 0.956]

-4.5
[-8.3, -0.8]

0.015

G: Baseline eGFR (cut-off 1) 0.591
< 45 ml/min/1.73**2 1270 372 (29.3)

[26.7, 31.8]
1248 406 (32.5)

[29.9, 35.2]
0.900

[0.801, 1.012]
0.859

[0.725, 1.018]
-3.2

[-6.9, 0.4]
0.079

>= 45 ml/min/1.73**2 879 222 (25.3)
[22.3, 28.2]

901 268 (29.7)
[26.7, 32.8]

0.849
[0.730, 0.988]

0.798
[0.648, 0.983]

-4.5
[-8.7, -0.2]

0.034

H: Baseline eGFR (cut-off 2) 0.672
< 30 ml/min/1.73**2 293 93 (31.7)

[26.2, 37.2]
331 123 (37.2)

[31.8, 42.5]
0.854

[0.686, 1.063]
0.786

[0.564, 1.096]
-5.4

[-13.2, 2.4]
0.156

>= 30 ml/min/1.73**2 1856 501 (27.0)
[24.9, 29.0]

1818 551 (30.3)
[28.2, 32.4]

0.891
[0.804, 0.987]

0.850
[0.737, 0.981]

-3.3
[-6.3, -0.3]

0.026

I: Baseline eGFR (cut-off 3) 0.539
< 60 ml/min/1.73**2 1915 531 (27.7)

[25.7, 29.8]
1929 601 (31.2)

[29.1, 33.2]
0.890

[0.807, 0.982]
0.848

[0.738, 0.974]
-3.4

[-6.4, -0.5]
0.020

>= 60 ml/min/1.73**2 234 63 (26.9)
[21.0, 32.8]

220 73 (33.2)
[26.7, 39.6]

0.811
[0.612, 1.076]

0.742
[0.496, 1.110]

-6.3
[-15.1, 2.6]

0.146



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AS_SSIS: Proportion of subjects with serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.983
<= 130 mmHg 793 185 (23.3)

[20.3, 26.3]
748 199 (26.6)

[23.4, 29.8]
0.877

[0.737, 1.043]
0.839

[0.666, 1.058]
-3.3

[-7.7, 1.2]
0.138

> 130 mmHg 1356 409 (30.2)
[27.7, 32.6]

1401 475 (33.9)
[31.4, 36.4]

0.890
[0.798, 0.992]

0.842
[0.717, 0.988]

-3.7
[-7.3, -0.2]

0.035

K: Treatment at randomisation 0.259
ACE-I only 650 195 (30.0)

[26.4, 33.6]
651 204 (31.3)

[27.7, 35.0]
0.957

[0.813, 1.127]
0.939

[0.742, 1.189]
-1.3

[-6.5, 3.8]
0.601

ARB only 1418 372 (26.2)
[23.9, 28.6]

1399 432 (30.9)
[28.4, 33.3]

0.850
[0.756, 0.955]

0.796
[0.676, 0.938]

-4.6
[-8.0, -1.2]

0.006



T1AD_SSIS: Proportion of subjects with AEs leading to death by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AD_SSIS: Proportion of subjects with AEs leading to death by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to death N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.788
<= 65 years 1246 33 (2.6)

[1.7, 3.6]
1238 43 (3.5)

[2.4, 4.5]
0.763

[0.488, 1.192]
0.756

[0.477, 1.198]
-0.8

[-2.3, 0.6]
0.233

> 65 years 903 40 (4.4)
[3.0, 5.8]

911 57 (6.3)
[4.6, 7.9]

0.708
[0.478, 1.049]

0.694
[0.458, 1.052]

-1.8
[-4.0, 0.4]

0.084

B: Sex 0.904
Male 1440 50 (3.5)

[2.5, 4.5]
1433 69 (4.8)

[3.7, 6.0]
0.721

[0.505, 1.030]
0.711

[0.490, 1.031]
-1.3

[-2.9, 0.2]
0.071

Female 709 23 (3.2)
[1.9, 4.6]

716 31 (4.3)
[2.8, 5.9]

0.749
[0.441, 1.272]

0.741
[0.428, 1.284]

-1.1
[-3.2, 1.0]

0.283

C: Race 0.762
White 1123 50 (4.5)

[3.2, 5.7]
1163 71 (6.1)

[4.7, 7.5]
0.729

[0.513, 1.037]
0.717

[0.494, 1.039]
-1.7

[-3.6, 0.3]
0.078

Black or African American 104 3 (2.9)
[0.0, 6.6]

87 6 (6.9)
[1.0, 12.8]

0.418
[0.108, 1.624]

0.401
[0.097, 1.653]

-4.0
[-11.3, 3.3]

0.305#

Asian 747 12 (1.6)
[0.6, 2.6]

718 12 (1.7)
[0.7, 2.7]

0.961
[0.435, 2.125]

0.961
[0.429, 2.152]

-0.1
[-1.5, 1.4]

0.922

Other 175 8 (4.6)
[1.2, 8.0]

181 11 (6.1)
[2.3, 9.8]

0.752
[0.310, 1.826]

0.740
[0.291, 1.887]

-1.5
[-6.7, 3.7]

0.528

D: Region 0.800
Asia 690 12 (1.7)

[0.7, 2.8]
654 12 (1.8)

[0.7, 2.9]
0.948

[0.429, 2.095]
0.947

[0.422, 2.123]
-0.1

[-1.7, 1.5]
0.895

Europe 609 26 (4.3)
[2.6, 6.0]

620 37 (6.0)
[4.0, 7.9]

0.715
[0.439, 1.167]

0.703
[0.420, 1.176]

-1.7
[-4.3, 0.9]

0.177

North America 401 15 (3.7)
[1.8, 5.7]

412 18 (4.4)
[2.3, 6.5]

0.856
[0.438, 1.675]

0.851
[0.423, 1.712]

-0.6
[-3.6, 2.3]

0.650

Latin/South America 449 20 (4.5)
[2.4, 6.5]

463 33 (7.1)
[4.7, 9.6]

0.625
[0.364, 1.072]

0.607
[0.343, 1.076]

-2.7
[-5.9, 0.6]

0.085



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AD_SSIS: Proportion of subjects with AEs leading to death by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to death N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.514
Yes 1453 60 (4.1)

[3.1, 5.2]
1450 78 (5.4)

[4.2, 6.6]
0.768

[0.553, 1.066]
0.758

[0.537, 1.069]
-1.2

[-2.9, 0.4]
0.114

No 696 13 (1.9)
[0.8, 2.9]

699 22 (3.1)
[1.8, 4.5]

0.593
[0.301, 1.169]

0.586
[0.293, 1.172]

-1.3
[-3.1, 0.5]

0.127

F: Baseline UACR status 0.229
> 1000 mg/g 1047 43 (4.1)

[2.9, 5.4]
1030 49 (4.8)

[3.4, 6.1]
0.863

[0.578, 1.288]
0.857

[0.564, 1.304]
-0.7

[-2.5, 1.2]
0.472

<= 1000 mg/g 1102 30 (2.7)
[1.7, 3.7]

1119 51 (4.6)
[3.3, 5.8]

0.597
[0.383, 0.930]

0.586
[0.370, 0.927]

-1.8
[-3.5, -0.2]

0.021

G: Baseline eGFR (cut-off 1) 0.827
< 45 ml/min/1.73**2 1270 50 (3.9)

[2.8, 5.0]
1248 69 (5.5)

[4.2, 6.8]
0.712

[0.499, 1.016]
0.700

[0.482, 1.017]
-1.6

[-3.3, 0.1]
0.060

>= 45 ml/min/1.73**2 879 23 (2.6)
[1.5, 3.7]

901 31 (3.4)
[2.2, 4.7]

0.761
[0.447, 1.294]

0.754
[0.436, 1.304]

-0.8
[-2.5, 0.9]

0.311

H: Baseline eGFR (cut-off 2) 0.695
< 30 ml/min/1.73**2 293 14 (4.8)

[2.2, 7.4]
331 19 (5.7)

[3.1, 8.4]
0.832

[0.425, 1.630]
0.824

[0.406, 1.674]
-1.0

[-4.8, 2.9]
0.592

>= 30 ml/min/1.73**2 1856 59 (3.2)
[2.4, 4.0]

1818 81 (4.5)
[3.5, 5.4]

0.713
[0.513, 0.992]

0.704
[0.500, 0.991]

-1.3
[-2.6, 0.0]

0.043

I: Baseline eGFR (cut-off 3) 0.822
< 60 ml/min/1.73**2 1915 66 (3.4)

[2.6, 4.3]
1929 90 (4.7)

[3.7, 5.6]
0.739

[0.541, 1.008]
0.729

[0.527, 1.009]
-1.2

[-2.5, 0.1]
0.055

>= 60 ml/min/1.73**2 234 7 (3.0)
[0.6, 5.4]

220 10 (4.5)
[1.6, 7.5]

0.658
[0.255, 1.699]

0.648
[0.242, 1.732]

-1.6
[-5.5, 2.4]

0.384



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AD_SSIS: Proportion of subjects with AEs leading to death by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to death N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.768
<= 130 mmHg 793 21 (2.6)

[1.5, 3.8]
748 29 (3.9)

[2.4, 5.3]
0.683

[0.393, 1.187]
0.674

[0.381, 1.193]
-1.2

[-3.1, 0.7]
0.174

> 130 mmHg 1356 52 (3.8)
[2.8, 4.9]

1401 71 (5.1)
[3.9, 6.3]

0.757
[0.533, 1.074]

0.747
[0.518, 1.077]

-1.2
[-2.8, 0.4]

0.117

K: Treatment at randomisation 0.937
ACE-I only 650 29 (4.5)

[2.8, 6.1]
651 40 (6.1)

[4.2, 8.1]
0.726

[0.456, 1.157]
0.713

[0.437, 1.165]
-1.7

[-4.3, 0.9]
0.176

ARB only 1418 42 (3.0)
[2.0, 3.9]

1399 56 (4.0)
[2.9, 5.1]

0.740
[0.499, 1.096]

0.732
[0.487, 1.100]

-1.0
[-2.5, 0.4]

0.132



T1AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.597
<= 65 years 1246 56 (4.5)

[3.3, 5.7]
1238 62 (5.0)

[3.8, 6.3]
0.897

[0.631, 1.277]
0.893

[0.616, 1.293]
-0.5

[-2.3, 1.2]
0.547

> 65 years 903 62 (6.9)
[5.2, 8.6]

911 61 (6.7)
[5.0, 8.4]

1.025
[0.729, 1.442]

1.027
[0.712, 1.481]

0.2
[-2.3, 2.6]

0.885

B: Sex 0.390
Male 1440 72 (5.0)

[3.8, 6.2]
1433 81 (5.7)

[4.4, 6.9]
0.885

[0.649, 1.205]
0.878

[0.634, 1.217]
-0.7

[-2.4, 1.1]
0.436

Female 709 46 (6.5)
[4.6, 8.4]

716 42 (5.9)
[4.1, 7.7]

1.106
[0.738, 1.659]

1.113
[0.723, 1.715]

0.6
[-2.0, 3.3]

0.626

C: Race 0.652
White 1123 64 (5.7)

[4.3, 7.1]
1163 73 (6.3)

[4.8, 7.7]
0.908

[0.656, 1.257]
0.902

[0.638, 1.276]
-0.6

[-2.6, 1.5]
0.561

Black or African American 104 4 (3.8)
[0.0, 8.0]

87 1 (1.1)
[0.0, 4.0]

3.346
[0.381, 29.387]

3.440
[0.377, 31.364]

2.7
[-2.7, 8.1]

0.378#

Asian 747 41 (5.5)
[3.8, 7.2]

718 39 (5.4)
[3.7, 7.2]

1.010
[0.660, 1.548]

1.011
[0.644, 1.587]

0.1
[-2.4, 2.5]

0.962

Other 175 9 (5.1)
[1.6, 8.7]

181 10 (5.5)
[1.9, 9.1]

0.931
[0.388, 2.236]

0.927
[0.367, 2.339]

-0.4
[-5.6, 4.8]

0.873

D: Region 0.765
Asia 690 33 (4.8)

[3.1, 6.4]
654 35 (5.4)

[3.6, 7.2]
0.894

[0.562, 1.420]
0.888

[0.545, 1.447]
-0.6

[-3.1, 1.9]
0.634

Europe 609 35 (5.7)
[3.8, 7.7]

620 36 (5.8)
[3.9, 7.7]

0.990
[0.630, 1.555]

0.989
[0.613, 1.597]

-0.1
[-2.8, 2.7]

0.964

North America 401 27 (6.7)
[4.2, 9.3]

412 23 (5.6)
[3.2, 7.9]

1.206
[0.704, 2.067]

1.221
[0.688, 2.168]

1.2
[-2.4, 4.7]

0.495

Latin/South America 449 23 (5.1)
[3.0, 7.3]

463 29 (6.3)
[3.9, 8.6]

0.818
[0.481, 1.392]

0.808
[0.460, 1.419]

-1.1
[-4.4, 2.1]

0.458



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.205
Yes 1453 82 (5.6)

[4.4, 6.9]
1450 94 (6.5)

[5.2, 7.8]
0.871

[0.653, 1.160]
0.863

[0.636, 1.171]
-0.8

[-2.6, 1.0]
0.344

No 696 36 (5.2)
[3.5, 6.9]

699 29 (4.1)
[2.6, 5.7]

1.247
[0.773, 2.010]

1.260
[0.764, 2.079]

1.0
[-1.3, 3.4]

0.365

F: Baseline UACR status 0.276
> 1000 mg/g 1047 63 (6.0)

[4.5, 7.5]
1030 73 (7.1)

[5.5, 8.7]
0.849

[0.613, 1.176]
0.839

[0.592, 1.189]
-1.1

[-3.3, 1.2]
0.324

<= 1000 mg/g 1102 55 (5.0)
[3.7, 6.3]

1119 50 (4.5)
[3.2, 5.7]

1.117
[0.769, 1.623]

1.123
[0.759, 1.663]

0.5
[-1.3, 2.4]

0.562

G: Baseline eGFR (cut-off 1) 0.174
< 45 ml/min/1.73**2 1270 88 (6.9)

[5.5, 8.4]
1248 81 (6.5)

[5.1, 7.9]
1.068

[0.798, 1.429]
1.073

[0.785, 1.466]
0.4

[-1.6, 2.5]
0.660

>= 45 ml/min/1.73**2 879 30 (3.4)
[2.2, 4.7]

901 42 (4.7)
[3.2, 6.1]

0.732
[0.463, 1.159]

0.723
[0.448, 1.166]

-1.2
[-3.2, 0.7]

0.181

H: Baseline eGFR (cut-off 2) 0.607
< 30 ml/min/1.73**2 293 28 (9.6)

[6.0, 13.1]
331 36 (10.9)

[7.4, 14.4]
0.879

[0.550, 1.403]
0.866

[0.514, 1.458]
-1.3

[-6.4, 3.8]
0.588

>= 30 ml/min/1.73**2 1856 90 (4.8)
[3.8, 5.9]

1818 87 (4.8)
[3.8, 5.8]

1.013
[0.760, 1.351]

1.014
[0.750, 1.372]

0.1
[-1.4, 1.5]

0.928

I: Baseline eGFR (cut-off 3) 0.328
< 60 ml/min/1.73**2 1915 114 (6.0)

[4.9, 7.0]
1929 116 (6.0)

[4.9, 7.1]
0.990

[0.770, 1.272]
0.989

[0.758, 1.292]
-0.1

[-1.6, 1.5]
0.937

>= 60 ml/min/1.73**2 234 4 (1.7)
[0.0, 3.6]

220 7 (3.2)
[0.6, 5.7]

0.537
[0.159, 1.810]

0.529
[0.153, 1.833]

-1.5
[-4.8, 1.8]

0.308



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.463
<= 130 mmHg 793 44 (5.5)

[3.9, 7.2]
748 38 (5.1)

[3.4, 6.7]
1.092

[0.716, 1.666]
1.098

[0.703, 1.715]
0.5

[-1.9, 2.8]
0.682

> 130 mmHg 1356 74 (5.5)
[4.2, 6.7]

1401 85 (6.1)
[4.8, 7.4]

0.899
[0.665, 1.217]

0.894
[0.648, 1.232]

-0.6
[-2.4, 1.2]

0.492

K: Treatment at randomisation 0.135
ACE-I only 650 39 (6.0)

[4.1, 7.9]
651 29 (4.5)

[2.8, 6.1]
1.347

[0.843, 2.151]
1.369

[0.836, 2.242]
1.5

[-1.0, 4.1]
0.211

ARB only 1418 76 (5.4)
[4.2, 6.6]

1399 85 (6.1)
[4.8, 7.4]

0.882
[0.653, 1.191]

0.875
[0.637, 1.204]

-0.7
[-2.5, 1.1]

0.413



T1ATS_SSIS: Proportion of subjects with serious AEs leading to discontinuation of study medication by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ATS_SSIS: Proportion of subjects with serious AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs leading to discontinuation of
study medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.941
<= 65 years 1246 29 (2.3)

[1.5, 3.2]
1238 32 (2.6)

[1.7, 3.5]
0.900

[0.548, 1.479]
0.898

[0.540, 1.494]
-0.3

[-1.6, 1.0]
0.679

> 65 years 903 34 (3.8)
[2.5, 5.1]

911 39 (4.3)
[2.9, 5.7]

0.880
[0.560, 1.380]

0.875
[0.547, 1.399]

-0.5
[-2.4, 1.4]

0.576

B: Sex 0.186
Male 1440 35 (2.4)

[1.6, 3.3]
1433 47 (3.3)

[2.3, 4.2]
0.741

[0.481, 1.141]
0.735

[0.471, 1.145]
-0.8

[-2.1, 0.4]
0.172

Female 709 28 (3.9)
[2.4, 5.5]

716 24 (3.4)
[2.0, 4.7]

1.178
[0.690, 2.012]

1.186
[0.680, 2.066]

0.6
[-1.5, 2.7]

0.548

C: Race 0.268
White 1123 35 (3.1)

[2.1, 4.2]
1163 42 (3.6)

[2.5, 4.7]
0.863

[0.555, 1.341]
0.859

[0.544, 1.355]
-0.5

[-2.1, 1.1]
0.512

Black or African American 104 3 (2.9)
[0.0, 6.6]

87 1 (1.1)
[0.0, 4.0]

2.510
[0.266, 23.696]

2.554
[0.261, 25.008]

1.7
[-3.2, 6.7]

0.627#

Asian 747 18 (2.4)
[1.2, 3.6]

718 25 (3.5)
[2.1, 4.9]

0.692
[0.381, 1.257]

0.684
[0.370, 1.266]

-1.1
[-2.9, 0.8]

0.224

Other 175 7 (4.0)
[0.8, 7.2]

181 3 (1.7)
[0.0, 3.8]

2.413
[0.634, 9.184]

2.472
[0.629, 9.718]

2.3
[-1.7, 6.4]

0.213#

D: Region 0.557
Asia 690 16 (2.3)

[1.1, 3.5]
654 22 (3.4)

[1.9, 4.8]
0.689

[0.365, 1.301]
0.682

[0.355, 1.310]
-1.0

[-3.0, 0.9]
0.248

Europe 609 16 (2.6)
[1.3, 4.0]

620 20 (3.2)
[1.8, 4.7]

0.814
[0.426, 1.557]

0.809
[0.415, 1.577]

-0.6
[-2.6, 1.4]

0.534

North America 401 15 (3.7)
[1.8, 5.7]

412 11 (2.7)
[1.0, 4.3]

1.401
[0.651, 3.013]

1.417
[0.643, 3.123]

1.1
[-1.6, 3.7]

0.386

Latin/South America 449 16 (3.6)
[1.7, 5.4]

463 18 (3.9)
[2.0, 5.8]

0.917
[0.473, 1.775]

0.914
[0.460, 1.815]

-0.3
[-3.0, 2.4]

0.796



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ATS_SSIS: Proportion of subjects with serious AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs leading to discontinuation of
study medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.871
Yes 1453 47 (3.2)

[2.3, 4.2]
1450 52 (3.6)

[2.6, 4.6]
0.902

[0.612, 1.329]
0.899

[0.602, 1.343]
-0.4

[-1.7, 1.0]
0.602

No 696 16 (2.3)
[1.1, 3.5]

699 19 (2.7)
[1.4, 4.0]

0.846
[0.439, 1.631]

0.842
[0.429, 1.651]

-0.4
[-2.2, 1.4]

0.617

F: Baseline UACR status 0.379
> 1000 mg/g 1047 34 (3.2)

[2.1, 4.4]
1030 43 (4.2)

[2.9, 5.4]
0.778

[0.500, 1.210]
0.770

[0.487, 1.218]
-0.9

[-2.6, 0.8]
0.263

<= 1000 mg/g 1102 29 (2.6)
[1.6, 3.6]

1119 28 (2.5)
[1.5, 3.5]

1.052
[0.630, 1.756]

1.053
[0.622, 1.782]

0.1
[-1.3, 1.5]

0.847

G: Baseline eGFR (cut-off 1) 0.224
< 45 ml/min/1.73**2 1270 49 (3.9)

[2.8, 5.0]
1248 48 (3.8)

[2.7, 5.0]
1.003

[0.679, 1.482]
1.003

[0.669, 1.506]
0.0

[-1.6, 1.6]
0.987

>= 45 ml/min/1.73**2 879 14 (1.6)
[0.7, 2.5]

901 23 (2.6)
[1.5, 3.6]

0.624
[0.323, 1.205]

0.618
[0.316, 1.209]

-1.0
[-2.4, 0.5]

0.156

H: Baseline eGFR (cut-off 2) 0.274
< 30 ml/min/1.73**2 293 12 (4.1)

[1.7, 6.5]
331 21 (6.3)

[3.6, 9.1]
0.646

[0.323, 1.289]
0.630

[0.305, 1.305]
-2.2

[-6.0, 1.5]
0.211

>= 30 ml/min/1.73**2 1856 51 (2.7)
[2.0, 3.5]

1818 50 (2.8)
[2.0, 3.5]

0.999
[0.680, 1.468]

0.999
[0.673, 1.484]

-0.0
[-1.1, 1.1]

0.996

I: Baseline eGFR (cut-off 3) 0.969
< 60 ml/min/1.73**2 1915 62 (3.2)

[2.4, 4.1]
1929 70 (3.6)

[2.8, 4.5]
0.892

[0.638, 1.248]
0.889

[0.628, 1.258]
-0.4

[-1.6, 0.8]
0.505

>= 60 ml/min/1.73**2 234 1 (0.4)
[0.0, 1.5]

220 1 (0.5)
[0.0, 1.6]

0.940
[0.059, 14.939]

0.940
[0.058, 15.119]

-0.0
[-1.7, 1.6]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ATS_SSIS: Proportion of subjects with serious AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs leading to discontinuation of
study medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.172
<= 130 mmHg 793 26 (3.3)

[2.0, 4.6]
748 20 (2.7)

[1.5, 3.9]
1.226

[0.690, 2.178]
1.234

[0.683, 2.230]
0.6

[-1.2, 2.4]
0.486

> 130 mmHg 1356 37 (2.7)
[1.8, 3.6]

1401 51 (3.6)
[2.6, 4.7]

0.750
[0.494, 1.137]

0.743
[0.483, 1.141]

-0.9
[-2.3, 0.5]

0.173

K: Treatment at randomisation 0.278
ACE-I only 650 22 (3.4)

[1.9, 4.9]
651 17 (2.6)

[1.3, 3.9]
1.296

[0.695, 2.418]
1.306

[0.687, 2.484]
0.8

[-1.2, 2.8]
0.414

ARB only 1418 39 (2.8)
[1.9, 3.6]

1399 45 (3.2)
[2.3, 4.2]

0.855
[0.560, 1.304]

0.851
[0.551, 1.315]

-0.5
[-1.8, 0.9]

0.467



T1AA_SSIS: Proportion of subjects with non-disease related AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AA_SSIS: Proportion of subjects with non-disease related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.838
<= 65 years 1246 653 (52.4)

[49.6, 55.2]
1238 685 (55.3)

[52.5, 58.1]
0.947

[0.881, 1.019]
0.889

[0.759, 1.041]
-2.9

[-6.9, 1.1]
0.144

> 65 years 903 567 (62.8)
[59.6, 66.0]

911 602 (66.1)
[63.0, 69.2]

0.950
[0.887, 1.018]

0.866
[0.715, 1.050]

-3.3
[-7.8, 1.2]

0.143

B: Sex 0.807
Male 1440 819 (56.9)

[54.3, 59.5]
1433 856 (59.7)

[57.2, 62.3]
0.952

[0.895, 1.013]
0.889

[0.766, 1.031]
-2.9

[-6.5, 0.8]
0.120

Female 709 401 (56.6)
[52.8, 60.3]

716 431 (60.2)
[56.5, 63.9]

0.940
[0.861, 1.026]

0.861
[0.697, 1.063]

-3.6
[-8.9, 1.6]

0.164

C: Race 0.509
White 1123 689 (61.4)

[58.5, 64.2]
1163 770 (66.2)

[63.4, 69.0]
0.927

[0.871, 0.986]
0.810

[0.683, 0.961]
-4.9

[-8.9, -0.8]
0.016

Black or African American 104 69 (66.3)
[56.8, 75.9]

87 61 (70.1)
[59.9, 80.3]

0.946
[0.780, 1.149]

0.840
[0.455, 1.552]

-3.8
[-18.1, 10.5]

0.579

Asian 747 345 (46.2)
[42.5, 49.8]

718 335 (46.7)
[42.9, 50.4]

0.990
[0.887, 1.105]

0.981
[0.799, 1.205]

-0.5
[-5.7, 4.8]

0.856

Other 175 117 (66.9)
[59.6, 74.1]

181 121 (66.9)
[59.7, 74.0]

1.000
[0.864, 1.158]

1.000
[0.643, 1.555]

0.0
[-10.3, 10.3]

0.999

D: Region 0.370
Asia 690 316 (45.8)

[42.0, 49.6]
654 303 (46.3)

[42.4, 50.2]
0.988

[0.880, 1.110]
0.979

[0.790, 1.213]
-0.5

[-6.0, 4.9]
0.845

Europe 609 372 (61.1)
[57.1, 65.0]

620 395 (63.7)
[59.8, 67.6]

0.959
[0.879, 1.046]

0.894
[0.710, 1.126]

-2.6
[-8.2, 3.0]

0.342

North America 401 256 (63.8)
[59.0, 68.7]

412 270 (65.5)
[60.8, 70.2]

0.974
[0.880, 1.078]

0.929
[0.696, 1.238]

-1.7
[-8.5, 5.1]

0.614

Latin/South America 449 276 (61.5)
[56.9, 66.1]

463 319 (68.9)
[64.6, 73.2]

0.892
[0.811, 0.982]

0.720
[0.548, 0.947]

-7.4
[-13.8, -1.0]

0.019



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AA_SSIS: Proportion of subjects with non-disease related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.283
Yes 1453 874 (60.2)

[57.6, 62.7]
1450 933 (64.3)

[61.8, 66.8]
0.935

[0.883, 0.989]
0.836

[0.720, 0.972]
-4.2

[-7.8, -0.6]
0.020

No 696 346 (49.7)
[45.9, 53.5]

699 354 (50.6)
[46.9, 54.4]

0.982
[0.884, 1.090]

0.963
[0.781, 1.188]

-0.9
[-6.3, 4.5]

0.728

F: Baseline UACR status 0.072
> 1000 mg/g 1047 599 (57.2)

[54.2, 60.3]
1030 650 (63.1)

[60.1, 66.1]
0.907

[0.845, 0.972]
0.782

[0.655, 0.932]
-5.9

[-10.2, -1.6]
0.006

<= 1000 mg/g 1102 621 (56.4)
[53.4, 59.3]

1119 637 (56.9)
[54.0, 59.9]

0.990
[0.920, 1.065]

0.977
[0.826, 1.155]

-0.6
[-4.8, 3.6]

0.785

G: Baseline eGFR (cut-off 1) 0.652
< 45 ml/min/1.73**2 1270 742 (58.4)

[55.7, 61.2]
1248 761 (61.0)

[58.2, 63.7]
0.958

[0.899, 1.022]
0.899

[0.767, 1.055]
-2.6

[-6.5, 1.4]
0.192

>= 45 ml/min/1.73**2 879 478 (54.4)
[51.0, 57.7]

901 526 (58.4)
[55.1, 61.7]

0.931
[0.858, 1.011]

0.850
[0.705, 1.025]

-4.0
[-8.7, 0.7]

0.089

H: Baseline eGFR (cut-off 2) 0.420
< 30 ml/min/1.73**2 293 176 (60.1)

[54.3, 65.8]
331 218 (65.9)

[60.6, 71.1]
0.912

[0.808, 1.030]
0.780

[0.563, 1.080]
-5.8

[-13.7, 2.1]
0.135

>= 30 ml/min/1.73**2 1856 1044 (56.3)
[54.0, 58.5]

1818 1069 (58.8)
[56.5, 61.1]

0.957
[0.905, 1.011]

0.901
[0.790, 1.027]

-2.6
[-5.8, 0.7]

0.118

I: Baseline eGFR (cut-off 3) 0.509
< 60 ml/min/1.73**2 1915 1085 (56.7)

[54.4, 58.9]
1929 1147 (59.5)

[57.2, 61.7]
0.953

[0.903, 1.006]
0.891

[0.784, 1.013]
-2.8

[-6.0, 0.4]
0.078

>= 60 ml/min/1.73**2 234 135 (57.7)
[51.1, 64.2]

220 140 (63.6)
[57.1, 70.2]

0.907
[0.782, 1.052]

0.779
[0.534, 1.137]

-5.9
[-15.4, 3.5]

0.196



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AA_SSIS: Proportion of subjects with non-disease related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.221
<= 130 mmHg 793 431 (54.4)

[50.8, 57.9]
748 411 (54.9)

[51.3, 58.6]
0.989

[0.903, 1.083]
0.976

[0.799, 1.193]
-0.6

[-5.7, 4.5]
0.814

> 130 mmHg 1356 789 (58.2)
[55.5, 60.8]

1401 876 (62.5)
[60.0, 65.1]

0.931
[0.876, 0.989]

0.834
[0.716, 0.972]

-4.3
[-8.1, -0.6]

0.020

K: Treatment at randomisation 0.674
ACE-I only 650 373 (57.4)

[53.5, 61.3]
651 399 (61.3)

[57.5, 65.1]
0.936

[0.856, 1.025]
0.850

[0.682, 1.061]
-3.9

[-9.4, 1.6]
0.152

ARB only 1418 799 (56.3)
[53.7, 59.0]

1399 824 (58.9)
[56.3, 61.5]

0.957
[0.898, 1.019]

0.901
[0.776, 1.046]

-2.6
[-6.3, 1.2]

0.171



T1AAC_SSIS: Proportion of subjects with non-disease related severe AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1AAC_SSIS: Proportion of subjects with non-disease related severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.544
<= 65 years 1246 160 (12.8)

[10.9, 14.7]
1238 173 (14.0)

[12.0, 15.9]
0.919

[0.752, 1.122]
0.907

[0.720, 1.143]
-1.1

[-3.9, 1.6]
0.407

> 65 years 903 176 (19.5)
[16.9, 22.1]

911 177 (19.4)
[16.8, 22.1]

1.003
[0.832, 1.210]

1.004
[0.796, 1.267]

0.1
[-3.7, 3.8]

0.974

B: Sex 0.384
Male 1440 240 (16.7)

[14.7, 18.6]
1433 239 (16.7)

[14.7, 18.6]
0.999

[0.849, 1.177]
0.999

[0.821, 1.216]
-0.0

[-2.8, 2.8]
0.993

Female 709 96 (13.5)
[11.0, 16.1]

716 111 (15.5)
[12.8, 18.2]

0.873
[0.678, 1.124]

0.854
[0.635, 1.147]

-2.0
[-5.8, 1.8]

0.293

C: Race 0.918
White 1123 215 (19.1)

[16.8, 21.5]
1163 229 (19.7)

[17.4, 22.0]
0.972

[0.823, 1.149]
0.966

[0.785, 1.188]
-0.5

[-3.9, 2.8]
0.742

Black or African American 104 15 (14.4)
[7.2, 21.7]

87 16 (18.4)
[9.7, 27.1]

0.784
[0.412, 1.494]

0.748
[0.346, 1.616]

-4.0
[-15.6, 7.7]

0.460

Asian 747 72 (9.6)
[7.5, 11.8]

718 71 (9.9)
[7.6, 12.1]

0.975
[0.714, 1.331]

0.972
[0.688, 1.373]

-0.3
[-3.4, 2.9]

0.872

Other 175 34 (19.4)
[13.3, 25.6]

181 34 (18.8)
[12.8, 24.8]

1.034
[0.674, 1.586]

1.043
[0.615, 1.769]

0.6
[-8.1, 9.4]

0.877

D: Region 0.866
Asia 690 66 (9.6)

[7.3, 11.8]
654 67 (10.2)

[7.8, 12.6]
0.934

[0.676, 1.289]
0.927

[0.648, 1.326]
-0.7

[-4.0, 2.7]
0.677

Europe 609 102 (16.7)
[13.7, 19.8]

620 110 (17.7)
[14.7, 20.8]

0.944
[0.739, 1.206]

0.933
[0.694, 1.254]

-1.0
[-5.4, 3.4]

0.645

North America 401 78 (19.5)
[15.5, 23.5]

412 74 (18.0)
[14.1, 21.8]

1.083
[0.813, 1.443]

1.103
[0.775, 1.570]

1.5
[-4.1, 7.1]

0.586

Latin/South America 449 90 (20.0)
[16.2, 23.9]

463 99 (21.4)
[17.5, 25.2]

0.937
[0.727, 1.209]

0.922
[0.669, 1.270]

-1.3
[-6.8, 4.1]

0.618



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AAC_SSIS: Proportion of subjects with non-disease related severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.392
Yes 1453 259 (17.8)

[15.8, 19.8]
1450 278 (19.2)

[17.1, 21.2]
0.930

[0.798, 1.083]
0.914

[0.758, 1.103]
-1.3

[-4.2, 1.5]
0.350

No 696 77 (11.1)
[8.7, 13.5]

699 72 (10.3)
[8.0, 12.6]

1.074
[0.793, 1.455]

1.083
[0.771, 1.522]

0.8
[-2.6, 4.1]

0.645

F: Baseline UACR status 0.633
> 1000 mg/g 1047 186 (17.8)

[15.4, 20.1]
1030 185 (18.0)

[15.6, 20.4]
0.989

[0.822, 1.189]
0.987

[0.788, 1.235]
-0.2

[-3.6, 3.2]
0.907

<= 1000 mg/g 1102 150 (13.6)
[11.5, 15.7]

1119 165 (14.7)
[12.6, 16.9]

0.923
[0.752, 1.133]

0.911
[0.718, 1.157]

-1.1
[-4.1, 1.9]

0.444

G: Baseline eGFR (cut-off 1) 0.461
< 45 ml/min/1.73**2 1270 222 (17.5)

[15.4, 19.6]
1248 219 (17.5)

[15.4, 19.7]
0.996

[0.841, 1.180]
0.995

[0.810, 1.222]
-0.1

[-3.1, 3.0]
0.964

>= 45 ml/min/1.73**2 879 114 (13.0)
[10.7, 15.2]

901 131 (14.5)
[12.2, 16.9]

0.892
[0.706, 1.126]

0.876
[0.668, 1.148]

-1.6
[-4.9, 1.7]

0.337

H: Baseline eGFR (cut-off 2) 0.128
< 30 ml/min/1.73**2 293 53 (18.1)

[13.5, 22.7]
331 77 (23.3)

[18.6, 28.0]
0.778

[0.569, 1.063]
0.728

[0.492, 1.078]
-5.2

[-11.8, 1.5]
0.113

>= 30 ml/min/1.73**2 1856 283 (15.2)
[13.6, 16.9]

1818 273 (15.0)
[13.3, 16.7]

1.015
[0.871, 1.183]

1.018
[0.850, 1.220]

0.2
[-2.1, 2.6]

0.845

I: Baseline eGFR (cut-off 3) 0.086
< 60 ml/min/1.73**2 1915 305 (15.9)

[14.3, 17.6]
1929 307 (15.9)

[14.3, 17.6]
1.001

[0.865, 1.157]
1.001

[0.842, 1.190]
0.0

[-2.4, 2.4]
0.992

>= 60 ml/min/1.73**2 234 31 (13.2)
[8.7, 17.8]

220 43 (19.5)
[14.1, 25.0]

0.678
[0.444, 1.035]

0.629
[0.380, 1.040]

-6.3
[-13.5, 0.9]

0.070



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AAC_SSIS: Proportion of subjects with non-disease related severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.873
<= 130 mmHg 793 104 (13.1)

[10.7, 15.5]
748 100 (13.4)

[10.9, 15.9]
0.981

[0.760, 1.267]
0.978

[0.728, 1.313]
-0.3

[-3.8, 3.3]
0.883

> 130 mmHg 1356 232 (17.1)
[15.1, 19.2]

1401 250 (17.8)
[15.8, 19.9]

0.959
[0.815, 1.128]

0.950
[0.781, 1.157]

-0.7
[-3.6, 2.2]

0.611

K: Treatment at randomisation 0.349
ACE-I only 650 123 (18.9)

[15.8, 22.0]
651 119 (18.3)

[15.2, 21.3]
1.035

[0.825, 1.299]
1.043

[0.789, 1.380]
0.6

[-3.7, 5.0]
0.766

ARB only 1418 196 (13.8)
[12.0, 15.7]

1399 215 (15.4)
[13.4, 17.3]

0.899
[0.752, 1.076]

0.883
[0.716, 1.089]

-1.5
[-4.2, 1.1]

0.245



T1AAS_SSIS: Proportion of subjects with non-disease related serious AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AAS_SSIS: Proportion of subjects with non-disease related serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related serious AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.044i
<= 65 years 1246 271 (21.7)

[19.4, 24.1]
1238 339 (27.4)

[24.9, 29.9]
0.794

[0.691, 0.913]
0.737

[0.613, 0.886]
-5.6

[-9.1, -2.2]
0.001

> 65 years 903 308 (34.1)
[31.0, 37.3]

911 317 (34.8)
[31.6, 37.9]

0.980
[0.863, 1.113]

0.970
[0.799, 1.177]

-0.7
[-5.2, 3.8]

0.758

B: Sex 0.874
Male 1440 391 (27.2)

[24.8, 29.5]
1433 443 (30.9)

[28.5, 33.3]
0.878

[0.783, 0.985]
0.833

[0.709, 0.979]
-3.8

[-7.1, -0.4]
0.026

Female 709 188 (26.5)
[23.2, 29.8]

716 213 (29.7)
[26.3, 33.2]

0.891
[0.755, 1.053]

0.852
[0.676, 1.074]

-3.2
[-8.0, 1.6]

0.175

C: Race 0.797
White 1123 362 (32.2)

[29.5, 35.0]
1163 409 (35.2)

[32.4, 38.0]
0.917

[0.817, 1.029]
0.877

[0.737, 1.043]
-2.9

[-6.9, 1.0]
0.138

Black or African American 104 28 (26.9)
[17.9, 35.9]

87 31 (35.6)
[25.0, 46.3]

0.756
[0.494, 1.155]

0.666
[0.359, 1.233]

-8.7
[-23.0, 5.5]

0.196

Asian 747 149 (19.9)
[17.0, 22.9]

718 171 (23.8)
[20.6, 27.0]

0.838
[0.690, 1.017]

0.797
[0.622, 1.022]

-3.9
[-8.2, 0.5]

0.073

Other 175 40 (22.9)
[16.4, 29.4]

181 45 (24.9)
[18.3, 31.4]

0.919
[0.634, 1.333]

0.895
[0.550, 1.459]

-2.0
[-11.4, 7.4]

0.658

D: Region 0.911
Asia 690 139 (20.1)

[17.1, 23.2]
654 160 (24.5)

[21.1, 27.8]
0.823

[0.674, 1.006]
0.779

[0.602, 1.008]
-4.3

[-8.9, 0.3]
0.057

Europe 609 194 (31.9)
[28.1, 35.6]

620 218 (35.2)
[31.3, 39.0]

0.906
[0.774, 1.061]

0.862
[0.680, 1.093]

-3.3
[-8.7, 2.1]

0.220

North America 401 125 (31.2)
[26.5, 35.8]

412 142 (34.5)
[29.8, 39.2]

0.904
[0.743, 1.102]

0.861
[0.642, 1.154]

-3.3
[-10.0, 3.4]

0.318

Latin/South America 449 121 (26.9)
[22.7, 31.2]

463 136 (29.4)
[25.1, 33.6]

0.917
[0.745, 1.129]

0.887
[0.664, 1.184]

-2.4
[-8.5, 3.6]

0.416



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AAS_SSIS: Proportion of subjects with non-disease related serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related serious AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.405
Yes 1453 443 (30.5)

[28.1, 32.9]
1450 510 (35.2)

[32.7, 37.7]
0.867

[0.781, 0.962]
0.808

[0.692, 0.944]
-4.7

[-8.2, -1.2]
0.007

No 696 136 (19.5)
[16.5, 22.6]

699 146 (20.9)
[17.8, 24.0]

0.936
[0.759, 1.153]

0.920
[0.708, 1.195]

-1.3
[-5.7, 3.0]

0.531

F: Baseline UACR status 0.396
> 1000 mg/g 1047 317 (30.3)

[27.4, 33.1]
1030 339 (32.9)

[30.0, 35.8]
0.920

[0.810, 1.044]
0.885

[0.736, 1.065]
-2.6

[-6.7, 1.5]
0.196

<= 1000 mg/g 1102 262 (23.8)
[21.2, 26.3]

1119 317 (28.3)
[25.6, 31.0]

0.839
[0.729, 0.966]

0.789
[0.652, 0.954]

-4.6
[-8.3, -0.8]

0.015

G: Baseline eGFR (cut-off 1) 0.728
< 45 ml/min/1.73**2 1270 359 (28.3)

[25.8, 30.8]
1248 394 (31.6)

[29.0, 34.2]
0.895

[0.794, 1.009]
0.854

[0.720, 1.013]
-3.3

[-7.0, 0.4]
0.070

>= 45 ml/min/1.73**2 879 220 (25.0)
[22.1, 27.9]

901 262 (29.1)
[26.1, 32.1]

0.861
[0.738, 1.003]

0.814
[0.660, 1.004]

-4.1
[-8.3, 0.2]

0.055

H: Baseline eGFR (cut-off 2) 0.462
< 30 ml/min/1.73**2 293 86 (29.4)

[24.0, 34.7]
331 118 (35.6)

[30.3, 41.0]
0.823

[0.655, 1.035]
0.750

[0.535, 1.051]
-6.3

[-14.0, 1.4]
0.094

>= 30 ml/min/1.73**2 1856 493 (26.6)
[24.5, 28.6]

1818 538 (29.6)
[27.5, 31.7]

0.898
[0.809, 0.996]

0.861
[0.745, 0.994]

-3.0
[-6.0, -0.1]

0.041

I: Baseline eGFR (cut-off 3) 0.456
< 60 ml/min/1.73**2 1915 517 (27.0)

[25.0, 29.0]
1929 583 (30.2)

[28.1, 32.3]
0.893

[0.808, 0.987]
0.854

[0.742, 0.982]
-3.2

[-6.1, -0.3]
0.027

>= 60 ml/min/1.73**2 234 62 (26.5)
[20.6, 32.4]

220 73 (33.2)
[26.7, 39.6]

0.799
[0.601, 1.061]

0.726
[0.485, 1.087]

-6.7
[-15.5, 2.2]

0.120



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AAS_SSIS: Proportion of subjects with non-disease related serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related serious AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.887
<= 130 mmHg 793 181 (22.8)

[19.8, 25.8]
748 192 (25.7)

[22.5, 28.9]
0.889

[0.745, 1.061]
0.856

[0.678, 1.081]
-2.8

[-7.3, 1.6]
0.193

> 130 mmHg 1356 398 (29.4)
[26.9, 31.8]

1401 464 (33.1)
[30.6, 35.6]

0.886
[0.793, 0.990]

0.839
[0.714, 0.986]

-3.8
[-7.3, -0.2]

0.033

K: Treatment at randomisation 0.226
ACE-I only 650 191 (29.4)

[25.8, 33.0]
651 198 (30.4)

[26.8, 34.0]
0.966

[0.818, 1.141]
0.952

[0.751, 1.207]
-1.0

[-6.2, 4.1]
0.685

ARB only 1418 362 (25.5)
[23.2, 27.8]

1399 421 (30.1)
[27.7, 32.5]

0.848
[0.753, 0.956]

0.796
[0.675, 0.939]

-4.6
[-7.9, -1.2]

0.007



T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup 



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Blood and lymphatic system
disorders

A: Age 0.095

<= 65 years 1246 29 (2.3)
[1.5, 3.2]

1238 37 (3.0)
[2.0, 4.0]

0.779
[0.482, 1.258]

0.773
[0.473, 1.266]

-0.7
[-2.0, 0.7]

0.306

> 65 years 903 16 (1.8)
[0.9, 2.7]

911 39 (4.3)
[2.9, 5.7]

0.414
[0.233, 0.735]

0.403
[0.224, 0.727]

-2.5
[-4.2, -0.8]

0.002*

SOC: Blood and lymphatic system
disorders

B: Sex 0.911

Male 1440 29 (2.0)
[1.3, 2.8]

1433 48 (3.3)
[2.4, 4.3]

0.601
[0.381, 0.948]

0.593
[0.372, 0.946]

-1.3
[-2.6, -0.1]

0.027*

Female 709 16 (2.3)
[1.1, 3.4]

716 28 (3.9)
[2.4, 5.4]

0.577
[0.315, 1.057]

0.567
[0.304, 1.058]

-1.7
[-3.6, 0.3]

0.071

SOC: Blood and lymphatic system
disorders

C: Race 0.047i

White 1123 26 (2.3)
[1.4, 3.2]

1163 40 (3.4)
[2.3, 4.5]

0.673
[0.414, 1.095]

0.665
[0.403, 1.098]

-1.1
[-2.6, 0.3]

0.109

Black or African
American

104 9 (8.7)
[2.8, 14.5]

87 4 (4.6)
[0.0, 9.6]

1.882
[0.600, 5.902]

1.966
[0.584, 6.619]

4.1
[-4.0, 12.1]

0.269

Asian 747 5 (0.7)
[0.0, 1.3]

718 17 (2.4)
[1.2, 3.5]

0.283
[0.105, 0.762]

0.278
[0.102, 0.757]

-1.7
[-3.1, -0.3]

0.008*

Other 175 5 (2.9)
[0.1, 5.6]

181 15 (8.3)
[4.0, 12.6]

0.345
[0.128, 0.928]

0.325
[0.116, 0.916]

-5.4
[-10.7, -0.2]

0.026*

SOC: Blood and lymphatic system
disorders

D: Region 0.129

Asia 690 4 (0.6)
[0.0, 1.2]

654 16 (2.4)
[1.2, 3.7]

0.237
[0.080, 0.705]

0.233
[0.077, 0.699]

-1.9
[-3.3, -0.4]

0.005*

Europe 609 16 (2.6)
[1.3, 4.0]

620 22 (3.5)
[2.0, 5.1]

0.740
[0.393, 1.396]

0.733
[0.381, 1.410]

-0.9
[-3.0, 1.2]

0.351

North America 401 17 (4.2)
[2.1, 6.3]

412 19 (4.6)
[2.5, 6.8]

0.919
[0.485, 1.743]

0.916
[0.469, 1.788]

-0.4
[-3.4, 2.7]

0.797

Latin/South
America

449 8 (1.8)
[0.4, 3.1]

463 19 (4.1)
[2.2, 6.0]

0.434
[0.192, 0.982]

0.424
[0.184, 0.979]

-2.3
[-4.7, 0.1]

0.039*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Blood and lymphatic system
disorders

E: Type 2
diabetes at
baseline

0.393

Yes 1453 30 (2.1)
[1.3, 2.8]

1450 56 (3.9)
[2.8, 4.9]

0.535
[0.345, 0.828]

0.525
[0.335, 0.823]

-1.8
[-3.1, -0.5]

0.004*

No 696 15 (2.2)
[1.0, 3.3]

699 20 (2.9)
[1.6, 4.2]

0.753
[0.389, 1.459]

0.748
[0.380, 1.473]

-0.7
[-2.5, 1.1]

0.399

SOC: Blood and lymphatic system
disorders

F: Baseline UACR
status

0.324

> 1000 mg/g 1047 27 (2.6)
[1.6, 3.6]

1030 38 (3.7)
[2.5, 4.9]

0.699
[0.430, 1.136]

0.691
[0.419, 1.140]

-1.1
[-2.7, 0.5]

0.146

<= 1000 mg/g 1102 18 (1.6)
[0.8, 2.4]

1119 38 (3.4)
[2.3, 4.5]

0.481
[0.276, 0.838]

0.472
[0.268, 0.833]

-1.8
[-3.2, -0.4]

0.008*

SOC: Blood and lymphatic system
disorders

G: Baseline eGFR
(cut-off 1)

0.196

< 45
ml/min/1.73**2

1270 35 (2.8)
[1.8, 3.7]

1248 50 (4.0)
[2.9, 5.1]

0.688
[0.450, 1.052]

0.679
[0.438, 1.053]

-1.3
[-2.7, 0.2]

0.082

>= 45
ml/min/1.73**2

879 10 (1.1)
[0.4, 1.9]

901 26 (2.9)
[1.7, 4.0]

0.394
[0.191, 0.813]

0.387
[0.186, 0.808]

-1.7
[-3.2, -0.3]

0.009*

SOC: Blood and lymphatic system
disorders

H: Baseline eGFR
(cut-off 2)

0.046i

< 30
ml/min/1.73**2

293 12 (4.1)
[1.7, 6.5]

331 11 (3.3)
[1.2, 5.4]

1.232
[0.552, 2.751]

1.242
[0.540, 2.860]

0.8
[-2.5, 4.1]

0.610

>= 30
ml/min/1.73**2

1856 33 (1.8)
[1.1, 2.4]

1818 65 (3.6)
[2.7, 4.5]

0.497
[0.329, 0.752]

0.488
[0.319, 0.746]

-1.8
[-2.9, -0.7]

<0.001*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Blood and lymphatic system
disorders

I: Baseline eGFR
(cut-off 3)

0.164

< 60
ml/min/1.73**2

1915 45 (2.3)
[1.6, 3.1]

1929 73 (3.8)
[2.9, 4.7]

0.621
[0.431, 0.895]

0.612
[0.420, 0.892]

-1.4
[-2.6, -0.3]

0.010*

>= 60
ml/min/1.73**2

234 0 (0.0)
[0.0, 0.2]

220 3 (1.4)
[0.0, 3.1]

0.134 +
[0.007, 2.586]

0.133 +
[0.007, 2.580]

-1.4
[-3.3, 0.6]

0.113 #

SOC: Blood and lymphatic system
disorders

J: Baseline
systolic blood
pressure

0.540

<= 130 mmHg 793 13 (1.6)
[0.7, 2.6]

748 17 (2.3)
[1.1, 3.4]

0.721
[0.353, 1.475]

0.717
[0.346, 1.486]

-0.6
[-2.1, 0.9]

0.369

> 130 mmHg 1356 32 (2.4)
[1.5, 3.2]

1401 59 (4.2)
[3.1, 5.3]

0.560
[0.367, 0.856]

0.550
[0.355, 0.851]

-1.9
[-3.3, -0.5]

0.007*

SOC: Blood and lymphatic system
disorders

K: Treatment at
randomisation

0.114

ACE-I only 650 18 (2.8)
[1.4, 4.1]

651 22 (3.4)
[1.9, 4.8]

0.819
[0.444, 1.513]

0.814
[0.433, 1.533]

-0.6
[-2.6, 1.4]

0.524

ARB only 1418 23 (1.6)
[0.9, 2.3]

1399 52 (3.7)
[2.7, 4.7]

0.436
[0.269, 0.709]

0.427
[0.260, 0.702]

-2.1
[-3.4, -0.8]

<0.001*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Anaemia A: Age 0.572
<= 65 years 1246 6 (0.5)

[0.1, 0.9]
1238 16 (1.3)

[0.6, 2.0]
0.373

[0.146, 0.949]
0.370

[0.144, 0.948]
-0.8

[-1.6, 0.0]
0.031*

> 65 years 903 8 (0.9)
[0.2, 1.6]

911 15 (1.6)
[0.8, 2.5]

0.538
[0.229, 1.263]

0.534
[0.225, 1.266]

-0.8
[-1.9, 0.4]

0.148

Anaemia B: Sex 0.636
Male 1440 9 (0.6)

[0.2, 1.1]
1433 22 (1.5)

[0.9, 2.2]
0.407

[0.188, 0.881]
0.403

[0.185, 0.879]
-0.9

[-1.7, -0.1]
0.018*

Female 709 5 (0.7)
[0.0, 1.4]

716 9 (1.3)
[0.4, 2.1]

0.561
[0.189, 1.666]

0.558
[0.186, 1.673]

-0.6
[-1.7, 0.6]

0.291

Anaemia C: Race 0.534
White 1123 6 (0.5)

[0.1, 1.0]
1163 18 (1.5)

[0.8, 2.3]
0.345

[0.138, 0.866]
0.342

[0.135, 0.864]
-1.0

[-1.9, -0.1]
0.017*

Black or African
American

104 3 (2.9)
[0.0, 6.6]

87 2 (2.3)
[0.0, 6.0]

1.255
[0.215, 7.340]

1.262
[0.206, 7.731]

0.6
[-5.0, 6.1]

1.000 #

Asian 747 1 (0.1)
[0.0, 0.5]

718 4 (0.6)
[0.0, 1.2]

0.240
[0.027, 2.145]

0.239
[0.027, 2.146]

-0.4
[-1.2, 0.3]

0.209 #

Other 175 4 (2.3)
[0.0, 4.8]

181 7 (3.9)
[0.8, 7.0]

0.591
[0.176, 1.984]

0.581
[0.167, 2.022]

-1.6
[-5.7, 2.6]

0.389

Anaemia D: Region 0.836
Asia 690 1 (0.1)

[0.0, 0.5]
654 3 (0.5)

[0.0, 1.1]
0.316

[0.033, 3.030]
0.315

[0.033, 3.035]
-0.3

[-1.1, 0.4]
0.362 #

Europe 609 3 (0.5)
[0.0, 1.1]

620 10 (1.6)
[0.5, 2.7]

0.305
[0.084, 1.104]

0.302
[0.083, 1.103]

-1.1
[-2.4, 0.2]

0.055

North America 401 4 (1.0)
[0.0, 2.1]

412 8 (1.9)
[0.5, 3.4]

0.514
[0.156, 1.693]

0.509
[0.152, 1.703]

-0.9
[-2.8, 1.0]

0.265

Latin/South
America

449 6 (1.3)
[0.2, 2.5]

463 10 (2.2)
[0.7, 3.6]

0.619
[0.227, 1.688]

0.614
[0.221, 1.702]

-0.8
[-2.7, 1.1]

0.344



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Anaemia E: Type 2
diabetes at
baseline

0.196

Yes 1453 10 (0.7)
[0.2, 1.1]

1450 27 (1.9)
[1.1, 2.6]

0.370
[0.180, 0.761]

0.365
[0.176, 0.757]

-1.2
[-2.1, -0.3]

0.005*

No 696 4 (0.6)
[0.0, 1.2]

699 4 (0.6)
[0.0, 1.2]

1.004
[0.252, 4.000]

1.004
[0.250, 4.032]

0.0
[-0.9, 0.9]

1.000 #

Anaemia F: Baseline UACR
status

0.587

> 1000 mg/g 1047 9 (0.9)
[0.3, 1.5]

1030 17 (1.7)
[0.8, 2.5]

0.521
[0.233, 1.163]

0.517
[0.229, 1.164]

-0.8
[-1.8, 0.3]

0.105

<= 1000 mg/g 1102 5 (0.5)
[0.0, 0.9]

1119 14 (1.3)
[0.6, 1.9]

0.363
[0.131, 1.003]

0.360
[0.129, 1.002]

-0.8
[-1.7, 0.1]

0.041*

Anaemia G: Baseline eGFR
(cut-off 1)

0.051

< 45
ml/min/1.73**2

1270 12 (0.9)
[0.4, 1.5]

1248 17 (1.4)
[0.7, 2.0]

0.694
[0.333, 1.446]

0.691
[0.329, 1.452]

-0.4
[-1.3, 0.5]

0.327

>= 45
ml/min/1.73**2

879 2 (0.2)
[0.0, 0.6]

901 14 (1.6)
[0.7, 2.4]

0.146
[0.033, 0.642]

0.144
[0.033, 0.638]

-1.3
[-2.3, -0.3]

0.003*

Anaemia H: Baseline eGFR
(cut-off 2)

0.245

< 30
ml/min/1.73**2

293 4 (1.4)
[0.0, 2.9]

331 5 (1.5)
[0.0, 3.0]

0.904
[0.245, 3.334]

0.902
[0.240, 3.393]

-0.1
[-2.3, 2.0]

1.000 #

>= 30
ml/min/1.73**2

1856 10 (0.5)
[0.2, 0.9]

1818 26 (1.4)
[0.9, 2.0]

0.377
[0.182, 0.779]

0.373
[0.180, 0.776]

-0.9
[-1.6, -0.2]

0.006*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Anaemia I: Baseline eGFR
(cut-off 3)

0.483

< 60
ml/min/1.73**2

1915 14 (0.7)
[0.3, 1.1]

1929 30 (1.6)
[1.0, 2.1]

0.470
[0.250, 0.884]

0.466
[0.246, 0.882]

-0.8
[-1.5, -0.1]

0.016*

>= 60
ml/min/1.73**2

234 0 (0.0)
[0.0, 0.2]

220 1 (0.5)
[0.0, 1.6]

0.313 +
[0.013, 7.655]

0.312 +
[0.013, 7.700]

-0.5
[-1.8, 0.9]

0.485 #

Anaemia J: Baseline
systolic blood
pressure

0.567

<= 130 mmHg 793 4 (0.5)
[0.0, 1.1]

748 6 (0.8)
[0.1, 1.5]

0.629
[0.178, 2.220]

0.627
[0.176, 2.231]

-0.3
[-1.2, 0.6]

0.537 #

> 130 mmHg 1356 10 (0.7)
[0.2, 1.2]

1401 25 (1.8)
[1.1, 2.5]

0.413
[0.199, 0.857]

0.409
[0.196, 0.855]

-1.0
[-1.9, -0.1]

0.014*

Anaemia K: Treatment at
randomisation

0.730

ACE-I only 650 5 (0.8)
[0.0, 1.5]

651 10 (1.5)
[0.5, 2.6]

0.501
[0.172, 1.457]

0.497
[0.169, 1.462]

-0.8
[-2.1, 0.5]

0.195

ARB only 1418 8 (0.6)
[0.1, 1.0]

1399 20 (1.4)
[0.8, 2.1]

0.395
[0.174, 0.893]

0.391
[0.172, 0.891]

-0.9
[-1.7, -0.1]

0.021*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Cardiac disorders A: Age 0.051
<= 65 years 1246 63 (5.1)

[3.8, 6.3]
1238 111 (9.0)

[7.3, 10.6]
0.564

[0.418, 0.760]
0.541

[0.393, 0.744]
-3.9

[-6.0, -1.8]
<0.001*

> 65 years 903 107 (11.8)
[9.7, 14.0]

911 128 (14.1)
[11.7, 16.4]

0.843
[0.664, 1.072]

0.822
[0.625, 1.083]

-2.2
[-5.4, 1.0]

0.163 10p

SOC: Cardiac disorders B: Sex 0.137
Male 1440 127 (8.8)

[7.3, 10.3]
1433 162 (11.3)

[9.6, 13.0]
0.780

[0.626, 0.973]
0.759

[0.594, 0.969]
-2.5

[-4.8, -0.2]
0.027* 10p

Female 709 43 (6.1)
[4.2, 7.9]

716 77 (10.8)
[8.4, 13.1]

0.564
[0.394, 0.807]

0.536
[0.363, 0.790]

-4.7
[-7.7, -1.7]

0.001* 10p

SOC: Cardiac disorders C: Race 0.772
White 1123 133 (11.8)

[9.9, 13.8]
1163 183 (15.7)

[13.6, 17.9]
0.753

[0.611, 0.926]
0.719

[0.566, 0.915]
-3.9

[-6.8, -1.0]
0.007* 10p

Black or African
American

104 7 (6.7)
[1.4, 12.0]

87 12 (13.8)
[6.0, 21.6]

0.488
[0.201, 1.185]

0.451
[0.169, 1.201]

-7.1
[-16.8, 2.7]

0.105 10p

Asian 747 23 (3.1)
[1.8, 4.4]

718 31 (4.3)
[2.8, 5.9]

0.713
[0.420, 1.211]

0.704
[0.406, 1.220]

-1.2
[-3.3, 0.8]

0.209

Other 175 7 (4.0)
[0.8, 7.2]

181 13 (7.2)
[3.1, 11.2]

0.557
[0.228, 1.363]

0.538
[0.210, 1.383]

-3.2
[-8.5, 2.1]

0.193

SOC: Cardiac disorders D: Region 0.965
Asia 690 19 (2.8)

[1.5, 4.0]
654 29 (4.4)

[2.8, 6.1]
0.621

[0.352, 1.096]
0.610

[0.339, 1.099]
-1.7

[-3.8, 0.5]
0.097

Europe 609 74 (12.2)
[9.5, 14.8]

620 99 (16.0)
[13.0, 18.9]

0.761
[0.575, 1.007]

0.728
[0.526, 1.007]

-3.8
[-7.9, 0.2]

0.055 10p

North America 401 44 (11.0)
[7.8, 14.2]

412 63 (15.3)
[11.7, 18.9]

0.718
[0.501, 1.028]

0.683
[0.452, 1.031]

-4.3
[-9.2, 0.6]

0.069 10p

Latin/South
America

449 33 (7.3)
[4.8, 9.9]

463 48 (10.4)
[7.5, 13.3]

0.709
[0.464, 1.083]

0.686
[0.431, 1.090]

-3.0
[-6.9, 0.9]

0.109 10p



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Cardiac disorders E: Type 2
diabetes at
baseline

0.844

Yes 1453 140 (9.6)
[8.1, 11.2]

1450 194 (13.4)
[11.6, 15.2]

0.720
[0.587, 0.884]

0.690
[0.548, 0.869]

-3.7
[-6.1, -1.4]

0.002* 10p

No 696 30 (4.3)
[2.7, 5.9]

699 45 (6.4)
[4.5, 8.3]

0.670
[0.427, 1.050]

0.655
[0.407, 1.052]

-2.1
[-4.6, 0.4]

0.078

SOC: Cardiac disorders F: Baseline UACR
status

0.350

> 1000 mg/g 1047 96 (9.2)
[7.4, 11.0]

1030 122 (11.8)
[9.8, 13.9]

0.774
[0.601, 0.997]

0.751
[0.566, 0.997]

-2.7
[-5.4, 0.1]

0.047* 10p

<= 1000 mg/g 1102 74 (6.7)
[5.2, 8.2]

1119 117 (10.5)
[8.6, 12.3]

0.642
[0.486, 0.849]

0.616
[0.455, 0.835]

-3.7
[-6.2, -1.3]

0.002* 10p

SOC: Cardiac disorders G: Baseline eGFR
(cut-off 1)

0.308

< 45
ml/min/1.73**2

1270 99 (7.8)
[6.3, 9.3]

1248 148 (11.9)
[10.0, 13.7]

0.657
[0.516, 0.837]

0.628
[0.481, 0.821]

-4.1
[-6.5, -1.7]

<0.001* 10p

>= 45
ml/min/1.73**2

879 71 (8.1)
[6.2, 9.9]

901 91 (10.1)
[8.1, 12.1]

0.800
[0.595, 1.075]

0.782
[0.565, 1.083]

-2.0
[-4.8, 0.8]

0.138 10p

SOC: Cardiac disorders H: Baseline eGFR
(cut-off 2)

0.862

< 30
ml/min/1.73**2

293 27 (9.2)
[5.7, 12.7]

331 41 (12.4)
[8.7, 16.1]

0.744
[0.470, 1.178]

0.718
[0.430, 1.200]

-3.2
[-8.3, 2.0]

0.205 10p

>= 30
ml/min/1.73**2

1856 143 (7.7)
[6.5, 8.9]

1818 198 (10.9)
[9.4, 12.4]

0.707
[0.576, 0.869]

0.683
[0.545, 0.856]

-3.2
[-5.1, -1.3]

<0.001* 10p



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Cardiac disorders I: Baseline eGFR
(cut-off 3)

0.708

< 60
ml/min/1.73**2

1915 153 (8.0)
[6.7, 9.2]

1929 214 (11.1)
[9.7, 12.5]

0.720
[0.591, 0.878]

0.696
[0.560, 0.865]

-3.1
[-5.0, -1.2]

0.001* 10p

>= 60
ml/min/1.73**2

234 17 (7.3)
[3.7, 10.8]

220 25 (11.4)
[6.9, 15.8]

0.639
[0.355, 1.151]

0.611
[0.320, 1.166]

-4.1
[-9.9, 1.7]

0.132 10p

SOC: Cardiac disorders J: Baseline
systolic blood
pressure

0.598

<= 130 mmHg 793 45 (5.7)
[4.0, 7.3]

748 65 (8.7)
[6.6, 10.8]

0.653
[0.453, 0.942]

0.632
[0.426, 0.937]

-3.0
[-5.7, -0.3]

0.022*

> 130 mmHg 1356 125 (9.2)
[7.6, 10.8]

1401 174 (12.4)
[10.7, 14.2]

0.742
[0.597, 0.922]

0.716
[0.562, 0.913]

-3.2
[-5.6, -0.8]

0.007* 10p

SOC: Cardiac disorders K: Treatment at
randomisation

0.087

ACE-I only 650 68 (10.5)
[8.0, 12.9]

651 77 (11.8)
[9.3, 14.4]

0.884
[0.650, 1.203]

0.871
[0.616, 1.231]

-1.4
[-4.9, 2.2]

0.434 10p

ARB only 1418 91 (6.4)
[5.1, 7.7]

1399 145 (10.4)
[8.7, 12.0]

0.619
[0.481, 0.796]

0.593
[0.451, 0.779]

-3.9
[-6.1, -1.8]

<0.001* 10p



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Atrial fibrillation A: Age 0.014i
<= 65 years 1246 0 (0.0)

[0.0, 0.0]
1238 11 (0.9)

[0.3, 1.5]
0.043 +

[0.003, 0.732]
0.043 +

[0.003, 0.727]
-0.9

[-1.5, -0.3]
<0.001*

> 65 years 903 12 (1.3)
[0.5, 2.1]

911 19 (2.1)
[1.1, 3.1]

0.637
[0.311, 1.305]

0.632
[0.305, 1.310]

-0.8
[-2.1, 0.5]

0.214

Atrial fibrillation B: Sex 0.287
Male 1440 10 (0.7)

[0.2, 1.2]
1433 20 (1.4)

[0.8, 2.0]
0.498

[0.234, 1.059]
0.494

[0.230, 1.059]
-0.7

[-1.5, 0.1]
0.065

Female 709 2 (0.3)
[0.0, 0.7]

716 10 (1.4)
[0.5, 2.3]

0.202
[0.044, 0.919]

0.200
[0.044, 0.915]

-1.1
[-2.2, -0.0]

0.021*

Atrial fibrillation C: Race 0.278
White 1123 10 (0.9)

[0.3, 1.5]
1163 25 (2.1)

[1.3, 3.0]
0.414

[0.200, 0.859]
0.409

[0.196, 0.855]
-1.3

[-2.3, -0.2]
0.014*

Black or African
American

104 1 (1.0)
[0.0, 3.3]

87 0 (0.0)
[0.0, 0.6]

2.514 +
[0.104, 60.949]

2.536 +
[0.102, 63.049]

1.0
[-2.0, 3.9]

1.000 #

Asian 747 1 (0.1)
[0.0, 0.5]

718 5 (0.7)
[0.0, 1.4]

0.192
[0.023, 1.641]

0.191
[0.022, 1.640]

-0.6
[-1.4, 0.2]

0.117 #

Other 175 0 (0.0) 181 0 (0.0)

Atrial fibrillation D: Region 0.399
Asia 690 1 (0.1)

[0.0, 0.5]
654 4 (0.6)

[0.0, 1.3]
0.237

[0.027, 2.114]
0.236

[0.026, 2.116]
-0.5

[-1.3, 0.3]
0.206 #

Europe 609 5 (0.8)
[0.0, 1.6]

620 15 (2.4)
[1.1, 3.7]

0.339
[0.124, 0.928]

0.334
[0.121, 0.924]

-1.6
[-3.2, -0.0]

0.027*

North America 401 3 (0.7)
[0.0, 1.7]

412 9 (2.2)
[0.7, 3.7]

0.342
[0.093, 1.256]

0.338
[0.091, 1.256]

-1.4
[-3.3, 0.5]

0.090

Latin/South
America

449 3 (0.7)
[0.0, 1.5]

463 2 (0.4)
[0.0, 1.1]

1.547
[0.260, 9.213]

1.550
[0.258, 9.323]

0.2
[-0.9, 1.4]

0.682 #



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Atrial fibrillation E: Type 2
diabetes at
baseline

0.711

Yes 1453 9 (0.6)
[0.2, 1.1]

1450 24 (1.7)
[1.0, 2.3]

0.374
[0.175, 0.802]

0.370
[0.172, 0.799]

-1.0
[-1.9, -0.2]

0.008*

No 696 3 (0.4)
[0.0, 1.0]

699 6 (0.9)
[0.1, 1.6]

0.502
[0.126, 2.000]

0.500
[0.125, 2.007]

-0.4
[-1.4, 0.6]

0.506 #

Atrial fibrillation F: Baseline UACR
status

0.185

> 1000 mg/g 1047 8 (0.8)
[0.2, 1.3]

1030 13 (1.3)
[0.5, 2.0]

0.605
[0.252, 1.454]

0.602
[0.249, 1.459]

-0.5
[-1.5, 0.5]

0.257

<= 1000 mg/g 1102 4 (0.4)
[0.0, 0.8]

1119 17 (1.5)
[0.8, 2.3]

0.239
[0.081, 0.708]

0.236
[0.079, 0.704]

-1.2
[-2.0, -0.3]

0.005*

Atrial fibrillation G: Baseline eGFR
(cut-off 1)

0.872

< 45
ml/min/1.73**2

1270 7 (0.6)
[0.1, 1.0]

1248 18 (1.4)
[0.7, 2.1]

0.382
[0.160, 0.912]

0.379
[0.158, 0.910]

-0.9
[-1.7, -0.0]

0.024*

>= 45
ml/min/1.73**2

879 5 (0.6)
[0.0, 1.1]

901 12 (1.3)
[0.5, 2.1]

0.427
[0.151, 1.207]

0.424
[0.149, 1.208]

-0.8
[-1.8, 0.2]

0.098

Atrial fibrillation H: Baseline eGFR
(cut-off 2)

0.877

< 30
ml/min/1.73**2

293 2 (0.7)
[0.0, 1.8]

331 5 (1.5)
[0.0, 3.0]

0.452
[0.088, 2.312]

0.448
[0.086, 2.327]

-0.8
[-2.8, 1.1]

0.457 #

>= 30
ml/min/1.73**2

1856 10 (0.5)
[0.2, 0.9]

1818 25 (1.4)
[0.8, 1.9]

0.392
[0.189, 0.813]

0.389
[0.186, 0.811]

-0.8
[-1.5, -0.2]

0.009*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Atrial fibrillation I: Baseline eGFR
(cut-off 3)

0.595

< 60
ml/min/1.73**2

1915 10 (0.5)
[0.2, 0.9]

1929 27 (1.4)
[0.8, 1.9]

0.373
[0.181, 0.769]

0.370
[0.179, 0.766]

-0.9
[-1.5, -0.2]

0.005*

>= 60
ml/min/1.73**2

234 2 (0.9)
[0.0, 2.2]

220 3 (1.4)
[0.0, 3.1]

0.627
[0.106, 3.716]

0.624
[0.103, 3.768]

-0.5
[-2.9, 1.9]

0.677 #

Atrial fibrillation J: Baseline
systolic blood
pressure

0.594

<= 130 mmHg 793 4 (0.5)
[0.0, 1.1]

748 12 (1.6)
[0.6, 2.6]

0.314
[0.102, 0.971]

0.311
[0.100, 0.968]

-1.1
[-2.3, 0.1]

0.033*

> 130 mmHg 1356 8 (0.6)
[0.1, 1.0]

1401 18 (1.3)
[0.7, 1.9]

0.459
[0.200, 1.053]

0.456
[0.198, 1.052]

-0.7
[-1.5, 0.1]

0.059

Atrial fibrillation K: Treatment at
randomisation

0.358

ACE-I only 650 2 (0.3)
[0.0, 0.8]

651 9 (1.4)
[0.4, 2.4]

0.223
[0.048, 1.026]

0.220
[0.047, 1.023]

-1.1
[-2.2, 0.1]

0.034*

ARB only 1418 9 (0.6)
[0.2, 1.1]

1399 18 (1.3)
[0.7, 1.9]

0.493
[0.222, 1.094]

0.490
[0.219, 1.095]

-0.7
[-1.4, 0.1]

0.076



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Glomerular filtration rate
decreased

A: Age 0.248

<= 65 years 1246 27 (2.2)
[1.3, 3.0]

1238 38 (3.1)
[2.1, 4.1]

0.706
[0.434, 1.149]

0.699
[0.424, 1.153]

-0.9
[-2.2, 0.4]

0.159

> 65 years 903 11 (1.2)
[0.4, 2.0]

911 26 (2.9)
[1.7, 4.0]

0.427
[0.212, 0.859]

0.420
[0.206, 0.855]

-1.6
[-3.0, -0.2]

0.014*

Glomerular filtration rate
decreased

B: Sex 0.327

Male 1440 28 (1.9)
[1.2, 2.7]

1433 41 (2.9)
[2.0, 3.8]

0.680
[0.423, 1.093]

0.673
[0.414, 1.095]

-0.9
[-2.1, 0.3]

0.109

Female 709 10 (1.4)
[0.5, 2.3]

716 23 (3.2)
[1.9, 4.6]

0.439
[0.211, 0.916]

0.431
[0.204, 0.912]

-1.8
[-3.5, -0.1]

0.024*

Glomerular filtration rate
decreased

C: Race 0.785

White 1123 20 (1.8)
[1.0, 2.6]

1163 37 (3.2)
[2.1, 4.2]

0.560
[0.327, 0.958]

0.552
[0.318, 0.957]

-1.4
[-2.8, -0.0]

0.032*

Black or African
American

104 1 (1.0)
[0.0, 3.3]

87 2 (2.3)
[0.0, 6.0]

0.418
[0.039, 4.535]

0.413
[0.037, 4.629]

-1.3
[-6.1, 3.4]

0.592 #

Asian 747 12 (1.6)
[0.6, 2.6]

718 14 (1.9)
[0.9, 3.0]

0.824
[0.384, 1.769]

0.821
[0.377, 1.787]

-0.3
[-1.8, 1.1]

0.619

Other 175 5 (2.9)
[0.1, 5.6]

181 11 (6.1)
[2.3, 9.8]

0.470
[0.167, 1.325]

0.455
[0.155, 1.336]

-3.2
[-8.0, 1.6]

0.143

Glomerular filtration rate
decreased

D: Region 0.788

Asia 690 9 (1.3)
[0.4, 2.2]

654 10 (1.5)
[0.5, 2.5]

0.853
[0.349, 2.086]

0.851
[0.344, 2.108]

-0.2
[-1.6, 1.2]

0.727

Europe 609 12 (2.0)
[0.8, 3.2]

620 20 (3.2)
[1.8, 4.7]

0.611
[0.301, 1.239]

0.603
[0.292, 1.245]

-1.3
[-3.2, 0.7]

0.167

North America 401 11 (2.7)
[1.0, 4.5]

412 20 (4.9)
[2.7, 7.1]

0.565
[0.274, 1.164]

0.553
[0.261, 1.169]

-2.1
[-5.0, 0.8]

0.116

Latin/South
America

449 6 (1.3)
[0.2, 2.5]

463 14 (3.0)
[1.4, 4.7]

0.442
[0.171, 1.140]

0.434
[0.165, 1.141]

-1.7
[-3.8, 0.4]

0.082



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Glomerular filtration rate
decreased

E: Type 2
diabetes at
baseline

0.907

Yes 1453 30 (2.1)
[1.3, 2.8]

1450 51 (3.5)
[2.5, 4.5]

0.587
[0.376, 0.916]

0.578
[0.366, 0.913]

-1.5
[-2.7, -0.2]

0.018*

No 696 8 (1.1)
[0.3, 2.0]

699 13 (1.9)
[0.8, 2.9]

0.618
[0.258, 1.482]

0.614
[0.253, 1.490]

-0.7
[-2.1, 0.7]

0.276

Glomerular filtration rate
decreased

F: Baseline UACR
status

0.806

> 1000 mg/g 1047 28 (2.7)
[1.6, 3.7]

1030 48 (4.7)
[3.3, 6.0]

0.574
[0.363, 0.907]

0.562
[0.350, 0.903]

-2.0
[-3.7, -0.3]

0.016*

<= 1000 mg/g 1102 10 (0.9)
[0.3, 1.5]

1119 16 (1.4)
[0.7, 2.2]

0.635
[0.289, 1.392]

0.631
[0.285, 1.397]

-0.5
[-1.5, 0.5]

0.253

Glomerular filtration rate
decreased

G: Baseline eGFR
(cut-off 1)

0.400

< 45
ml/min/1.73**2

1270 31 (2.4)
[1.6, 3.3]

1248 47 (3.8)
[2.7, 4.9]

0.648
[0.415, 1.013]

0.639
[0.403, 1.013]

-1.3
[-2.8, 0.1]

0.055

>= 45
ml/min/1.73**2

879 7 (0.8)
[0.2, 1.4]

901 17 (1.9)
[0.9, 2.8]

0.422
[0.176, 1.013]

0.417
[0.172, 1.012]

-1.1
[-2.3, 0.1]

0.046*

Glomerular filtration rate
decreased

H: Baseline eGFR
(cut-off 2)

0.392

< 30
ml/min/1.73**2

293 8 (2.7)
[0.7, 4.8]

331 20 (6.0)
[3.3, 8.8]

0.452
[0.202, 1.010]

0.436
[0.189, 1.007]

-3.3
[-6.8, 0.2]

0.046*

>= 30
ml/min/1.73**2

1856 30 (1.6)
[1.0, 2.2]

1818 44 (2.4)
[1.7, 3.2]

0.668
[0.422, 1.057]

0.662
[0.415, 1.058]

-0.8
[-1.8, 0.2]

0.083



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Glomerular filtration rate
decreased

I: Baseline eGFR
(cut-off 3)

0.251

< 60
ml/min/1.73**2

1915 37 (1.9)
[1.3, 2.6]

1929 59 (3.1)
[2.3, 3.9]

0.632
[0.421, 0.948]

0.624
[0.412, 0.947]

-1.1
[-2.2, -0.1]

0.025*

>= 60
ml/min/1.73**2

234 1 (0.4)
[0.0, 1.5]

220 5 (2.3)
[0.1, 4.5]

0.188
[0.022, 1.597]

0.185
[0.021, 1.592]

-1.8
[-4.4, 0.7]

0.112 #

Glomerular filtration rate
decreased

J: Baseline
systolic blood
pressure

0.527

<= 130 mmHg 793 8 (1.0)
[0.3, 1.8]

748 16 (2.1)
[1.0, 3.2]

0.472
[0.203, 1.096]

0.466
[0.198, 1.096]

-1.1
[-2.5, 0.2]

0.073

> 130 mmHg 1356 30 (2.2)
[1.4, 3.0]

1401 48 (3.4)
[2.4, 4.4]

0.646
[0.412, 1.013]

0.638
[0.402, 1.013]

-1.2
[-2.5, 0.1]

0.055

Glomerular filtration rate
decreased

K: Treatment at
randomisation

0.844

ACE-I only 650 16 (2.5)
[1.2, 3.7]

651 26 (4.0)
[2.4, 5.6]

0.616
[0.334, 1.138]

0.607
[0.322, 1.142]

-1.5
[-3.6, 0.5]

0.118

ARB only 1418 20 (1.4)
[0.8, 2.1]

1399 35 (2.5)
[1.6, 3.4]

0.564
[0.327, 0.972]

0.558
[0.320, 0.971]

-1.1
[-2.2, 0.0]

0.036*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Metabolism and nutrition
disorders

A: Age 0.622

<= 65 years 1246 150 (12.0)
[10.2, 13.9]

1238 185 (14.9)
[12.9, 17.0]

0.806
[0.659, 0.984]

0.779
[0.618, 0.982]

-2.9
[-5.7, -0.1]

0.034* 10p

> 65 years 903 140 (15.5)
[13.1, 17.9]

911 162 (17.8)
[15.2, 20.3]

0.872
[0.709, 1.072]

0.848
[0.662, 1.087]

-2.3
[-5.8, 1.3]

0.193 10p

SOC: Metabolism and nutrition
disorders

B: Sex 0.943

Male 1440 193 (13.4)
[11.6, 15.2]

1433 229 (16.0)
[14.0, 17.9]

0.839
[0.703, 1.001]

0.814
[0.661, 1.001]

-2.6
[-5.2, 0.1]

0.051 10p

Female 709 97 (13.7)
[11.1, 16.3]

716 118 (16.5)
[13.7, 19.3]

0.830
[0.648, 1.064]

0.803
[0.600, 1.075]

-2.8
[-6.7, 1.1]

0.140 10p

SOC: Metabolism and nutrition
disorders

C: Race 0.064

White 1123 150 (13.4)
[11.3, 15.4]

1163 198 (17.0)
[14.8, 19.2]

0.785
[0.645, 0.954]

0.751
[0.597, 0.946]

-3.7
[-6.7, -0.6]

0.015* 10p

Black or African
American

104 23 (22.1)
[13.7, 30.6]

87 20 (23.0)
[13.6, 32.4]

0.962
[0.568, 1.630]

0.951
[0.481, 1.880]

-0.9
[-13.8, 12.1]

0.886 10p

Asian 747 69 (9.2)
[7.1, 11.4]

718 92 (12.8)
[10.3, 15.3]

0.721
[0.537, 0.968]

0.692
[0.498, 0.964]

-3.6
[-6.9, -0.2]

0.029* 10p

Other 175 48 (27.4)
[20.5, 34.3]

181 37 (20.4)
[14.3, 26.6]

1.342
[0.922, 1.952]

1.471
[0.901, 2.403]

7.0
[-2.4, 16.4]

0.123 10p

SOC: Metabolism and nutrition
disorders

D: Region 0.257

Asia 690 63 (9.1)
[6.9, 11.4]

654 83 (12.7)
[10.1, 15.3]

0.719
[0.528, 0.980]

0.691
[0.489, 0.978]

-3.6
[-7.0, -0.1]

0.036* 10p

Europe 609 69 (11.3)
[8.7, 13.9]

620 96 (15.5)
[12.6, 18.4]

0.732
[0.548, 0.976]

0.697
[0.500, 0.972]

-4.2
[-8.1, -0.2]

0.033* 10p

North America 401 64 (16.0)
[12.3, 19.7]

412 74 (18.0)
[14.1, 21.8]

0.889
[0.655, 1.205]

0.867
[0.601, 1.252]

-2.0
[-7.4, 3.4]

0.448 10p

Latin/South
America

449 94 (20.9)
[17.1, 24.8]

463 94 (20.3)
[16.5, 24.1]

1.031
[0.799, 1.330]

1.039
[0.754, 1.433]

0.6
[-4.8, 6.1]

0.813 10p



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Metabolism and nutrition
disorders

E: Type 2
diabetes at
baseline

0.659

Yes 1453 229 (15.8)
[13.9, 17.7]

1450 268 (18.5)
[16.5, 20.5]

0.853
[0.726, 1.001]

0.825
[0.680, 1.001]

-2.7
[-5.5, 0.1]

0.052 10p

No 696 61 (8.8)
[6.6, 10.9]

699 79 (11.3)
[8.9, 13.7]

0.775
[0.565, 1.065]

0.754
[0.530, 1.072]

-2.5
[-5.8, 0.8]

0.115 10p

SOC: Metabolism and nutrition
disorders

F: Baseline UACR
status

0.020i

> 1000 mg/g 1047 161 (15.4)
[13.1, 17.6]

1030 160 (15.5)
[13.3, 17.8]

0.990
[0.810, 1.210]

0.988
[0.779, 1.254]

-0.2
[-3.4, 3.0]

0.921 10p

<= 1000 mg/g 1102 129 (11.7)
[9.8, 13.6]

1119 187 (16.7)
[14.5, 18.9]

0.700
[0.569, 0.863]

0.661
[0.519, 0.841]

-5.0
[-8.0, -2.0]

<0.001* 10p

SOC: Metabolism and nutrition
disorders

G: Baseline eGFR
(cut-off 1)

0.898

< 45
ml/min/1.73**2

1270 179 (14.1)
[12.1, 16.0]

1248 212 (17.0)
[14.9, 19.1]

0.830
[0.691, 0.996]

0.802
[0.646, 0.995]

-2.9
[-5.8, 0.0]

0.045* 10p

>= 45
ml/min/1.73**2

879 111 (12.6)
[10.4, 14.9]

901 135 (15.0)
[12.6, 17.4]

0.843
[0.667, 1.064]

0.820
[0.626, 1.075]

-2.4
[-5.7, 1.0]

0.150 10p

SOC: Metabolism and nutrition
disorders

H: Baseline eGFR
(cut-off 2)

0.522

< 30
ml/min/1.73**2

293 46 (15.7)
[11.4, 20.0]

331 68 (20.5)
[16.0, 25.0]

0.764
[0.544, 1.073]

0.720
[0.477, 1.088]

-4.8
[-11.2, 1.5]

0.118 10p

>= 30
ml/min/1.73**2

1856 244 (13.1)
[11.6, 14.7]

1818 279 (15.3)
[13.7, 17.0]

0.857
[0.731, 1.004]

0.835
[0.694, 1.005]

-2.2
[-4.5, 0.1]

0.056 10p



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Metabolism and nutrition
disorders

I: Baseline eGFR
(cut-off 3)

0.299

< 60
ml/min/1.73**2

1915 264 (13.8)
[12.2, 15.4]

1929 310 (16.1)
[14.4, 17.7]

0.858
[0.737, 0.998]

0.835
[0.699, 0.998]

-2.3
[-4.6, 0.0]

0.047* 10p

>= 60
ml/min/1.73**2

234 26 (11.1)
[6.9, 15.4]

220 37 (16.8)
[11.6, 22.0]

0.661
[0.414, 1.053]

0.618
[0.360, 1.060]

-5.7
[-12.5, 1.1]

0.079 10p

SOC: Metabolism and nutrition
disorders

J: Baseline
systolic blood
pressure

0.120

<= 130 mmHg 793 111 (14.0)
[11.5, 16.5]

748 107 (14.3)
[11.7, 16.9]

0.979
[0.765, 1.251]

0.975
[0.732, 1.299]

-0.3
[-3.9, 3.3]

0.863 10p

> 130 mmHg 1356 179 (13.2)
[11.4, 15.0]

1401 240 (17.1)
[15.1, 19.1]

0.771
[0.645, 0.921]

0.736
[0.596, 0.907]

-3.9
[-6.7, -1.2]

0.004* 10p

SOC: Metabolism and nutrition
disorders

K: Treatment at
randomisation

0.873

ACE-I only 650 86 (13.2)
[10.5, 15.9]

651 103 (15.8)
[12.9, 18.7]

0.836
[0.642, 1.090]

0.811
[0.595, 1.106]

-2.6
[-6.6, 1.4]

0.185 10p

ARB only 1418 195 (13.8)
[11.9, 15.6]

1399 224 (16.0)
[14.1, 18.0]

0.859
[0.719, 1.025]

0.836
[0.679, 1.030]

-2.3
[-5.0, 0.4]

0.092 10p



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Diabetes mellitus A: Age 0.693
<= 65 years 1246 10 (0.8)

[0.3, 1.3]
1238 20 (1.6)

[0.9, 2.4]
0.497

[0.233, 1.057]
0.493

[0.230, 1.057]
-0.8

[-1.8, 0.1]
0.064

> 65 years 903 11 (1.2)
[0.4, 2.0]

911 18 (2.0)
[1.0, 2.9]

0.617
[0.293, 1.298]

0.612
[0.287, 1.303]

-0.8
[-2.0, 0.5]

0.198

Diabetes mellitus B: Sex 0.330
Male 1440 13 (0.9)

[0.4, 1.4]
1433 28 (2.0)

[1.2, 2.7]
0.462

[0.240, 0.888]
0.457

[0.236, 0.886]
-1.1

[-2.0, -0.1]
0.018*

Female 709 8 (1.1)
[0.3, 2.0]

716 10 (1.4)
[0.5, 2.3]

0.808
[0.321, 2.035]

0.806
[0.316, 2.053]

-0.3
[-1.6, 1.0]

0.650

Diabetes mellitus C: Race 0.632
White 1123 12 (1.1)

[0.4, 1.7]
1163 24 (2.1)

[1.2, 2.9]
0.518

[0.260, 1.030]
0.513

[0.255, 1.030]
-1.0

[-2.1, 0.1]
0.056

Black or African
American

104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000 #

Asian 747 5 (0.7)
[0.0, 1.3]

718 11 (1.5)
[0.6, 2.5]

0.437
[0.153, 1.251]

0.433
[0.150, 1.253]

-0.9
[-2.1, 0.3]

0.112

Other 175 3 (1.7)
[0.0, 3.9]

181 2 (1.1)
[0.0, 2.9]

1.551
[0.262, 9.173]

1.561
[0.258, 9.457]

0.6
[-2.4, 3.6]

0.681 #

Diabetes mellitus D: Region 0.234
Asia 690 5 (0.7)

[0.0, 1.4]
654 11 (1.7)

[0.6, 2.7]
0.431

[0.151, 1.233]
0.427

[0.147, 1.235]
-1.0

[-2.3, 0.4]
0.106

Europe 609 8 (1.3)
[0.3, 2.3]

620 13 (2.1)
[0.9, 3.3]

0.626
[0.262, 1.501]

0.622
[0.256, 1.510]

-0.8
[-2.4, 0.8]

0.290

North America 401 2 (0.5)
[0.0, 1.3]

412 0 (0.0)
[0.0, 0.1]

5.137 +
[0.247, 106.665]

5.163 +
[0.247, 107.871]

0.5
[-0.4, 1.4]

0.243 #

Latin/South
America

449 6 (1.3)
[0.2, 2.5]

463 14 (3.0)
[1.4, 4.7]

0.442
[0.171, 1.140]

0.434
[0.165, 1.141]

-1.7
[-3.8, 0.4]

0.082



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Diabetes mellitus E: Type 2
diabetes at
baseline

0.656

Yes 1453 20 (1.4)
[0.7, 2.0]

1450 35 (2.4)
[1.6, 3.2]

0.570
[0.331, 0.983]

0.564
[0.324, 0.982]

-1.0
[-2.1, 0.0]

0.040*

No 696 1 (0.1)
[0.0, 0.5]

699 3 (0.4)
[0.0, 1.0]

0.335
[0.035, 3.210]

0.334
[0.035, 3.217]

-0.3
[-1.0, 0.4]

0.624 #

Diabetes mellitus F: Baseline UACR
status

0.145

> 1000 mg/g 1047 12 (1.1)
[0.5, 1.8]

1030 14 (1.4)
[0.6, 2.1]

0.843
[0.392, 1.814]

0.841
[0.387, 1.828]

-0.2
[-1.3, 0.8]

0.662

<= 1000 mg/g 1102 9 (0.8)
[0.2, 1.4]

1119 24 (2.1)
[1.3, 3.0]

0.381
[0.178, 0.815]

0.376
[0.174, 0.812]

-1.3
[-2.4, -0.2]

0.010*

Diabetes mellitus G: Baseline eGFR
(cut-off 1)

0.685

< 45
ml/min/1.73**2

1270 9 (0.7)
[0.2, 1.2]

1248 18 (1.4)
[0.7, 2.1]

0.491
[0.222, 1.089]

0.488
[0.218, 1.090]

-0.7
[-1.6, 0.2]

0.074

>= 45
ml/min/1.73**2

879 12 (1.4)
[0.5, 2.2]

901 20 (2.2)
[1.2, 3.2]

0.615
[0.302, 1.250]

0.610
[0.296, 1.255]

-0.9
[-2.2, 0.5]

0.175

Diabetes mellitus H: Baseline eGFR
(cut-off 2)

0.530

< 30
ml/min/1.73**2

293 1 (0.3)
[0.0, 1.2]

331 4 (1.2)
[0.0, 2.5]

0.282
[0.032, 2.513]

0.280
[0.031, 2.519]

-0.9
[-2.5, 0.8]

0.378 #

>= 30
ml/min/1.73**2

1856 20 (1.1)
[0.6, 1.6]

1818 34 (1.9)
[1.2, 2.5]

0.576
[0.333, 0.997]

0.572
[0.328, 0.997]

-0.8
[-1.6, 0.0]

0.046*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Diabetes mellitus I: Baseline eGFR
(cut-off 3)

0.829

< 60
ml/min/1.73**2

1915 17 (0.9)
[0.4, 1.3]

1929 32 (1.7)
[1.1, 2.3]

0.535
[0.298, 0.960]

0.531
[0.294, 0.959]

-0.8
[-1.5, -0.0]

0.033*

>= 60
ml/min/1.73**2

234 4 (1.7)
[0.0, 3.6]

220 6 (2.7)
[0.3, 5.1]

0.627
[0.179, 2.191]

0.620
[0.173, 2.228]

-1.0
[-4.2, 2.1]

0.534 #

Diabetes mellitus J: Baseline
systolic blood
pressure

0.289

<= 130 mmHg 793 10 (1.3)
[0.4, 2.1]

748 12 (1.6)
[0.6, 2.6]

0.786
[0.342, 1.808]

0.783
[0.336, 1.824]

-0.3
[-1.7, 1.0]

0.570

> 130 mmHg 1356 11 (0.8)
[0.3, 1.3]

1401 26 (1.9)
[1.1, 2.6]

0.437
[0.217, 0.881]

0.433
[0.213, 0.879]

-1.0
[-2.0, -0.1]

0.017*

Diabetes mellitus K: Treatment at
randomisation

0.530

ACE-I only 650 5 (0.8)
[0.0, 1.5]

651 12 (1.8)
[0.7, 3.0]

0.417
[0.148, 1.178]

0.413
[0.145, 1.178]

-1.1
[-2.5, 0.3]

0.088

ARB only 1418 15 (1.1)
[0.5, 1.6]

1399 24 (1.7)
[1.0, 2.4]

0.617
[0.325, 1.170]

0.613
[0.320, 1.173]

-0.7
[-1.6, 0.3]

0.135



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Hyperglycaemia A: Age 0.984
<= 65 years 1246 7 (0.6)

[0.1, 1.0]
1238 14 (1.1)

[0.5, 1.8]
0.497

[0.201, 1.227]
0.494

[0.199, 1.228]
-0.6

[-1.4, 0.2]
0.121

> 65 years 903 7 (0.8)
[0.1, 1.4]

911 14 (1.5)
[0.7, 2.4]

0.504
[0.205, 1.244]

0.501
[0.201, 1.246]

-0.8
[-1.9, 0.3]

0.130

Hyperglycaemia B: Sex 0.647
Male 1440 7 (0.5)

[0.1, 0.9]
1433 16 (1.1)

[0.5, 1.7]
0.435

[0.180, 1.055]
0.433

[0.177, 1.055]
-0.6

[-1.4, 0.1]
0.058

Female 709 7 (1.0)
[0.2, 1.8]

716 12 (1.7)
[0.7, 2.7]

0.589
[0.233, 1.488]

0.585
[0.229, 1.495]

-0.7
[-2.0, 0.6]

0.257

Hyperglycaemia C: Race 0.724
White 1123 7 (0.6)

[0.1, 1.1]
1163 12 (1.0)

[0.4, 1.7]
0.604

[0.239, 1.529]
0.602

[0.236, 1.534]
-0.4

[-1.2, 0.4]
0.282

Black or African
American

104 1 (1.0)
[0.0, 3.3]

87 2 (2.3)
[0.0, 6.0]

0.418
[0.039, 4.535]

0.413
[0.037, 4.629]

-1.3
[-6.1, 3.4]

0.592 #

Asian 747 2 (0.3)
[0.0, 0.7]

718 8 (1.1)
[0.3, 2.0]

0.240
[0.051, 1.128]

0.238
[0.050, 1.126]

-0.8
[-1.8, 0.1]

0.060 #

Other 175 4 (2.3)
[0.0, 4.8]

181 6 (3.3)
[0.4, 6.2]

0.690
[0.198, 2.402]

0.682
[0.189, 2.460]

-1.0
[-5.0, 3.0]

0.751 #

Hyperglycaemia D: Region 0.710
Asia 690 2 (0.3)

[0.0, 0.8]
654 8 (1.2)

[0.3, 2.1]
0.237

[0.051, 1.112]
0.235

[0.050, 1.110]
-0.9

[-2.0, 0.1]
0.058 #

Europe 609 3 (0.5)
[0.0, 1.1]

620 6 (1.0)
[0.1, 1.8]

0.509
[0.128, 2.026]

0.507
[0.126, 2.035]

-0.5
[-1.6, 0.6]

0.506 #

North America 401 3 (0.7)
[0.0, 1.7]

412 5 (1.2)
[0.0, 2.4]

0.616
[0.148, 2.562]

0.614
[0.146, 2.585]

-0.5
[-2.1, 1.1]

0.725 #

Latin/South
America

449 6 (1.3)
[0.2, 2.5]

463 9 (1.9)
[0.6, 3.3]

0.687
[0.247, 1.916]

0.683
[0.241, 1.935]

-0.6
[-2.5, 1.3]

0.471



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Hyperglycaemia E: Type 2
diabetes at
baseline

0.477

Yes 1453 14 (1.0)
[0.4, 1.5]

1450 27 (1.9)
[1.1, 2.6]

0.517
[0.272, 0.983]

0.513
[0.268, 0.982]

-0.9
[-1.8, 0.0]

0.040*

No 696 0 (0.0)
[0.0, 0.1]

699 1 (0.1)
[0.0, 0.5]

0.335 +
[0.014, 8.204]

0.334 +
[0.014, 8.220]

-0.1
[-0.6, 0.3]

1.000 #

Hyperglycaemia F: Baseline UACR
status

0.206

> 1000 mg/g 1047 9 (0.9)
[0.3, 1.5]

1030 12 (1.2)
[0.5, 1.9]

0.738
[0.312, 1.744]

0.736
[0.309, 1.753]

-0.3
[-1.3, 0.7]

0.487

<= 1000 mg/g 1102 5 (0.5)
[0.0, 0.9]

1119 16 (1.4)
[0.7, 2.2]

0.317
[0.117, 0.863]

0.314
[0.115, 0.861]

-1.0
[-1.9, -0.1]

0.017*

Hyperglycaemia G: Baseline eGFR
(cut-off 1)

0.951

< 45
ml/min/1.73**2

1270 7 (0.6)
[0.1, 1.0]

1248 14 (1.1)
[0.5, 1.7]

0.491
[0.199, 1.213]

0.489
[0.197, 1.214]

-0.6
[-1.4, 0.2]

0.116

>= 45
ml/min/1.73**2

879 7 (0.8)
[0.2, 1.4]

901 14 (1.6)
[0.7, 2.4]

0.513
[0.208, 1.264]

0.509
[0.204, 1.266]

-0.8
[-1.9, 0.4]

0.139

Hyperglycaemia H: Baseline eGFR
(cut-off 2)

0.803

< 30
ml/min/1.73**2

293 1 (0.3)
[0.0, 1.2]

331 3 (0.9)
[0.0, 2.1]

0.377
[0.039, 3.600]

0.374
[0.039, 3.619]

-0.6
[-2.1, 1.0]

0.627 #

>= 30
ml/min/1.73**2

1856 13 (0.7)
[0.3, 1.1]

1818 25 (1.4)
[0.8, 1.9]

0.509
[0.261, 0.992]

0.506
[0.258, 0.992]

-0.7
[-1.4, 0.0]

0.043*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Hyperglycaemia I: Baseline eGFR
(cut-off 3)

0.459

< 60
ml/min/1.73**2

1915 13 (0.7)
[0.3, 1.1]

1929 24 (1.2)
[0.7, 1.8]

0.546
[0.279, 1.068]

0.543
[0.275, 1.069]

-0.6
[-1.2, 0.1]

0.073

>= 60
ml/min/1.73**2

234 1 (0.4)
[0.0, 1.5]

220 4 (1.8)
[0.0, 3.8]

0.235
[0.026, 2.087]

0.232
[0.026, 2.090]

-1.4
[-3.8, 1.0]

0.203 #

Hyperglycaemia J: Baseline
systolic blood
pressure

0.731

<= 130 mmHg 793 5 (0.6)
[0.0, 1.2]

748 8 (1.1)
[0.3, 1.9]

0.590
[0.194, 1.794]

0.587
[0.191, 1.802]

-0.4
[-1.5, 0.6]

0.346

> 130 mmHg 1356 9 (0.7)
[0.2, 1.1]

1401 20 (1.4)
[0.8, 2.1]

0.465
[0.212, 1.017]

0.461
[0.209, 1.017]

-0.8
[-1.6, 0.1]

0.049*

Hyperglycaemia K: Treatment at
randomisation

0.332

ACE-I only 650 6 (0.9)
[0.1, 1.7]

651 7 (1.1)
[0.2, 1.9]

0.858
[0.290, 2.541]

0.857
[0.286, 2.564]

-0.2
[-1.4, 1.1]

0.783

ARB only 1418 8 (0.6)
[0.1, 1.0]

1399 18 (1.3)
[0.7, 1.9]

0.438
[0.191, 1.005]

0.435
[0.189, 1.004]

-0.7
[-1.5, 0.1]

0.045*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Hypovolaemia A: Age 0.481
<= 65 years 1246 23 (1.8)

[1.1, 2.6]
1238 11 (0.9)

[0.3, 1.5]
2.077

[1.017, 4.243]
2.098

[1.018, 4.322]
1.0

[-0.0, 1.9]
0.040*

> 65 years 903 14 (1.6)
[0.7, 2.4]

911 10 (1.1)
[0.4, 1.8]

1.412
[0.631, 3.163]

1.419
[0.627, 3.211]

0.5
[-0.7, 1.6]

0.399

Hypovolaemia B: Sex 0.964
Male 1440 25 (1.7)

[1.0, 2.4]
1433 14 (1.0)

[0.4, 1.5]
1.777

[0.928, 3.405]
1.791

[0.927, 3.459]
0.8

[-0.2, 1.7]
0.079

Female 709 12 (1.7)
[0.7, 2.7]

716 7 (1.0)
[0.2, 1.8]

1.731
[0.686, 4.372]

1.744
[0.683, 4.455]

0.7
[-0.6, 2.0]

0.240

Hypovolaemia C: Race 0.278
White 1123 14 (1.2)

[0.6, 1.9]
1163 13 (1.1)

[0.5, 1.8]
1.115

[0.527, 2.362]
1.117

[0.523, 2.386]
0.1

[-0.8, 1.1]
0.776

Black or African
American

104 3 (2.9)
[0.0, 6.6]

87 2 (2.3)
[0.0, 6.0]

1.255
[0.215, 7.340]

1.262
[0.206, 7.731]

0.6
[-5.0, 6.1]

1.000 #

Asian 747 14 (1.9)
[0.8, 2.9]

718 5 (0.7)
[0.0, 1.4]

2.691
[0.974, 7.433]

2.724
[0.976, 7.601]

1.2
[-0.1, 2.5]

0.046*

Other 175 6 (3.4)
[0.4, 6.4]

181 1 (0.6)
[0.0, 1.9]

6.206
[0.755, 51.022]

6.391
[0.761, 53.635]

2.9
[-0.6, 6.3]

0.064 #

Hypovolaemia D: Region 0.502
Asia 690 13 (1.9)

[0.8, 3.0]
654 5 (0.8)

[0.0, 1.5]
2.464

[0.883, 6.874]
2.492

[0.884, 7.031]
1.1

[-0.2, 2.5]
0.074

Europe 609 5 (0.8)
[0.0, 1.6]

620 5 (0.8)
[0.0, 1.6]

1.018
[0.296, 3.499]

1.018
[0.293, 3.535]

0.0
[-1.2, 1.2]

1.000 #

North America 401 12 (3.0)
[1.2, 4.8]

412 9 (2.2)
[0.7, 3.7]

1.370
[0.584, 3.216]

1.381
[0.576, 3.315]

0.8
[-1.6, 3.2]

0.468

Latin/South
America

449 7 (1.6)
[0.3, 2.8]

463 2 (0.4)
[0.0, 1.1]

3.609
[0.754, 17.280]

3.650
[0.754, 17.667]

1.1
[-0.4, 2.6]

0.103 #



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Hypovolaemia E: Type 2
diabetes at
baseline

0.362

Yes 1453 24 (1.7)
[1.0, 2.3]

1450 16 (1.1)
[0.5, 1.7]

1.497
[0.799, 2.806]

1.505
[0.796, 2.846]

0.5
[-0.4, 1.5]

0.205

No 696 13 (1.9)
[0.8, 2.9]

699 5 (0.7)
[0.0, 1.4]

2.611
[0.936, 7.285]

2.642
[0.937, 7.451]

1.2
[-0.2, 2.5]

0.057

Hypovolaemia F: Baseline UACR
status

0.176

> 1000 mg/g 1047 13 (1.2)
[0.5, 2.0]

1030 11 (1.1)
[0.4, 1.7]

1.163
[0.523, 2.583]

1.165
[0.519, 2.612]

0.2
[-0.8, 1.2]

0.711

<= 1000 mg/g 1102 24 (2.2)
[1.3, 3.1]

1119 10 (0.9)
[0.3, 1.5]

2.437
[1.171, 5.072]

2.469
[1.175, 5.188]

1.3
[0.2, 2.4]

0.014*

Hypovolaemia G: Baseline eGFR
(cut-off 1)

0.677

< 45
ml/min/1.73**2

1270 23 (1.8)
[1.0, 2.6]

1248 14 (1.1)
[0.5, 1.7]

1.614
[0.835, 3.123]

1.626
[0.833, 3.174]

0.7
[-0.3, 1.7]

0.151

>= 45
ml/min/1.73**2

879 14 (1.6)
[0.7, 2.5]

901 7 (0.8)
[0.1, 1.4]

2.050
[0.831, 5.055]

2.067
[0.830, 5.146]

0.8
[-0.3, 1.9]

0.111

Hypovolaemia H: Baseline eGFR
(cut-off 2)

0.062

< 30
ml/min/1.73**2

293 3 (1.0)
[0.0, 2.3]

331 6 (1.8)
[0.2, 3.4]

0.565
[0.143, 2.238]

0.560
[0.139, 2.261]

-0.8
[-3.0, 1.4]

0.512 #

>= 30
ml/min/1.73**2

1856 34 (1.8)
[1.2, 2.5]

1818 15 (0.8)
[0.4, 1.3]

2.220
[1.214, 4.062]

2.243
[1.218, 4.132]

1.0
[0.2, 1.8]

0.008*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Hypovolaemia I: Baseline eGFR
(cut-off 3)

0.213

< 60
ml/min/1.73**2

1915 35 (1.8)
[1.2, 2.5]

1929 18 (0.9)
[0.5, 1.4]

1.959
[1.113, 3.446]

1.977
[1.115, 3.502]

0.9
[0.1, 1.7]

0.017*

>= 60
ml/min/1.73**2

234 2 (0.9)
[0.0, 2.2]

220 3 (1.4)
[0.0, 3.1]

0.627
[0.106, 3.716]

0.624
[0.103, 3.768]

-0.5
[-2.9, 1.9]

0.677 #

Hypovolaemia J: Baseline
systolic blood
pressure

0.240

<= 130 mmHg 793 19 (2.4)
[1.3, 3.5]

748 7 (0.9)
[0.2, 1.7]

2.560
[1.083, 6.055]

2.599
[1.086, 6.218]

1.5
[0.1, 2.9]

0.026*

> 130 mmHg 1356 18 (1.3)
[0.7, 2.0]

1401 14 (1.0)
[0.4, 1.6]

1.328
[0.663, 2.660]

1.333
[0.660, 2.691]

0.3
[-0.5, 1.2]

0.421

Hypovolaemia K: Treatment at
randomisation

0.067

ACE-I only 650 8 (1.2)
[0.3, 2.2]

651 10 (1.5)
[0.5, 2.6]

0.801
[0.318, 2.017]

0.799
[0.313, 2.037]

-0.3
[-1.7, 1.1]

0.637

ARB only 1418 26 (1.8)
[1.1, 2.6]

1399 11 (0.8)
[0.3, 1.3]

2.332
[1.157, 4.701]

2.357
[1.160, 4.788]

1.0
[0.1, 2.0]

0.015*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Respiratory, thoracic and
mediastinal disorders

A: Age 0.427

<= 65 years 1246 43 (3.5)
[2.4, 4.5]

1238 68 (5.5)
[4.2, 6.8]

0.628
[0.432, 0.913]

0.615
[0.416, 0.909]

-2.0
[-3.7, -0.3]

0.014*

> 65 years 903 57 (6.3)
[4.7, 8.0]

911 74 (8.1)
[6.3, 10.0]

0.777
[0.557, 1.084]

0.762
[0.533, 1.091]

-1.8
[-4.3, 0.7]

0.136

SOC: Respiratory, thoracic and
mediastinal disorders

B: Sex 0.203

Male 1440 76 (5.3)
[4.1, 6.5]

1433 97 (6.8)
[5.4, 8.1]

0.780
[0.583, 1.043]

0.767
[0.563, 1.046]

-1.5
[-3.3, 0.3]

0.093

Female 709 24 (3.4)
[2.0, 4.8]

716 45 (6.3)
[4.4, 8.1]

0.539
[0.332, 0.874]

0.522
[0.315, 0.867]

-2.9
[-5.3, -0.5]

0.011*

SOC: Respiratory, thoracic and
mediastinal disorders

C: Race 0.781

White 1123 62 (5.5)
[4.1, 6.9]

1163 86 (7.4)
[5.8, 8.9]

0.747
[0.544, 1.024]

0.732
[0.522, 1.025]

-1.9
[-4.0, 0.2]

0.069

Black or African
American

104 6 (5.8)
[0.8, 10.7]

87 8 (9.2)
[2.5, 15.8]

0.627
[0.226, 1.739]

0.605
[0.201, 1.815]

-3.4
[-12.0, 5.2]

0.367

Asian 747 27 (3.6)
[2.2, 5.0]

718 36 (5.0)
[3.3, 6.7]

0.721
[0.442, 1.175]

0.710
[0.427, 1.183]

-1.4
[-3.6, 0.8]

0.187

Other 175 5 (2.9)
[0.1, 5.6]

181 12 (6.6)
[2.7, 10.5]

0.431
[0.155, 1.198]

0.414
[0.143, 1.201]

-3.8
[-8.7, 1.2]

0.096

SOC: Respiratory, thoracic and
mediastinal disorders

D: Region 0.448

Asia 690 26 (3.8)
[2.3, 5.3]

654 31 (4.7)
[3.0, 6.4]

0.795
[0.477, 1.324]

0.787
[0.462, 1.340]

-1.0
[-3.3, 1.3]

0.377

Europe 609 24 (3.9)
[2.3, 5.6]

620 48 (7.7)
[5.6, 9.9]

0.509
[0.316, 0.820]

0.489
[0.296, 0.809]

-3.8
[-6.6, -1.0]

0.005*

North America 401 34 (8.5)
[5.6, 11.3]

412 42 (10.2)
[7.2, 13.2]

0.832
[0.541, 1.280]

0.816
[0.508, 1.312]

-1.7
[-6.0, 2.5]

0.401 10p

Latin/South
America

449 16 (3.6)
[1.7, 5.4]

463 21 (4.5)
[2.5, 6.5]

0.786
[0.415, 1.486]

0.778
[0.400, 1.510]

-1.0
[-3.7, 1.8]

0.457



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 29 of 33
Value Dossier Analysis: D169AC0001 Program Name: T1A_SSSS.sas
Data Cut Date: 17JUL2020 Run Date: 04JUN2021:19:51:14

Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Respiratory, thoracic and
mediastinal disorders

E: Type 2
diabetes at
baseline

0.144

Yes 1453 68 (4.7)
[3.6, 5.8]

1450 108 (7.4)
[6.1, 8.8]

0.628
[0.468, 0.844]

0.610
[0.446, 0.834]

-2.8
[-4.6, -1.0]

0.002*

No 696 32 (4.6)
[3.0, 6.2]

699 34 (4.9)
[3.2, 6.5]

0.945
[0.590, 1.514]

0.943
[0.575, 1.546]

-0.3
[-2.6, 2.1]

0.815

SOC: Respiratory, thoracic and
mediastinal disorders

F: Baseline UACR
status

0.759

> 1000 mg/g 1047 46 (4.4)
[3.1, 5.7]

1030 67 (6.5)
[5.0, 8.1]

0.675
[0.469, 0.973]

0.661
[0.449, 0.971]

-2.1
[-4.2, -0.1]

0.034*

<= 1000 mg/g 1102 54 (4.9)
[3.6, 6.2]

1119 75 (6.7)
[5.2, 8.2]

0.731
[0.521, 1.027]

0.717
[0.500, 1.028]

-1.8
[-3.8, 0.2]

0.069

SOC: Respiratory, thoracic and
mediastinal disorders

G: Baseline eGFR
(cut-off 1)

0.545

< 45
ml/min/1.73**2

1270 60 (4.7)
[3.5, 5.9]

1248 89 (7.1)
[5.7, 8.6]

0.662
[0.482, 0.910]

0.646
[0.461, 0.905]

-2.4
[-4.3, -0.5]

0.011*

>= 45
ml/min/1.73**2

879 40 (4.6)
[3.1, 6.0]

901 53 (5.9)
[4.3, 7.5]

0.774
[0.519, 1.154]

0.763
[0.500, 1.163]

-1.3
[-3.5, 0.8]

0.207

SOC: Respiratory, thoracic and
mediastinal disorders

H: Baseline eGFR
(cut-off 2)

0.154

< 30
ml/min/1.73**2

293 18 (6.1)
[3.2, 9.1]

331 19 (5.7)
[3.1, 8.4]

1.070
[0.573, 2.000]

1.075
[0.553, 2.089]

0.4
[-3.6, 4.4]

0.832

>= 30
ml/min/1.73**2

1856 82 (4.4)
[3.5, 5.4]

1818 123 (6.8)
[5.6, 7.9]

0.653
[0.498, 0.857]

0.637
[0.478, 0.849]

-2.3
[-3.9, -0.8]

0.002*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Respiratory, thoracic and
mediastinal disorders

I: Baseline eGFR
(cut-off 3)

0.757

< 60
ml/min/1.73**2

1915 90 (4.7)
[3.7, 5.7]

1929 127 (6.6)
[5.5, 7.7]

0.714
[0.549, 0.928]

0.700
[0.530, 0.924]

-1.9
[-3.4, -0.4]

0.011*

>= 60
ml/min/1.73**2

234 10 (4.3)
[1.5, 7.1]

220 15 (6.8)
[3.3, 10.4]

0.627
[0.288, 1.366]

0.610
[0.268, 1.388]

-2.5
[-7.2, 2.1]

0.235

SOC: Respiratory, thoracic and
mediastinal disorders

J: Baseline
systolic blood
pressure

0.697

<= 130 mmHg 793 32 (4.0)
[2.6, 5.5]

748 46 (6.1)
[4.4, 7.9]

0.656
[0.423, 1.019]

0.642
[0.404, 1.019]

-2.1
[-4.4, 0.2]

0.059

> 130 mmHg 1356 68 (5.0)
[3.8, 6.2]

1401 96 (6.9)
[5.5, 8.2]

0.732
[0.541, 0.989]

0.718
[0.521, 0.988]

-1.8
[-3.7, -0.0]

0.041*

SOC: Respiratory, thoracic and
mediastinal disorders

K: Treatment at
randomisation

0.162

ACE-I only 650 36 (5.5)
[3.7, 7.4]

651 40 (6.1)
[4.2, 8.1]

0.901
[0.582, 1.395]

0.896
[0.563, 1.424]

-0.6
[-3.3, 2.1]

0.641

ARB only 1418 59 (4.2)
[3.1, 5.2]

1399 95 (6.8)
[5.4, 8.1]

0.613
[0.447, 0.841]

0.596
[0.427, 0.832]

-2.6
[-4.4, -0.9]

0.002*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Hypotension A: Age 0.247
<= 65 years 1246 24 (1.9)

[1.1, 2.7]
1238 18 (1.5)

[0.7, 2.2]
1.325

[0.723, 2.429]
1.331

[0.719, 2.465]
0.5

[-0.6, 1.6]
0.361

> 65 years 903 23 (2.5)
[1.5, 3.6]

911 10 (1.1)
[0.4, 1.8]

2.320
[1.111, 4.847]

2.355
[1.114, 4.976]

1.4
[0.1, 2.8]

0.021*

Hypotension B: Sex 0.148
Male 1440 36 (2.5)

[1.7, 3.3]
1433 17 (1.2)

[0.6, 1.8]
2.107

[1.189, 3.734]
2.136

[1.194, 3.820]
1.3

[0.3, 2.4]
0.009*

Female 709 11 (1.6)
[0.6, 2.5]

716 11 (1.5)
[0.6, 2.5]

1.010
[0.441, 2.314]

1.010
[0.435, 2.345]

0.0
[-1.4, 1.4]

0.981

Hypotension C: Race 0.467
White 1123 37 (3.3)

[2.2, 4.4]
1163 22 (1.9)

[1.1, 2.7]
1.742

[1.034, 2.933]
1.767

[1.036, 3.015]
1.4

[0.0, 2.8]
0.034*

Black or African
American

104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000 #

Asian 747 6 (0.8)
[0.1, 1.5]

718 5 (0.7)
[0.0, 1.4]

1.153
[0.354, 3.763]

1.155
[0.351, 3.800]

0.1
[-0.9, 1.1]

0.813

Other 175 3 (1.7)
[0.0, 3.9]

181 0 (0.0)
[0.0, 0.3]

7.239 +
[0.377, 139.124]

7.365 +
[0.378, 143.635]

1.7
[-0.8, 4.2]

0.118 #

Hypotension D: Region 0.047i
Asia 690 5 (0.7)

[0.0, 1.4]
654 5 (0.8)

[0.0, 1.5]
0.948

[0.276, 3.259]
0.947

[0.273, 3.288]
-0.0

[-1.1, 1.0]
1.000 #

Europe 609 15 (2.5)
[1.1, 3.8]

620 16 (2.6)
[1.3, 3.9]

0.954
[0.476, 1.913]

0.953
[0.467, 1.946]

-0.1
[-2.0, 1.8]

0.895

North America 401 16 (4.0)
[1.9, 6.0]

412 4 (1.0)
[0.0, 2.0]

4.110
[1.386, 12.187]

4.239
[1.405, 12.792]

3.0
[0.6, 5.4]

0.005*

Latin/South
America

449 11 (2.4)
[0.9, 4.0]

463 3 (0.6)
[0.0, 1.5]

3.781
[1.062, 13.463]

3.851
[1.067, 13.896]

1.8
[-0.0, 3.6]

0.027*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Hypotension E: Type 2
diabetes at
baseline

0.939

Yes 1453 34 (2.3)
[1.5, 3.2]

1450 20 (1.4)
[0.7, 2.0]

1.696
[0.981, 2.933]

1.713
[0.981, 2.991]

1.0
[-0.1, 2.0]

0.055

No 696 13 (1.9)
[0.8, 2.9]

699 8 (1.1)
[0.3, 2.0]

1.632
[0.681, 3.913]

1.644
[0.677, 3.992]

0.7
[-0.7, 2.1]

0.267

Hypotension F: Baseline UACR
status

0.251

> 1000 mg/g 1047 16 (1.5)
[0.7, 2.3]

1030 13 (1.3)
[0.5, 2.0]

1.211
[0.585, 2.504]

1.214
[0.581, 2.537]

0.3
[-0.8, 1.4]

0.605

<= 1000 mg/g 1102 31 (2.8)
[1.8, 3.8]

1119 15 (1.3)
[0.6, 2.1]

2.099
[1.139, 3.865]

2.130
[1.144, 3.969]

1.5
[0.2, 2.7]

0.015*

Hypotension G: Baseline eGFR
(cut-off 1)

0.956

< 45
ml/min/1.73**2

1270 32 (2.5)
[1.6, 3.4]

1248 19 (1.5)
[0.8, 2.2]

1.655
[0.943, 2.904]

1.672
[0.943, 2.966]

1.0
[-0.2, 2.2]

0.076

>= 45
ml/min/1.73**2

879 15 (1.7)
[0.8, 2.6]

901 9 (1.0)
[0.3, 1.7]

1.708
[0.752, 3.883]

1.721
[0.749, 3.953]

0.7
[-0.5, 1.9]

0.196

Hypotension H: Baseline eGFR
(cut-off 2)

0.784

< 30
ml/min/1.73**2

293 5 (1.7)
[0.1, 3.4]

331 4 (1.2)
[0.0, 2.5]

1.412
[0.383, 5.209]

1.419
[0.378, 5.336]

0.5
[-1.7, 2.7]

0.741 #

>= 30
ml/min/1.73**2

1856 42 (2.3)
[1.6, 3.0]

1818 24 (1.3)
[0.8, 1.9]

1.714
[1.042, 2.819]

1.731
[1.044, 2.870]

0.9
[0.0, 1.9]

0.031*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Hypotension I: Baseline eGFR
(cut-off 3)

0.538

< 60
ml/min/1.73**2

1915 45 (2.3)
[1.6, 3.1]

1929 26 (1.3)
[0.8, 1.9]

1.743
[1.080, 2.814]

1.761
[1.082, 2.866]

1.0
[0.1, 1.9]

0.021*

>= 60
ml/min/1.73**2

234 2 (0.9)
[0.0, 2.2]

220 2 (0.9)
[0.0, 2.4]

0.940
[0.134, 6.617]

0.940
[0.131, 6.729]

-0.1
[-2.2, 2.1]

1.000 #

Hypotension J: Baseline
systolic blood
pressure

0.877

<= 130 mmHg 793 27 (3.4)
[2.1, 4.7]

748 15 (2.0)
[0.9, 3.1]

1.698
[0.910, 3.166]

1.722
[0.909, 3.264]

1.4
[-0.3, 3.1]

0.092

> 130 mmHg 1356 20 (1.5)
[0.8, 2.2]

1401 13 (0.9)
[0.4, 1.5]

1.590
[0.794, 3.183]

1.598
[0.792, 3.226]

0.5
[-0.3, 1.4]

0.187

Hypotension K: Treatment at
randomisation

0.820

ACE-I only 650 21 (3.2)
[1.8, 4.7]

651 12 (1.8)
[0.7, 3.0]

1.753
[0.870, 3.533]

1.778
[0.867, 3.644]

1.4
[-0.5, 3.2]

0.112

ARB only 1418 24 (1.7)
[1.0, 2.4]

1399 15 (1.1)
[0.5, 1.6]

1.579
[0.832, 2.996]

1.589
[0.830, 3.041]

0.6
[-0.3, 1.6]

0.159



T1AC_SSSS: Proportion of subjects with severe AEs by SOC/preferred term by subgroup 



T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup 



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Cardiac disorders A: Age 0.227
<= 65 years 1246 47 (3.8)

[2.7, 4.9]
1238 79 (6.4)

[5.0, 7.8]
0.591

[0.416, 0.841]
0.575

[0.397, 0.833]
-2.6

[-4.4, -0.8]
0.003* 5p

> 65 years 903 81 (9.0)
[7.1, 10.9]

911 103 (11.3)
[9.2, 13.4]

0.793
[0.602, 1.046]

0.773
[0.569, 1.051]

-2.3
[-5.2, 0.5]

0.099 5p

SOC: Cardiac disorders B: Sex 0.260
Male 1440 93 (6.5)

[5.2, 7.8]
1433 121 (8.4)

[7.0, 9.9]
0.765

[0.590, 0.992]
0.749

[0.565, 0.991]
-2.0

[-4.0, 0.0]
0.043* 5p

Female 709 35 (4.9)
[3.3, 6.6]

716 61 (8.5)
[6.4, 10.6]

0.579
[0.387, 0.867]

0.558
[0.363, 0.857]

-3.6
[-6.3, -0.8]

0.007* 5p

SOC: Cardiac disorders C: Race 0.599
White 1123 102 (9.1)

[7.4, 10.8]
1163 142 (12.2)

[10.3, 14.1]
0.744

[0.585, 0.946]
0.718

[0.549, 0.940]
-3.1

[-5.7, -0.5]
0.016* 5p

Black or African
American

104 4 (3.8)
[0.0, 8.0]

87 8 (9.2)
[2.5, 15.8]

0.418
[0.130, 1.342]

0.395
[0.115, 1.359]

-5.3
[-13.5, 2.8]

0.130 5p

Asian 747 18 (2.4)
[1.2, 3.6]

718 22 (3.1)
[1.7, 4.4]

0.786
[0.425, 1.454]

0.781
[0.415, 1.469]

-0.7
[-2.5, 1.2]

0.442

Other 175 4 (2.3)
[0.0, 4.8]

181 10 (5.5)
[1.9, 9.1]

0.414
[0.132, 1.295]

0.400
[0.123, 1.300]

-3.2
[-7.8, 1.3]

0.116 5p

SOC: Cardiac disorders D: Region 0.992
Asia 690 14 (2.0)

[0.9, 3.2]
654 20 (3.1)

[1.7, 4.5]
0.663

[0.338, 1.303]
0.657

[0.329, 1.311]
-1.0

[-2.9, 0.8]
0.230

Europe 609 57 (9.4)
[7.0, 11.8]

620 79 (12.7)
[10.0, 15.4]

0.735
[0.532, 1.013]

0.707
[0.493, 1.014]

-3.4
[-7.0, 0.3]

0.059 5p

North America 401 35 (8.7)
[5.8, 11.6]

412 49 (11.9)
[8.6, 15.1]

0.734
[0.486, 1.107]

0.708
[0.448, 1.119]

-3.2
[-7.6, 1.3]

0.138 5p

Latin/South
America

449 22 (4.9)
[2.8, 7.0]

463 34 (7.3)
[4.9, 9.8]

0.667
[0.397, 1.123]

0.650
[0.374, 1.130]

-2.4
[-5.8, 0.9]

0.125 5p



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Cardiac disorders E: Type 2
diabetes at
baseline

0.868

Yes 1453 111 (7.6)
[6.2, 9.0]

1450 156 (10.8)
[9.1, 12.4]

0.710
[0.563, 0.896]

0.686
[0.532, 0.885]

-3.1
[-5.3, -1.0]

0.004* 5p

No 696 17 (2.4)
[1.2, 3.7]

699 26 (3.7)
[2.2, 5.2]

0.657
[0.360, 1.199]

0.648
[0.348, 1.205]

-1.3
[-3.2, 0.7]

0.168

SOC: Cardiac disorders F: Baseline UACR
status

0.214

> 1000 mg/g 1047 74 (7.1)
[5.5, 8.7]

1030 91 (8.8)
[7.1, 10.6]

0.800
[0.596, 1.074]

0.785
[0.570, 1.080]

-1.8
[-4.2, 0.7]

0.137 5p

<= 1000 mg/g 1102 54 (4.9)
[3.6, 6.2]

1119 91 (8.1)
[6.5, 9.8]

0.603
[0.435, 0.835]

0.582
[0.411, 0.824]

-3.2
[-5.4, -1.1]

0.002* 5p

SOC: Cardiac disorders G: Baseline eGFR
(cut-off 1)

0.486

< 45
ml/min/1.73**2

1270 76 (6.0)
[4.6, 7.3]

1248 113 (9.1)
[7.4, 10.7]

0.661
[0.499, 0.875]

0.639
[0.473, 0.865]

-3.1
[-5.2, -0.9]

0.003* 5p

>= 45
ml/min/1.73**2

879 52 (5.9)
[4.3, 7.5]

901 69 (7.7)
[5.9, 9.5]

0.772
[0.546, 1.094]

0.758
[0.522, 1.100]

-1.7
[-4.2, 0.7]

0.144 5p

SOC: Cardiac disorders H: Baseline eGFR
(cut-off 2)

0.959

< 30
ml/min/1.73**2

293 19 (6.5)
[3.5, 9.5]

331 30 (9.1)
[5.8, 12.3]

0.715
[0.412, 1.243]

0.696
[0.383, 1.265]

-2.6
[-7.1, 1.9]

0.232 5p

>= 30
ml/min/1.73**2

1856 109 (5.9)
[4.8, 7.0]

1818 152 (8.4)
[7.1, 9.7]

0.702
[0.554, 0.891]

0.684
[0.530, 0.882]

-2.5
[-4.2, -0.8]

0.003* 5p



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Cardiac disorders I: Baseline eGFR
(cut-off 3)

0.740

< 60
ml/min/1.73**2

1915 116 (6.1)
[5.0, 7.2]

1929 164 (8.5)
[7.2, 9.8]

0.712
[0.567, 0.896]

0.694
[0.542, 0.888]

-2.4
[-4.1, -0.8]

0.004* 5p

>= 60
ml/min/1.73**2

234 12 (5.1)
[2.1, 8.2]

220 18 (8.2)
[4.3, 12.0]

0.627
[0.309, 1.271]

0.607
[0.285, 1.290]

-3.1
[-8.1, 2.0]

0.191 5p

SOC: Cardiac disorders J: Baseline
systolic blood
pressure

0.707

<= 130 mmHg 793 36 (4.5)
[3.0, 6.1]

748 45 (6.0)
[4.2, 7.8]

0.755
[0.492, 1.156]

0.743
[0.474, 1.165]

-1.5
[-3.8, 0.9]

0.194 5p

> 130 mmHg 1356 92 (6.8)
[5.4, 8.2]

1401 137 (9.8)
[8.2, 11.4]

0.694
[0.539, 0.894]

0.672
[0.510, 0.884]

-3.0
[-5.1, -0.9]

0.004* 5p

SOC: Cardiac disorders K: Treatment at
randomisation

0.073

ACE-I only 650 58 (8.9)
[6.7, 11.2]

651 64 (9.8)
[7.5, 12.2]

0.908
[0.647, 1.273]

0.899
[0.619, 1.305]

-0.9
[-4.2, 2.4]

0.574 5p

ARB only 1418 65 (4.6)
[3.5, 5.7]

1399 108 (7.7)
[6.3, 9.2]

0.594
[0.440, 0.800]

0.574
[0.418, 0.788]

-3.1
[-5.0, -1.3]

<0.001* 5p



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Pneumonia A: Age 0.295
<= 65 years 1246 15 (1.2)

[0.6, 1.8]
1238 18 (1.5)

[0.7, 2.2]
0.828

[0.419, 1.635]
0.826

[0.414, 1.646]
-0.3

[-1.2, 0.7]
0.586

> 65 years 903 21 (2.3)
[1.3, 3.4]

911 40 (4.4)
[3.0, 5.8]

0.530
[0.315, 0.891]

0.518
[0.303, 0.886]

-2.1
[-3.8, -0.3]

0.015*

Pneumonia B: Sex 0.962
Male 1440 22 (1.5)

[0.9, 2.2]
1433 35 (2.4)

[1.6, 3.3]
0.626

[0.369, 1.061]
0.620

[0.362, 1.062]
-0.9

[-2.0, 0.2]
0.079

Female 709 14 (2.0)
[0.9, 3.1]

716 23 (3.2)
[1.9, 4.6]

0.615
[0.319, 1.185]

0.607
[0.310, 1.189]

-1.2
[-3.0, 0.6]

0.142

Pneumonia C: Race 0.609
White 1123 18 (1.6)

[0.8, 2.4]
1163 37 (3.2)

[2.1, 4.2]
0.504

[0.289, 0.880]
0.496

[0.281, 0.876]
-1.6

[-2.9, -0.2]
0.014*

Black or African
American

104 3 (2.9)
[0.0, 6.6]

87 2 (2.3)
[0.0, 6.0]

1.255
[0.215, 7.340]

1.262
[0.206, 7.731]

0.6
[-5.0, 6.1]

1.000 #

Asian 747 11 (1.5)
[0.5, 2.4]

718 15 (2.1)
[1.0, 3.2]

0.705
[0.326, 1.524]

0.700
[0.320, 1.535]

-0.6
[-2.1, 0.9]

0.372

Other 175 4 (2.3)
[0.0, 4.8]

181 4 (2.2)
[0.0, 4.6]

1.034
[0.263, 4.071]

1.035
[0.255, 4.205]

0.1
[-3.6, 3.7]

1.000 #

Pneumonia D: Region 0.381
Asia 690 11 (1.6)

[0.6, 2.6]
654 14 (2.1)

[1.0, 3.3]
0.745

[0.341, 1.629]
0.741

[0.334, 1.643]
-0.5

[-2.1, 1.1]
0.459

Europe 609 3 (0.5)
[0.0, 1.1]

620 13 (2.1)
[0.9, 3.3]

0.235
[0.067, 0.820]

0.231
[0.066, 0.815]

-1.6
[-3.0, -0.2]

0.013*

North America 401 8 (2.0)
[0.5, 3.5]

412 12 (2.9)
[1.2, 4.7]

0.685
[0.283, 1.658]

0.679
[0.274, 1.678]

-0.9
[-3.3, 1.5]

0.399

Latin/South
America

449 14 (3.1)
[1.4, 4.8]

463 19 (4.1)
[2.2, 6.0]

0.760
[0.386, 1.497]

0.752
[0.372, 1.519]

-1.0
[-3.6, 1.7]

0.426



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Pneumonia E: Type 2
diabetes at
baseline

0.415

Yes 1453 31 (2.1)
[1.4, 2.9]

1450 46 (3.2)
[2.2, 4.1]

0.673
[0.429, 1.054]

0.665
[0.419, 1.055]

-1.0
[-2.3, 0.2]

0.082

No 696 5 (0.7)
[0.0, 1.4]

699 12 (1.7)
[0.7, 2.8]

0.418
[0.148, 1.182]

0.414
[0.145, 1.182]

-1.0
[-2.3, 0.3]

0.089

Pneumonia F: Baseline UACR
status

0.081

> 1000 mg/g 1047 26 (2.5)
[1.5, 3.5]

1030 31 (3.0)
[1.9, 4.1]

0.825
[0.493, 1.380]

0.821
[0.484, 1.392]

-0.5
[-2.0, 1.0]

0.463

<= 1000 mg/g 1102 10 (0.9)
[0.3, 1.5]

1119 27 (2.4)
[1.5, 3.4]

0.376
[0.183, 0.773]

0.370
[0.178, 0.769]

-1.5
[-2.7, -0.4]

0.006*

Pneumonia G: Baseline eGFR
(cut-off 1)

0.035i

< 45
ml/min/1.73**2

1270 30 (2.4)
[1.5, 3.2]

1248 36 (2.9)
[1.9, 3.9]

0.819
[0.508, 1.321]

0.815
[0.499, 1.331]

-0.5
[-1.9, 0.8]

0.412

>= 45
ml/min/1.73**2

879 6 (0.7)
[0.1, 1.3]

901 22 (2.4)
[1.4, 3.5]

0.280
[0.114, 0.686]

0.275
[0.111, 0.681]

-1.8
[-3.0, -0.5]

0.003*

Pneumonia H: Baseline eGFR
(cut-off 2)

0.749

< 30
ml/min/1.73**2

293 7 (2.4)
[0.5, 4.3]

331 11 (3.3)
[1.2, 5.4]

0.719
[0.282, 1.830]

0.712
[0.272, 1.861]

-0.9
[-3.9, 2.0]

0.487

>= 30
ml/min/1.73**2

1856 29 (1.6)
[1.0, 2.2]

1818 47 (2.6)
[1.8, 3.3]

0.604
[0.382, 0.956]

0.598
[0.375, 0.954]

-1.0
[-2.0, -0.0]

0.029*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Pneumonia I: Baseline eGFR
(cut-off 3)

0.368

< 60
ml/min/1.73**2

1915 34 (1.8)
[1.2, 2.4]

1929 52 (2.7)
[1.9, 3.4]

0.659
[0.429, 1.010]

0.652
[0.421, 1.010]

-0.9
[-1.9, 0.1]

0.054

>= 60
ml/min/1.73**2

234 2 (0.9)
[0.0, 2.2]

220 6 (2.7)
[0.3, 5.1]

0.313
[0.064, 1.536]

0.307
[0.061, 1.540]

-1.9
[-4.8, 1.0]

0.164 #

Pneumonia J: Baseline
systolic blood
pressure

0.211

<= 130 mmHg 793 7 (0.9)
[0.2, 1.6]

748 17 (2.3)
[1.1, 3.4]

0.388
[0.162, 0.931]

0.383
[0.158, 0.929]

-1.4
[-2.8, -0.0]

0.028*

> 130 mmHg 1356 29 (2.1)
[1.3, 2.9]

1401 41 (2.9)
[2.0, 3.8]

0.731
[0.457, 1.169]

0.725
[0.448, 1.173]

-0.8
[-2.0, 0.5]

0.189

Pneumonia K: Treatment at
randomisation

0.340

ACE-I only 650 14 (2.2)
[1.0, 3.3]

651 16 (2.5)
[1.2, 3.7]

0.876
[0.431, 1.781]

0.874
[0.423, 1.805]

-0.3
[-2.1, 1.5]

0.715

ARB only 1418 22 (1.6)
[0.9, 2.2]

1399 38 (2.7)
[1.8, 3.6]

0.571
[0.340, 0.961]

0.564
[0.332, 0.959]

-1.2
[-2.3, -0.0]

0.032*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Metabolism and nutrition
disorders

A: Age 0.054

<= 65 years 1246 18 (1.4)
[0.7, 2.1]

1238 44 (3.6)
[2.5, 4.6]

0.406
[0.236, 0.699]

0.398
[0.229, 0.692]

-2.1
[-3.4, -0.8]

<0.001*

> 65 years 903 26 (2.9)
[1.7, 4.0]

911 31 (3.4)
[2.2, 4.6]

0.846
[0.507, 1.413]

0.842
[0.496, 1.429]

-0.5
[-2.2, 1.2]

0.523

SOC: Metabolism and nutrition
disorders

B: Sex 0.289

Male 1440 24 (1.7)
[1.0, 2.4]

1433 48 (3.3)
[2.4, 4.3]

0.498
[0.307, 0.808]

0.489
[0.298, 0.803]

-1.7
[-2.9, -0.5]

0.004*

Female 709 20 (2.8)
[1.5, 4.1]

716 27 (3.8)
[2.3, 5.2]

0.748
[0.424, 1.321]

0.741
[0.412, 1.333]

-1.0
[-2.9, 1.0]

0.316

SOC: Metabolism and nutrition
disorders

C: Race 0.979

White 1123 26 (2.3)
[1.4, 3.2]

1163 44 (3.8)
[2.6, 4.9]

0.612
[0.379, 0.987]

0.603
[0.369, 0.986]

-1.5
[-3.0, 0.0]

0.042*

Black or African
American

104 3 (2.9)
[0.0, 6.6]

87 4 (4.6)
[0.0, 9.6]

0.627
[0.144, 2.728]

0.616
[0.134, 2.832]

-1.7
[-8.2, 4.8]

0.704 #

Asian 747 13 (1.7)
[0.7, 2.7]

718 24 (3.3)
[2.0, 4.7]

0.521
[0.267, 1.015]

0.512
[0.259, 1.014]

-1.6
[-3.4, 0.1]

0.051

Other 175 2 (1.1)
[0.0, 3.0]

181 3 (1.7)
[0.0, 3.8]

0.690
[0.117, 4.077]

0.686
[0.113, 4.155]

-0.5
[-3.5, 2.5]

1.000 #

SOC: Metabolism and nutrition
disorders

D: Region 0.635

Asia 690 12 (1.7)
[0.7, 2.8]

654 24 (3.7)
[2.2, 5.2]

0.474
[0.239, 0.940]

0.465
[0.230, 0.937]

-1.9
[-3.8, -0.0]

0.029*

Europe 609 15 (2.5)
[1.1, 3.8]

620 21 (3.4)
[1.9, 4.9]

0.727
[0.378, 1.397]

0.720
[0.368, 1.411]

-0.9
[-3.0, 1.1]

0.337

North America 401 9 (2.2)
[0.7, 3.8]

412 20 (4.9)
[2.7, 7.1]

0.462
[0.213, 1.003]

0.450
[0.202, 1.001]

-2.6
[-5.4, 0.2]

0.045*

Latin/South
America

449 8 (1.8)
[0.4, 3.1]

463 10 (2.2)
[0.7, 3.6]

0.825
[0.329, 2.071]

0.822
[0.321, 2.101]

-0.4
[-2.4, 1.6]

0.682



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Metabolism and nutrition
disorders

E: Type 2
diabetes at
baseline

0.301

Yes 1453 43 (3.0)
[2.1, 3.9]

1450 70 (4.8)
[3.7, 6.0]

0.613
[0.422, 0.890]

0.601
[0.408, 0.885]

-1.9
[-3.3, -0.4]

0.009*

No 696 1 (0.1)
[0.0, 0.5]

699 5 (0.7)
[0.0, 1.4]

0.201
[0.024, 1.715]

0.200
[0.023, 1.714]

-0.6
[-1.4, 0.3]

0.218 #

SOC: Metabolism and nutrition
disorders

F: Baseline UACR
status

0.384

> 1000 mg/g 1047 28 (2.7)
[1.6, 3.7]

1030 41 (4.0)
[2.7, 5.2]

0.672
[0.419, 1.078]

0.663
[0.407, 1.080]

-1.3
[-2.9, 0.3]

0.097

<= 1000 mg/g 1102 16 (1.5)
[0.7, 2.2]

1119 34 (3.0)
[2.0, 4.1]

0.478
[0.265, 0.861]

0.470
[0.258, 0.857]

-1.6
[-2.9, -0.3]

0.012*

SOC: Metabolism and nutrition
disorders

G: Baseline eGFR
(cut-off 1)

0.147

< 45
ml/min/1.73**2

1270 24 (1.9)
[1.1, 2.7]

1248 50 (4.0)
[2.9, 5.1]

0.472
[0.292, 0.763]

0.462
[0.282, 0.756]

-2.1
[-3.5, -0.7]

0.002*

>= 45
ml/min/1.73**2

879 20 (2.3)
[1.2, 3.3]

901 25 (2.8)
[1.6, 3.9]

0.820
[0.459, 1.465]

0.816
[0.450, 1.480]

-0.5
[-2.1, 1.1]

0.502

SOC: Metabolism and nutrition
disorders

H: Baseline eGFR
(cut-off 2)

0.874

< 30
ml/min/1.73**2

293 9 (3.1)
[0.9, 5.2]

331 18 (5.4)
[2.8, 8.0]

0.565
[0.258, 1.238]

0.551
[0.244, 1.246]

-2.4
[-5.8, 1.1]

0.147 5p

>= 30
ml/min/1.73**2

1856 35 (1.9)
[1.2, 2.5]

1818 57 (3.1)
[2.3, 4.0]

0.601
[0.397, 0.912]

0.594
[0.388, 0.909]

-1.2
[-2.3, -0.2]

0.015*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Metabolism and nutrition
disorders

I: Baseline eGFR
(cut-off 3)

0.049i

< 60
ml/min/1.73**2

1915 40 (2.1)
[1.4, 2.8]

1929 74 (3.8)
[3.0, 4.7]

0.544
[0.373, 0.796]

0.535
[0.362, 0.790]

-1.7
[-2.9, -0.6]

0.001*

>= 60
ml/min/1.73**2

234 4 (1.7)
[0.0, 3.6]

220 1 (0.5)
[0.0, 1.6]

3.761
[0.424, 33.387]

3.809
[0.422, 34.343]

1.3
[-1.1, 3.6]

0.373 #

SOC: Metabolism and nutrition
disorders

J: Baseline
systolic blood
pressure

0.322

<= 130 mmHg 793 15 (1.9)
[0.9, 2.9]

748 18 (2.4)
[1.2, 3.6]

0.786
[0.399, 1.548]

0.782
[0.391, 1.563]

-0.5
[-2.1, 1.1]

0.485

> 130 mmHg 1356 29 (2.1)
[1.3, 2.9]

1401 57 (4.1)
[3.0, 5.1]

0.526
[0.338, 0.817]

0.515
[0.327, 0.811]

-1.9
[-3.3, -0.6]

0.004*

SOC: Metabolism and nutrition
disorders

K: Treatment at
randomisation

0.894

ACE-I only 650 15 (2.3)
[1.1, 3.5]

651 24 (3.7)
[2.2, 5.2]

0.626
[0.331, 1.182]

0.617
[0.321, 1.187]

-1.4
[-3.4, 0.6]

0.145

ARB only 1418 27 (1.9)
[1.2, 2.7]

1399 45 (3.2)
[2.3, 4.2]

0.592
[0.369, 0.948]

0.584
[0.360, 0.947]

-1.3
[-2.6, -0.1]

0.027*



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Renal and urinary
disorders

A: Age 0.032i

<= 65 years 1246 56 (4.5)
[3.3, 5.7]

1238 93 (7.5)
[6.0, 9.0]

0.598
[0.434, 0.826]

0.579
[0.412, 0.815]

-3.0
[-5.0, -1.1]

0.002* 5p

> 65 years 903 51 (5.6)
[4.1, 7.2]

911 50 (5.5)
[4.0, 7.0]

1.029
[0.704, 1.503]

1.031
[0.690, 1.540]

0.2
[-2.1, 2.4]

0.882 5p

SOC: Renal and urinary
disorders

B: Sex 0.682

Male 1440 75 (5.2)
[4.0, 6.4]

1433 103 (7.2)
[5.8, 8.6]

0.725
[0.543, 0.967]

0.709
[0.522, 0.964]

-2.0
[-3.8, -0.1]

0.028* 5p

Female 709 32 (4.5)
[2.9, 6.1]

716 40 (5.6)
[3.8, 7.3]

0.808
[0.514, 1.271]

0.799
[0.496, 1.287]

-1.1
[-3.5, 1.3]

0.355 5p

SOC: Renal and urinary
disorders

C: Race 0.146

White 1123 73 (6.5)
[5.0, 8.0]

1163 81 (7.0)
[5.5, 8.5]

0.933
[0.688, 1.267]

0.929
[0.669, 1.289]

-0.5
[-2.6, 1.7]

0.658 5p

Black or African
American

104 4 (3.8)
[0.0, 8.0]

87 9 (10.3)
[3.4, 17.3]

0.372
[0.119, 1.166]

0.347
[0.103, 1.168]

-6.5
[-14.9, 1.9]

0.077 5p

Asian 747 24 (3.2)
[1.9, 4.5]

718 43 (6.0)
[4.2, 7.8]

0.536
[0.329, 0.875]

0.521
[0.313, 0.868]

-2.8
[-5.1, -0.5]

0.011* 5p

Other 175 6 (3.4)
[0.4, 6.4]

181 10 (5.5)
[1.9, 9.1]

0.621
[0.230, 1.671]

0.607
[0.216, 1.708]

-2.1
[-6.9, 2.7]

0.341 5p

SOC: Renal and urinary
disorders

D: Region 0.685

Asia 690 23 (3.3)
[1.9, 4.7]

654 38 (5.8)
[3.9, 7.7]

0.574
[0.346, 0.952]

0.559
[0.329, 0.949]

-2.5
[-4.9, -0.1]

0.029* 5p

Europe 609 34 (5.6)
[3.7, 7.5]

620 42 (6.8)
[4.7, 8.8]

0.824
[0.532, 1.277]

0.814
[0.510, 1.298]

-1.2
[-4.0, 1.7]

0.386 5p

North America 401 29 (7.2)
[4.6, 9.9]

412 35 (8.5)
[5.7, 11.3]

0.851
[0.531, 1.366]

0.840
[0.503, 1.402]

-1.3
[-5.2, 2.7]

0.504 5p

Latin/South
America

449 21 (4.7)
[2.6, 6.7]

463 28 (6.0)
[3.8, 8.3]

0.773
[0.446, 1.341]

0.762
[0.426, 1.363]

-1.4
[-4.5, 1.8]

0.359 5p



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Renal and urinary
disorders

E: Type 2
diabetes at
baseline

0.040i

Yes 1453 85 (5.8)
[4.6, 7.1]

1450 97 (6.7)
[5.4, 8.0]

0.874
[0.660, 1.159]

0.867
[0.642, 1.171]

-0.8
[-2.7, 1.0]

0.351 5p

No 696 22 (3.2)
[1.8, 4.5]

699 46 (6.6)
[4.7, 8.5]

0.480
[0.292, 0.790]

0.463
[0.276, 0.779]

-3.4
[-5.8, -1.0]

0.003* 5p

SOC: Renal and urinary
disorders

F: Baseline UACR
status

0.165

> 1000 mg/g 1047 68 (6.5)
[5.0, 8.0]

1030 101 (9.8)
[7.9, 11.7]

0.662
[0.493, 0.890]

0.639
[0.464, 0.880]

-3.3
[-5.8, -0.9]

0.006* 5p

<= 1000 mg/g 1102 39 (3.5)
[2.4, 4.7]

1119 42 (3.8)
[2.6, 4.9]

0.943
[0.615, 1.446]

0.941
[0.603, 1.467]

-0.2
[-1.9, 1.4]

0.788

SOC: Renal and urinary
disorders

G: Baseline eGFR
(cut-off 1)

0.353

< 45
ml/min/1.73**2

1270 87 (6.9)
[5.4, 8.3]

1248 108 (8.7)
[7.1, 10.3]

0.792
[0.603, 1.038]

0.776
[0.579, 1.041]

-1.8
[-4.0, 0.4]

0.091 5p

>= 45
ml/min/1.73**2

879 20 (2.3)
[1.2, 3.3]

901 35 (3.9)
[2.6, 5.2]

0.586
[0.341, 1.007]

0.576
[0.330, 1.006]

-1.6
[-3.3, 0.1]

0.050*

SOC: Renal and urinary
disorders

H: Baseline eGFR
(cut-off 2)

0.026i

< 30
ml/min/1.73**2

293 39 (13.3)
[9.3, 17.4]

331 38 (11.5)
[7.9, 15.1]

1.159
[0.763, 1.761]

1.184
[0.735, 1.908]

1.8
[-3.7, 7.3]

0.488 5p

>= 30
ml/min/1.73**2

1856 68 (3.7)
[2.8, 4.5]

1818 105 (5.8)
[4.7, 6.9]

0.634
[0.471, 0.855]

0.620
[0.454, 0.848]

-2.1
[-3.5, -0.7]

0.003* 5p



Source Data: aae, created on: 19APR2021.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 5p: event >= 5% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AS_SSSS: Proportion of subjects with serious AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

Serious AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Renal and urinary
disorders

I: Baseline eGFR
(cut-off 3)

0.731

< 60
ml/min/1.73**2

1915 103 (5.4)
[4.3, 6.4]

1929 139 (7.2)
[6.0, 8.4]

0.746
[0.583, 0.955]

0.732
[0.563, 0.952]

-1.8
[-3.4, -0.2]

0.020* 5p

>= 60
ml/min/1.73**2

234 4 (1.7)
[0.0, 3.6]

220 4 (1.8)
[0.0, 3.8]

0.940
[0.238, 3.713]

0.939
[0.232, 3.802]

-0.1
[-3.0, 2.8]

1.000 #

SOC: Renal and urinary
disorders

J: Baseline
systolic blood
pressure

0.551

<= 130 mmHg 793 32 (4.0)
[2.6, 5.5]

748 45 (6.0)
[4.2, 7.8]

0.671
[0.431, 1.044]

0.657
[0.413, 1.045]

-2.0
[-4.3, 0.3]

0.075 5p

> 130 mmHg 1356 75 (5.5)
[4.3, 6.8]

1401 98 (7.0)
[5.6, 8.4]

0.791
[0.591, 1.058]

0.778
[0.571, 1.062]

-1.5
[-3.3, 0.4]

0.113 5p

SOC: Renal and urinary
disorders

K: Treatment at
randomisation

0.375

ACE-I only 650 37 (5.7)
[3.8, 7.6]

651 44 (6.8)
[4.8, 8.8]

0.842
[0.551, 1.286]

0.833
[0.530, 1.308]

-1.1
[-3.8, 1.7]

0.426 5p

ARB only 1418 61 (4.3)
[3.2, 5.4]

1399 91 (6.5)
[5.2, 7.8]

0.661
[0.482, 0.907]

0.646
[0.463, 0.902]

-2.2
[-3.9, -0.5]

0.010* 5p



T1ASV_SSIS: Proportion of subjects with AEOSI: Symptoms of volume depletion by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ASV_SSIS: Proportion of subjects with AEOSI: Symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Symptoms of volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.959
<= 65 years 1246 63 (5.1)

[3.8, 6.3]
1238 44 (3.6)

[2.5, 4.6]
1.423

[0.976, 2.074]
1.445

[0.975, 2.142]
1.5

[-0.2, 3.2]
0.065

> 65 years 903 57 (6.3)
[4.7, 8.0]

911 40 (4.4)
[3.0, 5.8]

1.438
[0.970, 2.131]

1.467
[0.969, 2.222]

1.9
[-0.3, 4.1]

0.069

B: Sex 0.577
Male 1440 86 (6.0)

[4.7, 7.2]
1433 57 (4.0)

[2.9, 5.0]
1.501

[1.083, 2.082]
1.533

[1.088, 2.161]
2.0

[0.3, 3.7]
0.014

Female 709 34 (4.8)
[3.2, 6.4]

716 27 (3.8)
[2.3, 5.2]

1.272
[0.776, 2.085]

1.285
[0.767, 2.154]

1.0
[-1.2, 3.3]

0.340

C: Race 0.193
White 1123 73 (6.5)

[5.0, 8.0]
1163 60 (5.2)

[3.8, 6.5]
1.260

[0.904, 1.755]
1.278

[0.899, 1.817]
1.3

[-0.7, 3.4]
0.171

Black or African American 104 7 (6.7)
[1.4, 12.0]

87 5 (5.7)
[0.3, 11.2]

1.171
[0.385, 3.560]

1.184
[0.362, 3.870]

1.0
[-6.9, 8.9]

0.781

Asian 747 29 (3.9)
[2.4, 5.3]

718 17 (2.4)
[1.2, 3.5]

1.640
[0.909, 2.958]

1.665
[0.907, 3.058]

1.5
[-0.4, 3.4]

0.097

Other 175 11 (6.3)
[2.4, 10.2]

181 2 (1.1)
[0.0, 2.9]

5.689
[1.279, 25.297]

6.003
[1.311, 27.487]

5.2
[0.7, 9.6]

0.009

D: Region 0.381
Asia 690 26 (3.8)

[2.3, 5.3]
654 17 (2.6)

[1.3, 3.9]
1.450

[0.794, 2.646]
1.467

[0.789, 2.730]
1.2

[-0.9, 3.2]
0.224

Europe 609 34 (5.6)
[3.7, 7.5]

620 33 (5.3)
[3.5, 7.2]

1.049
[0.658, 1.671]

1.052
[0.643, 1.721]

0.3
[-2.4, 3.0]

0.841

North America 401 39 (9.7)
[6.7, 12.8]

412 22 (5.3)
[3.0, 7.6]

1.821
[1.100, 3.016]

1.910
[1.111, 3.283]

4.4
[0.5, 8.3]

0.018

Latin/South America 449 21 (4.7)
[2.6, 6.7]

463 12 (2.6)
[1.0, 4.1]

1.805
[0.899, 3.624]

1.844
[0.896, 3.794]

2.1
[-0.6, 4.7]

0.092



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ASV_SSIS: Proportion of subjects with AEOSI: Symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Symptoms of volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.348
Yes 1453 86 (5.9)

[4.7, 7.2]
1450 65 (4.5)

[3.4, 5.6]
1.320

[0.965, 1.807]
1.340

[0.963, 1.866]
1.4

[-0.2, 3.1]
0.082

No 696 34 (4.9)
[3.2, 6.6]

699 19 (2.7)
[1.4, 4.0]

1.797
[1.035, 3.120]

1.838
[1.038, 3.255]

2.2
[0.0, 4.3]

0.034

F: Baseline UACR status 0.744
> 1000 mg/g 1047 54 (5.2)

[3.8, 6.5]
1030 39 (3.8)

[2.6, 5.0]
1.362

[0.911, 2.038]
1.382

[0.907, 2.106]
1.4

[-0.5, 3.2]
0.131

<= 1000 mg/g 1102 66 (6.0)
[4.5, 7.4]

1119 45 (4.0)
[2.8, 5.2]

1.489
[1.029, 2.155]

1.520
[1.031, 2.242]

2.0
[0.1, 3.9]

0.033

G: Baseline eGFR (cut-off 1) 0.825
< 45 ml/min/1.73**2 1270 73 (5.7)

[4.4, 7.1]
1248 49 (3.9)

[2.8, 5.0]
1.464

[1.028, 2.085]
1.492

[1.030, 2.162]
1.8

[0.1, 3.6]
0.033

>= 45 ml/min/1.73**2 879 47 (5.3)
[3.8, 6.9]

901 35 (3.9)
[2.6, 5.2]

1.376
[0.898, 2.111]

1.398
[0.893, 2.187]

1.5
[-0.6, 3.5]

0.141

H: Baseline eGFR (cut-off 2) 0.377
< 30 ml/min/1.73**2 293 13 (4.4)

[1.9, 7.0]
331 14 (4.2)

[1.9, 6.5]
1.049

[0.501, 2.195]
1.051

[0.486, 2.275]
0.2

[-3.3, 3.7]
0.899

>= 30 ml/min/1.73**2 1856 107 (5.8)
[4.7, 6.9]

1818 70 (3.9)
[2.9, 4.8]

1.497
[1.116, 2.010]

1.528
[1.122, 2.080]

1.9
[0.5, 3.3]

0.007

I: Baseline eGFR (cut-off 3) 0.885
< 60 ml/min/1.73**2 1915 110 (5.7)

[4.7, 6.8]
1929 77 (4.0)

[3.1, 4.9]
1.439

[1.083, 1.912]
1.466

[1.088, 1.975]
1.8

[0.3, 3.2]
0.012

>= 60 ml/min/1.73**2 234 10 (4.3)
[1.5, 7.1]

220 7 (3.2)
[0.6, 5.7]

1.343
[0.520, 3.467]

1.358
[0.508, 3.634]

1.1
[-2.8, 5.0]

0.541



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ASV_SSIS: Proportion of subjects with AEOSI: Symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Symptoms of volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.312
<= 130 mmHg 793 58 (7.3)

[5.4, 9.2]
748 33 (4.4)

[2.9, 6.0]
1.658

[1.094, 2.512]
1.710

[1.102, 2.654]
2.9

[0.4, 5.4]
0.016

> 130 mmHg 1356 62 (4.6)
[3.4, 5.7]

1401 51 (3.6)
[2.6, 4.7]

1.256
[0.874, 1.806]

1.268
[0.869, 1.851]

0.9
[-0.6, 2.5]

0.217

K: Treatment at randomisation 0.771
ACE-I only 650 40 (6.2)

[4.2, 8.1]
651 31 (4.8)

[3.0, 6.5]
1.292

[0.819, 2.039]
1.311

[0.810, 2.124]
1.4

[-1.2, 4.0]
0.269

ARB only 1418 73 (5.1)
[4.0, 6.3]

1399 51 (3.6)
[2.6, 4.7]

1.412
[0.995, 2.004]

1.435
[0.995, 2.068]

1.5
[-0.1, 3.1]

0.052



T1AR_SSIS: Proportion of subjects with AEOSI: Renal AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1AR_SSIS: Proportion of subjects with AEOSI: Renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.010i
<= 65 years 1246 61 (4.9)

[3.7, 6.1]
1238 95 (7.7)

[6.2, 9.2]
0.638

[0.467, 0.871]
0.619

[0.445, 0.863]
-2.8

[-4.8, -0.8]
0.004

> 65 years 903 83 (9.2)
[7.3, 11.1]

911 74 (8.1)
[6.3, 10.0]

1.132
[0.839, 1.527]

1.145
[0.825, 1.589]

1.1
[-1.6, 3.8]

0.418

B: Sex 0.897
Male 1440 96 (6.7)

[5.3, 8.0]
1433 111 (7.7)

[6.3, 9.2]
0.861

[0.661, 1.120]
0.851

[0.641, 1.130]
-1.1

[-3.0, 0.9]
0.263

Female 709 48 (6.8)
[4.9, 8.7]

716 58 (8.1)
[6.0, 10.2]

0.836
[0.578, 1.208]

0.824
[0.554, 1.226]

-1.3
[-4.2, 1.5]

0.339

C: Race 0.497
White 1123 95 (8.5)

[6.8, 10.1]
1163 106 (9.1)

[7.4, 10.8]
0.928

[0.712, 1.209]
0.922

[0.690, 1.231]
-0.7

[-3.1, 1.8]
0.581

Black or African American 104 11 (10.6)
[4.2, 17.0]

87 16 (18.4)
[9.7, 27.1]

0.575
[0.282, 1.173]

0.525
[0.229, 1.201]

-7.8
[-18.9, 3.3]

0.124

Asian 747 30 (4.0)
[2.5, 5.5]

718 33 (4.6)
[3.0, 6.2]

0.874
[0.539, 1.417]

0.869
[0.524, 1.440]

-0.6
[-2.8, 1.6]

0.584

Other 175 8 (4.6)
[1.2, 8.0]

181 14 (7.7)
[3.6, 11.9]

0.591
[0.254, 1.374]

0.571
[0.234, 1.398]

-3.2
[-8.7, 2.4]

0.216

D: Region 0.673
Asia 690 27 (3.9)

[2.4, 5.4]
654 26 (4.0)

[2.4, 5.5]
0.984

[0.581, 1.669]
0.984

[0.568, 1.704]
-0.1

[-2.3, 2.2]
0.953

Europe 609 35 (5.7)
[3.8, 7.7]

620 43 (6.9)
[4.9, 9.0]

0.829
[0.538, 1.276]

0.818
[0.516, 1.297]

-1.2
[-4.1, 1.7]

0.393

North America 401 50 (12.5)
[9.1, 15.8]

412 53 (12.9)
[9.5, 16.2]

0.969
[0.675, 1.391]

0.965
[0.638, 1.459]

-0.4
[-5.2, 4.4]

0.866

Latin/South America 449 32 (7.1)
[4.6, 9.6]

463 47 (10.2)
[7.3, 13.0]

0.702
[0.457, 1.079]

0.679
[0.425, 1.086]

-3.0
[-6.9, 0.8]

0.105



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 3
Value Dossier Analysis: D169AC0001 Program Name: IS_saf2.sas
Data Cut Date: 17JUL2020 Run Date: 21APR2021:17:04:02

Table T1AR_SSIS: Proportion of subjects with AEOSI: Renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.870
Yes 1453 113 (7.8)

[6.4, 9.2]
1450 131 (9.0)

[7.5, 10.5]
0.861

[0.677, 1.095]
0.849

[0.653, 1.104]
-1.3

[-3.3, 0.8]
0.222

No 696 31 (4.5)
[2.8, 6.1]

699 38 (5.4)
[3.7, 7.2]

0.819
[0.516, 1.301]

0.811
[0.499, 1.319]

-1.0
[-3.4, 1.4]

0.398

F: Baseline UACR status 0.574
> 1000 mg/g 1047 83 (7.9)

[6.2, 9.6]
1030 101 (9.8)

[7.9, 11.7]
0.808

[0.613, 1.067]
0.792

[0.584, 1.073]
-1.9

[-4.4, 0.7]
0.132

<= 1000 mg/g 1102 61 (5.5)
[4.1, 6.9]

1119 68 (6.1)
[4.6, 7.5]

0.911
[0.651, 1.274]

0.906
[0.634, 1.293]

-0.5
[-2.6, 1.5]

0.586

G: Baseline eGFR (cut-off 1) 0.344
< 45 ml/min/1.73**2 1270 103 (8.1)

[6.6, 9.7]
1248 111 (8.9)

[7.3, 10.5]
0.912

[0.706, 1.178]
0.904

[0.683, 1.197]
-0.8

[-3.0, 1.5]
0.481

>= 45 ml/min/1.73**2 879 41 (4.7)
[3.2, 6.1]

901 58 (6.4)
[4.8, 8.1]

0.725
[0.491, 1.069]

0.711
[0.471, 1.073]

-1.8
[-4.0, 0.5]

0.103

H: Baseline eGFR (cut-off 2) 0.065
< 30 ml/min/1.73**2 293 42 (14.3)

[10.2, 18.5]
331 39 (11.8)

[8.2, 15.4]
1.217

[0.810, 1.827]
1.253

[0.785, 1.999]
2.6

[-3.1, 8.2]
0.344

>= 30 ml/min/1.73**2 1856 102 (5.5)
[4.4, 6.6]

1818 130 (7.2)
[5.9, 8.4]

0.769
[0.598, 0.988]

0.755
[0.578, 0.987]

-1.7
[-3.3, -0.0]

0.039

I: Baseline eGFR (cut-off 3) 0.944
< 60 ml/min/1.73**2 1915 131 (6.8)

[5.7, 8.0]
1929 155 (8.0)

[6.8, 9.3]
0.851

[0.681, 1.065]
0.840

[0.660, 1.070]
-1.2

[-2.9, 0.5]
0.158

>= 60 ml/min/1.73**2 234 13 (5.6)
[2.4, 8.7]

220 14 (6.4)
[2.9, 9.8]

0.873
[0.420, 1.815]

0.866
[0.397, 1.885]

-0.8
[-5.6, 4.0]

0.716



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AR_SSIS: Proportion of subjects with AEOSI: Renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.679
<= 130 mmHg 793 44 (5.5)

[3.9, 7.2]
748 52 (7.0)

[5.1, 8.8]
0.798

[0.541, 1.177]
0.786

[0.519, 1.190]
-1.4

[-4.0, 1.1]
0.255

> 130 mmHg 1356 100 (7.4)
[5.9, 8.8]

1401 117 (8.4)
[6.9, 9.8]

0.883
[0.683, 1.141]

0.874
[0.662, 1.154]

-1.0
[-3.1, 1.1]

0.341

K: Treatment at randomisation 0.753
ACE-I only 650 49 (7.5)

[5.4, 9.6]
651 58 (8.9)

[6.6, 11.2]
0.846

[0.588, 1.218]
0.834

[0.561, 1.240]
-1.4

[-4.5, 1.8]
0.368

ARB only 1418 85 (6.0)
[4.7, 7.3]

1399 107 (7.6)
[6.2, 9.1]

0.784
[0.595, 1.032]

0.770
[0.573, 1.034]

-1.7
[-3.6, 0.3]

0.082



T1AH_SSIS: Proportion of subjects with AEOSI: Major hypoglycemic events by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AH_SSIS: Proportion of subjects with AEOSI: Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Major hypoglycemic events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.023i
<= 65 years 1246 2 (0.2)

[0.0, 0.4]
1238 14 (1.1)

[0.5, 1.8]
0.142

[0.032, 0.623]
0.141

[0.032, 0.620]
-1.0

[-1.7, -0.3]
0.003

> 65 years 903 12 (1.3)
[0.5, 2.1]

911 14 (1.5)
[0.7, 2.4]

0.865
[0.402, 1.859]

0.863
[0.397, 1.876]

-0.2
[-1.4, 1.0]

0.710

B: Sex 0.657
Male 1440 10 (0.7)

[0.2, 1.2]
1433 18 (1.3)

[0.6, 1.9]
0.553

[0.256, 1.194]
0.550

[0.253, 1.195]
-0.6

[-1.3, 0.2]
0.126

Female 709 4 (0.6)
[0.0, 1.2]

716 10 (1.4)
[0.5, 2.3]

0.404
[0.127, 1.282]

0.401
[0.125, 1.283]

-0.8
[-2.0, 0.3]

0.111

C: Race 0.208
White 1123 6 (0.5)

[0.1, 1.0]
1163 16 (1.4)

[0.7, 2.1]
0.388

[0.153, 0.989]
0.385

[0.150, 0.988]
-0.8

[-1.7, 0.0]
0.039

Black or African American 104 4 (3.8)
[0.0, 8.0]

87 1 (1.1)
[0.0, 4.0]

3.346
[0.381, 29.387]

3.440
[0.377, 31.364]

2.7
[-2.7, 8.1]

0.378#

Asian 747 3 (0.4)
[0.0, 0.9]

718 8 (1.1)
[0.3, 2.0]

0.360
[0.096, 1.353]

0.358
[0.095, 1.354]

-0.7
[-1.7, 0.3]

0.114

Other 175 1 (0.6)
[0.0, 2.0]

181 3 (1.7)
[0.0, 3.8]

0.345
[0.036, 3.283]

0.341
[0.035, 3.310]

-1.1
[-3.8, 1.6]

0.623#

D: Region 0.658
Asia 690 3 (0.4)

[0.0, 1.0]
654 8 (1.2)

[0.3, 2.1]
0.355

[0.095, 1.334]
0.353

[0.093, 1.335]
-0.8

[-1.9, 0.3]
0.109

Europe 609 1 (0.2)
[0.0, 0.6]

620 5 (0.8)
[0.0, 1.6]

0.204
[0.024, 1.738]

0.202
[0.024, 1.737]

-0.6
[-1.6, 0.3]

0.218#

North America 401 3 (0.7)
[0.0, 1.7]

412 4 (1.0)
[0.0, 2.0]

0.771
[0.174, 3.421]

0.769
[0.171, 3.457]

-0.2
[-1.7, 1.3]

1.000#

Latin/South America 449 7 (1.6)
[0.3, 2.8]

463 11 (2.4)
[0.9, 3.9]

0.656
[0.257, 1.678]

0.651
[0.250, 1.694]

-0.8
[-2.8, 1.2]

0.376



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AH_SSIS: Proportion of subjects with AEOSI: Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Major hypoglycemic events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline NE
Yes 1453 14 (1.0)

[0.4, 1.5]
1450 28 (1.9)

[1.2, 2.7]
0.499

[0.264, 0.944]
0.494

[0.259, 0.942]
-1.0

[-1.9, -0.0]
0.029

No 696 0 (0.0) 699 0 (0.0)

F: Baseline UACR status 0.480
> 1000 mg/g 1047 6 (0.6)

[0.1, 1.1]
1030 15 (1.5)

[0.7, 2.2]
0.394

[0.153, 1.010]
0.390

[0.151, 1.009]
-0.9

[-1.8, 0.1]
0.044

<= 1000 mg/g 1102 8 (0.7)
[0.2, 1.3]

1119 13 (1.2)
[0.5, 1.8]

0.625
[0.260, 1.502]

0.622
[0.257, 1.507]

-0.4
[-1.3, 0.5]

0.289

G: Baseline eGFR (cut-off 1) 0.533
< 45 ml/min/1.73**2 1270 10 (0.8)

[0.3, 1.3]
1248 17 (1.4)

[0.7, 2.0]
0.578

[0.266, 1.257]
0.575

[0.262, 1.260]
-0.6

[-1.5, 0.3]
0.162

>= 45 ml/min/1.73**2 879 4 (0.5)
[0.0, 1.0]

901 11 (1.2)
[0.4, 2.0]

0.373
[0.119, 1.166]

0.370
[0.117, 1.166]

-0.8
[-1.7, 0.2]

0.077

H: Baseline eGFR (cut-off 2) 0.387
< 30 ml/min/1.73**2 293 2 (0.7)

[0.0, 1.8]
331 8 (2.4)

[0.6, 4.2]
0.282

[0.060, 1.319]
0.277

[0.058, 1.317]
-1.7

[-4.0, 0.5]
0.113#

>= 30 ml/min/1.73**2 1856 12 (0.6)
[0.3, 1.0]

1818 20 (1.1)
[0.6, 1.6]

0.588
[0.288, 1.199]

0.585
[0.285, 1.200]

-0.5
[-1.1, 0.2]

0.139

I: Baseline eGFR (cut-off 3) 0.289
< 60 ml/min/1.73**2 1915 14 (0.7)

[0.3, 1.1]
1929 26 (1.3)

[0.8, 1.9]
0.542

[0.284, 1.035]
0.539

[0.281, 1.035]
-0.6

[-1.3, 0.1]
0.060

>= 60 ml/min/1.73**2 234 0 (0.0)
[0.0, 0.2]

220 2 (0.9)
[0.0, 2.4]

0.188 +
[0.009, 3.896]

0.186 +
[0.009, 3.903]

-0.9
[-2.6, 0.8]

0.234#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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ASTRA ZENECA Page 3 of 3
Value Dossier Analysis: D169AC0001 Program Name: IS_saf4.sas
Data Cut Date: 17JUL2020 Run Date: 21APR2021:17:29:29

Table T1AH_SSIS: Proportion of subjects with AEOSI: Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Major hypoglycemic events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.397
<= 130 mmHg 793 3 (0.4)

[0.0, 0.9]
748 9 (1.2)

[0.4, 2.1]
0.314

[0.085, 1.157]
0.312

[0.084, 1.156]
-0.8

[-1.8, 0.2]
0.066

> 130 mmHg 1356 11 (0.8)
[0.3, 1.3]

1401 19 (1.4)
[0.7, 2.0]

0.598
[0.286, 1.252]

0.595
[0.282, 1.255]

-0.5
[-1.4, 0.3]

0.168

K: Treatment at randomisation 0.015i
ACE-I only 650 9 (1.4)

[0.4, 2.4]
651 6 (0.9)

[0.1, 1.7]
1.502

[0.538, 4.197]
1.509

[0.534, 4.265]
0.5

[-0.9, 1.8]
0.434

ARB only 1418 5 (0.4)
[0.0, 0.7]

1399 18 (1.3)
[0.7, 1.9]

0.274
[0.102, 0.736]

0.271
[0.101, 0.733]

-0.9
[-1.7, -0.2]

0.006



T1AFR_SSIS: Proportion of subjects with AEOSI: Fractures by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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ASTRA ZENECA Page 1 of 3
Value Dossier Analysis: D169AC0001 Program Name: IS_saf2.sas
Data Cut Date: 17JUL2020 Run Date: 21APR2021:17:04:02

Table T1AFR_SSIS: Proportion of subjects with AEOSI: Fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.100
<= 65 years 1246 43 (3.5)

[2.4, 4.5]
1238 23 (1.9)

[1.1, 2.7]
1.858

[1.126, 3.063]
1.888

[1.131, 3.152]
1.6

[0.3, 2.9]
0.014

> 65 years 903 40 (4.4)
[3.0, 5.8]

911 38 (4.2)
[2.8, 5.5]

1.062
[0.688, 1.640]

1.065
[0.676, 1.676]

0.3
[-1.7, 2.2]

0.786

B: Sex 0.402
Male 1440 47 (3.3)

[2.3, 4.2]
1433 30 (2.1)

[1.3, 2.9]
1.559

[0.992, 2.450]
1.578

[0.992, 2.509]
1.2

[-0.1, 2.4]
0.052

Female 709 36 (5.1)
[3.4, 6.8]

716 31 (4.3)
[2.8, 5.9]

1.173
[0.734, 1.874]

1.182
[0.723, 1.933]

0.7
[-1.6, 3.1]

0.505

C: Race 0.358
White 1123 53 (4.7)

[3.4, 6.0]
1163 33 (2.8)

[1.8, 3.8]
1.663

[1.085, 2.549]
1.696

[1.090, 2.640]
1.9

[0.2, 3.5]
0.018

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000#

Asian 747 23 (3.1)
[1.8, 4.4]

718 24 (3.3)
[2.0, 4.7]

0.921
[0.525, 1.617]

0.919
[0.514, 1.643]

-0.3
[-2.2, 1.7]

0.775

Other 175 6 (3.4)
[0.4, 6.4]

181 3 (1.7)
[0.0, 3.8]

2.069
[0.526, 8.142]

2.107
[0.519, 8.558]

1.8
[-2.1, 5.6]

0.330#

D: Region 0.232
Asia 690 21 (3.0)

[1.7, 4.4]
654 21 (3.2)

[1.8, 4.6]
0.948

[0.523, 1.719]
0.946

[0.512, 1.749]
-0.2

[-2.2, 1.8]
0.860

Europe 609 21 (3.4)
[1.9, 5.0]

620 18 (2.9)
[1.5, 4.3]

1.188
[0.639, 2.207]

1.194
[0.630, 2.265]

0.5
[-1.6, 2.7]

0.586

North America 401 22 (5.5)
[3.1, 7.8]

412 9 (2.2)
[0.7, 3.7]

2.511
[1.171, 5.388]

2.599
[1.182, 5.716]

3.3
[0.4, 6.2]

0.014

Latin/South America 449 19 (4.2)
[2.3, 6.2]

463 13 (2.8)
[1.2, 4.4]

1.507
[0.753, 3.015]

1.530
[0.746, 3.135]

1.4
[-1.2, 4.0]

0.243



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AFR_SSIS: Proportion of subjects with AEOSI: Fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.494
Yes 1453 64 (4.4)

[3.3, 5.5]
1450 44 (3.0)

[2.1, 4.0]
1.452

[0.996, 2.116]
1.472

[0.996, 2.177]
1.4

[-0.1, 2.8]
0.051

No 696 19 (2.7)
[1.4, 4.0]

699 17 (2.4)
[1.2, 3.6]

1.122
[0.588, 2.141]

1.126
[0.580, 2.185]

0.3
[-1.5, 2.1]

0.726

F: Baseline UACR status 0.957
> 1000 mg/g 1047 33 (3.2)

[2.0, 4.3]
1030 24 (2.3)

[1.4, 3.3]
1.353

[0.805, 2.272]
1.364

[0.801, 2.325]
0.8

[-0.7, 2.3]
0.252

<= 1000 mg/g 1102 50 (4.5)
[3.3, 5.8]

1119 37 (3.3)
[2.2, 4.4]

1.372
[0.904, 2.082]

1.390
[0.901, 2.144]

1.2
[-0.5, 2.9]

0.135

G: Baseline eGFR (cut-off 1) 0.391
< 45 ml/min/1.73**2 1270 58 (4.6)

[3.4, 5.8]
1248 38 (3.0)

[2.1, 4.0]
1.500

[1.004, 2.241]
1.524

[1.004, 2.312]
1.5

[-0.0, 3.1]
0.046

>= 45 ml/min/1.73**2 879 25 (2.8)
[1.7, 4.0]

901 23 (2.6)
[1.5, 3.6]

1.114
[0.637, 1.948]

1.118
[0.629, 1.984]

0.3
[-1.3, 1.9]

0.704

H: Baseline eGFR (cut-off 2) 0.096
< 30 ml/min/1.73**2 293 9 (3.1)

[0.9, 5.2]
331 14 (4.2)

[1.9, 6.5]
0.726

[0.319, 1.653]
0.718

[0.306, 1.683]
-1.2

[-4.4, 2.1]
0.444

>= 30 ml/min/1.73**2 1856 74 (4.0)
[3.1, 4.9]

1818 47 (2.6)
[1.8, 3.3]

1.542
[1.076, 2.210]

1.565
[1.079, 2.269]

1.4
[0.2, 2.6]

0.017

I: Baseline eGFR (cut-off 3) 0.339
< 60 ml/min/1.73**2 1915 75 (3.9)

[3.0, 4.8]
1929 58 (3.0)

[2.2, 3.8]
1.303

[0.930, 1.824]
1.315

[0.928, 1.863]
0.9

[-0.3, 2.1]
0.123

>= 60 ml/min/1.73**2 234 8 (3.4)
[0.9, 6.0]

220 3 (1.4)
[0.0, 3.1]

2.507
[0.674, 9.330]

2.560
[0.671, 9.778]

2.1
[-1.2, 5.3]

0.155



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AFR_SSIS: Proportion of subjects with AEOSI: Fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.159
<= 130 mmHg 793 33 (4.2)

[2.7, 5.6]
748 30 (4.0)

[2.5, 5.5]
1.038

[0.639, 1.684]
1.039

[0.627, 1.722]
0.2

[-2.0, 2.3]
0.881

> 130 mmHg 1356 50 (3.7)
[2.6, 4.7]

1401 31 (2.2)
[1.4, 3.0]

1.666
[1.071, 2.592]

1.692
[1.074, 2.665]

1.5
[0.1, 2.8]

0.022

K: Treatment at randomisation 0.319
ACE-I only 650 24 (3.7)

[2.2, 5.2]
651 13 (2.0)

[0.8, 3.1]
1.849

[0.950, 3.599]
1.882

[0.950, 3.728]
1.7

[-0.3, 3.7]
0.066

ARB only 1418 57 (4.0)
[3.0, 5.1]

1399 45 (3.2)
[2.3, 4.2]

1.250
[0.851, 1.834]

1.260
[0.846, 1.876]

0.8
[-0.6, 2.3]

0.254



T1AK_SSIS: Proportion of subjects with AEOSI: Diabetic ketoacidosis by subgroup 



T1AGF_SSIS: Proportion of subjects with AEOSI: AEs indicating genital area infections or necrotizing fascitis by subgroup 



T1AM_SSIS: Proportion of subjects with AEOSI: AEs leading to amputation by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AM_SSIS: Proportion of subjects with AEOSI: AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
AEs leading to amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.192
<= 65 years 1246 20 (1.6)

[0.9, 2.3]
1238 26 (2.1)

[1.3, 2.9]
0.764

[0.429, 1.362]
0.760

[0.422, 1.370]
-0.5

[-1.6, 0.6]
0.360

> 65 years 903 11 (1.2)
[0.4, 2.0]

911 7 (0.8)
[0.1, 1.4]

1.585
[0.617, 4.071]

1.593
[0.615, 4.127]

0.4
[-0.6, 1.5]

0.334

B: Sex 0.182
Male 1440 21 (1.5)

[0.8, 2.1]
1433 27 (1.9)

[1.1, 2.6]
0.774

[0.440, 1.363]
0.771

[0.434, 1.370]
-0.4

[-1.4, 0.6]
0.373

Female 709 10 (1.4)
[0.5, 2.3]

716 6 (0.8)
[0.1, 1.6]

1.683
[0.615, 4.606]

1.693
[0.612, 4.683]

0.6
[-0.7, 1.8]

0.305

C: Race 0.881
White 1123 19 (1.7)

[0.9, 2.5]
1163 23 (2.0)

[1.1, 2.8]
0.856

[0.469, 1.562]
0.853

[0.462, 1.575]
-0.3

[-1.5, 0.9]
0.611

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000#

Asian 747 4 (0.5)
[0.0, 1.1]

718 4 (0.6)
[0.0, 1.2]

0.961
[0.241, 3.829]

0.961
[0.239, 3.857]

-0.0
[-0.9, 0.9]

1.000#

Other 175 7 (4.0)
[0.8, 7.2]

181 5 (2.8)
[0.1, 5.4]

1.448
[0.468, 4.477]

1.467
[0.457, 4.711]

1.2
[-3.1, 5.6]

0.518

D: Region 0.887
Asia 690 3 (0.4)

[0.0, 1.0]
654 4 (0.6)

[0.0, 1.3]
0.711

[0.160, 3.164]
0.710

[0.158, 3.183]
-0.2

[-1.1, 0.7]
0.719#

Europe 609 8 (1.3)
[0.3, 2.3]

620 9 (1.5)
[0.4, 2.5]

0.905
[0.351, 2.330]

0.904
[0.346, 2.358]

-0.1
[-1.6, 1.3]

0.836

North America 401 9 (2.2)
[0.7, 3.8]

412 7 (1.7)
[0.3, 3.1]

1.321
[0.497, 3.513]

1.328
[0.490, 3.602]

0.5
[-1.6, 2.7]

0.576

Latin/South America 449 11 (2.4)
[0.9, 4.0]

463 13 (2.8)
[1.2, 4.4]

0.873
[0.395, 1.927]

0.869
[0.385, 1.961]

-0.4
[-2.7, 1.9]

0.736



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AM_SSIS: Proportion of subjects with AEOSI: AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
AEs leading to amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.330
Yes 1453 31 (2.1)

[1.4, 2.9]
1450 32 (2.2)

[1.4, 3.0]
0.967

[0.593, 1.576]
0.966

[0.586, 1.592]
-0.1

[-1.2, 1.1]
0.892

No 696 0 (0.0)
[0.0, 0.1]

699 1 (0.1)
[0.0, 0.5]

0.335 +
[0.014, 8.204]

0.334 +
[0.014, 8.220]

-0.1
[-0.6, 0.3]

1.000#

F: Baseline UACR status 0.838
> 1000 mg/g 1047 17 (1.6)

[0.8, 2.4]
1030 17 (1.7)

[0.8, 2.5]
0.984

[0.505, 1.916]
0.983

[0.499, 1.937]
-0.0

[-1.2, 1.2]
0.962

<= 1000 mg/g 1102 14 (1.3)
[0.6, 2.0]

1119 16 (1.4)
[0.7, 2.2]

0.888
[0.436, 1.812]

0.887
[0.431, 1.826]

-0.2
[-1.2, 0.9]

0.745

G: Baseline eGFR (cut-off 1) 0.365
< 45 ml/min/1.73**2 1270 16 (1.3)

[0.6, 1.9]
1248 13 (1.0)

[0.4, 1.6]
1.209

[0.584, 2.504]
1.212

[0.581, 2.530]
0.2

[-0.7, 1.1]
0.608

>= 45 ml/min/1.73**2 879 15 (1.7)
[0.8, 2.6]

901 20 (2.2)
[1.2, 3.2]

0.769
[0.396, 1.492]

0.765
[0.389, 1.504]

-0.5
[-1.9, 0.9]

0.436

H: Baseline eGFR (cut-off 2) 0.838
< 30 ml/min/1.73**2 293 2 (0.7)

[0.0, 1.8]
331 2 (0.6)

[0.0, 1.6]
1.130

[0.160, 7.969]
1.131

[0.158, 8.077]
0.1

[-1.5, 1.7]
1.000#

>= 30 ml/min/1.73**2 1856 29 (1.6)
[1.0, 2.2]

1818 31 (1.7)
[1.1, 2.3]

0.916
[0.555, 1.514]

0.915
[0.549, 1.525]

-0.1
[-1.0, 0.7]

0.733

I: Baseline eGFR (cut-off 3) 0.524
< 60 ml/min/1.73**2 1915 26 (1.4)

[0.8, 1.9]
1929 26 (1.3)

[0.8, 1.9]
1.007

[0.587, 1.728]
1.007

[0.583, 1.741]
0.0

[-0.8, 0.8]
0.979

>= 60 ml/min/1.73**2 234 5 (2.1)
[0.1, 4.2]

220 7 (3.2)
[0.6, 5.7]

0.672
[0.216, 2.085]

0.664
[0.208, 2.125]

-1.0
[-4.5, 2.4]

0.488



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AM_SSIS: Proportion of subjects with AEOSI: AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
AEs leading to amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.792
<= 130 mmHg 793 10 (1.3)

[0.4, 2.1]
748 11 (1.5)

[0.5, 2.4]
0.858

[0.366, 2.007]
0.856

[0.361, 2.027]
-0.2

[-1.5, 1.1]
0.723

> 130 mmHg 1356 21 (1.5)
[0.9, 2.2]

1401 22 (1.6)
[0.9, 2.3]

0.986
[0.545, 1.785]

0.986
[0.540, 1.801]

-0.0
[-1.0, 1.0]

0.963

K: Treatment at randomisation 0.745
ACE-I only 650 11 (1.7)

[0.6, 2.8]
651 14 (2.2)

[1.0, 3.3]
0.787

[0.360, 1.720]
0.783

[0.353, 1.738]
-0.5

[-2.1, 1.2]
0.547

ARB only 1418 17 (1.2)
[0.6, 1.8]

1399 18 (1.3)
[0.7, 1.9]

0.932
[0.482, 1.801]

0.931
[0.478, 1.814]

-0.1
[-1.0, 0.8]

0.834



T1AL_SSIS: Proportion of subjects with AEOSI: AEs leading to a risk for lower limb amputation by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AL_SSIS: Proportion of subjects with AEOSI: AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
AEs leading to a risk for lower
limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.852
<= 65 years 1246 119 (9.6)

[7.9, 11.2]
1238 102 (8.2)

[6.7, 9.8]
1.159

[0.901, 1.492]
1.176

[0.891, 1.551]
1.3

[-1.0, 3.6]
0.251

> 65 years 903 93 (10.3)
[8.3, 12.3]

911 84 (9.2)
[7.3, 11.2]

1.117
[0.844, 1.478]

1.130
[0.829, 1.542]

1.1
[-1.8, 3.9]

0.439

B: Sex 0.519
Male 1440 145 (10.1)

[8.5, 11.7]
1433 132 (9.2)

[7.7, 10.7]
1.093

[0.874, 1.368]
1.104

[0.861, 1.414]
0.9

[-1.4, 3.1]
0.436

Female 709 67 (9.4)
[7.2, 11.7]

716 54 (7.5)
[5.5, 9.5]

1.253
[0.889, 1.766]

1.279
[0.880, 1.861]

1.9
[-1.1, 4.9]

0.197

C: Race 0.490
White 1123 116 (10.3)

[8.5, 12.2]
1163 118 (10.1)

[8.4, 11.9]
1.018

[0.799, 1.298]
1.020

[0.778, 1.337]
0.2

[-2.4, 2.8]
0.885

Black or African American 104 13 (12.5)
[5.7, 19.3]

87 8 (9.2)
[2.5, 15.8]

1.359
[0.591, 3.128]

1.411
[0.556, 3.579]

3.3
[-6.5, 13.2]

0.468

Asian 747 53 (7.1)
[5.2, 9.0]

718 35 (4.9)
[3.2, 6.5]

1.455
[0.962, 2.203]

1.490
[0.960, 2.313]

2.2
[-0.3, 4.8]

0.074

Other 175 30 (17.1)
[11.3, 23.0]

181 25 (13.8)
[8.5, 19.1]

1.241
[0.762, 2.023]

1.291
[0.725, 2.299]

3.3
[-4.7, 11.4]

0.385

D: Region 0.435
Asia 690 51 (7.4)

[5.4, 9.4]
654 32 (4.9)

[3.2, 6.6]
1.511

[0.984, 2.320]
1.551

[0.984, 2.447]
2.5

[-0.2, 5.2]
0.057

Europe 609 43 (7.1)
[4.9, 9.2]

620 47 (7.6)
[5.4, 9.7]

0.931
[0.625, 1.387]

0.926
[0.603, 1.423]

-0.5
[-3.6, 2.6]

0.727

North America 401 54 (13.5)
[10.0, 16.9]

412 51 (12.4)
[9.1, 15.7]

1.088
[0.761, 1.555]

1.102
[0.731, 1.660]

1.1
[-3.8, 5.9]

0.644

Latin/South America 449 64 (14.3)
[10.9, 17.6]

463 56 (12.1)
[9.0, 15.2]

1.178
[0.844, 1.646]

1.208
[0.822, 1.775]

2.2
[-2.5, 6.8]

0.335



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AL_SSIS: Proportion of subjects with AEOSI: AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
AEs leading to a risk for lower
limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.048i
Yes 1453 172 (11.8)

[10.1, 13.5]
1450 164 (11.3)

[9.6, 13.0]
1.047

[0.856, 1.280]
1.053

[0.839, 1.322]
0.5

[-1.9, 2.9]
0.657

No 696 40 (5.7)
[3.9, 7.5]

699 22 (3.1)
[1.8, 4.5]

1.826
[1.097, 3.039]

1.876
[1.103, 3.192]

2.6
[0.3, 4.9]

0.019

F: Baseline UACR status 0.495
> 1000 mg/g 1047 110 (10.5)

[8.6, 12.4]
1030 89 (8.6)

[6.9, 10.4]
1.216

[0.932, 1.586]
1.241

[0.925, 1.665]
1.9

[-0.8, 4.5]
0.149

<= 1000 mg/g 1102 102 (9.3)
[7.5, 11.0]

1119 97 (8.7)
[7.0, 10.4]

1.068
[0.819, 1.392]

1.075
[0.803, 1.438]

0.6
[-1.9, 3.1]

0.628

G: Baseline eGFR (cut-off 1) 0.441
< 45 ml/min/1.73**2 1270 124 (9.8)

[8.1, 11.4]
1248 100 (8.0)

[6.5, 9.6]
1.219

[0.947, 1.567]
1.242

[0.943, 1.637]
1.8

[-0.5, 4.1]
0.123

>= 45 ml/min/1.73**2 879 88 (10.0)
[8.0, 12.1]

901 86 (9.5)
[7.6, 11.5]

1.049
[0.791, 1.391]

1.054
[0.771, 1.442]

0.5
[-2.4, 3.3]

0.740

H: Baseline eGFR (cut-off 2) 0.851
< 30 ml/min/1.73**2 293 26 (8.9)

[5.4, 12.3]
331 27 (8.2)

[5.1, 11.3]
1.088

[0.650, 1.821]
1.096

[0.624, 1.925]
0.7

[-4.0, 5.4]
0.749

>= 30 ml/min/1.73**2 1856 186 (10.0)
[8.6, 11.4]

1818 159 (8.7)
[7.4, 10.1]

1.146
[0.937, 1.402]

1.162
[0.930, 1.451]

1.3
[-0.7, 3.2]

0.185

I: Baseline eGFR (cut-off 3) 0.787
< 60 ml/min/1.73**2 1915 186 (9.7)

[8.4, 11.1]
1929 166 (8.6)

[7.3, 9.9]
1.129

[0.925, 1.378]
1.143

[0.917, 1.423]
1.1

[-0.8, 3.0]
0.234

>= 60 ml/min/1.73**2 234 26 (11.1)
[6.9, 15.4]

220 20 (9.1)
[5.1, 13.1]

1.222
[0.703, 2.125]

1.250
[0.676, 2.311]

2.0
[-4.0, 8.0]

0.476



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AL_SSIS: Proportion of subjects with AEOSI: AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
AEs leading to a risk for lower
limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.307
<= 130 mmHg 793 78 (9.8)

[7.7, 12.0]
748 56 (7.5)

[5.5, 9.4]
1.314

[0.946, 1.825]
1.348

[0.942, 1.930]
2.3

[-0.6, 5.3]
0.102

> 130 mmHg 1356 134 (9.9)
[8.3, 11.5]

1401 130 (9.3)
[7.7, 10.8]

1.065
[0.847, 1.340]

1.072
[0.832, 1.382]

0.6
[-1.7, 2.9]

0.591

K: Treatment at randomisation 0.269
ACE-I only 650 62 (9.5)

[7.2, 11.9]
651 63 (9.7)

[7.3, 12.0]
0.986

[0.706, 1.376]
0.984

[0.681, 1.423]
-0.1

[-3.5, 3.2]
0.932

ARB only 1418 141 (9.9)
[8.4, 11.5]

1399 112 (8.0)
[6.5, 9.5]

1.242
[0.980, 1.574]

1.269
[0.978, 1.645]

1.9
[-0.2, 4.1]

0.072



T1ALF_SSIS: Proportion of subjects with AEOSI: Diabetic foot related AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALF_SSIS: Proportion of subjects with AEOSI: Diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Diabetic foot related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.216
<= 65 years 1246 53 (4.3)

[3.1, 5.4]
1238 67 (5.4)

[4.1, 6.7]
0.786

[0.553, 1.117]
0.776

[0.537, 1.123]
-1.2

[-2.9, 0.6]
0.178

> 65 years 903 40 (4.4)
[3.0, 5.8]

911 36 (4.0)
[2.6, 5.3]

1.121
[0.721, 1.742]

1.127
[0.711, 1.785]

0.5
[-1.5, 2.4]

0.612

B: Sex 0.049i
Male 1440 61 (4.2)

[3.2, 5.3]
1433 80 (5.6)

[4.4, 6.8]
0.759

[0.548, 1.050]
0.748

[0.532, 1.053]
-1.3

[-3.0, 0.3]
0.095

Female 709 32 (4.5)
[2.9, 6.1]

716 23 (3.2)
[1.9, 4.6]

1.405
[0.831, 2.377]

1.424
[0.825, 2.459]

1.3
[-0.8, 3.4]

0.203

C: Race 0.394
White 1123 54 (4.8)

[3.5, 6.1]
1163 65 (5.6)

[4.2, 7.0]
0.860

[0.605, 1.223]
0.853

[0.589, 1.236]
-0.8

[-2.7, 1.1]
0.401

Black or African American 104 7 (6.7)
[1.4, 12.0]

87 2 (2.3)
[0.0, 6.0]

2.928
[0.624, 13.732]

3.067
[0.620, 15.164]

4.4
[-2.4, 11.2]

0.185#

Asian 747 16 (2.1)
[1.0, 3.2]

718 20 (2.8)
[1.5, 4.1]

0.769
[0.402, 1.472]

0.764
[0.393, 1.486]

-0.6
[-2.4, 1.1]

0.427

Other 175 16 (9.1)
[4.6, 13.7]

181 16 (8.8)
[4.4, 13.3]

1.034
[0.534, 2.003]

1.038
[0.502, 2.146]

0.3
[-6.2, 6.8]

0.920

D: Region 0.439
Asia 690 15 (2.2)

[1.0, 3.3]
654 20 (3.1)

[1.7, 4.5]
0.711

[0.367, 1.377]
0.704

[0.358, 1.388]
-0.9

[-2.7, 1.0]
0.309

Europe 609 13 (2.1)
[0.9, 3.4]

620 21 (3.4)
[1.9, 4.9]

0.630
[0.318, 1.247]

0.622
[0.309, 1.254]

-1.3
[-3.2, 0.7]

0.181

North America 401 29 (7.2)
[4.6, 9.9]

412 26 (6.3)
[3.8, 8.8]

1.146
[0.687, 1.911]

1.157
[0.669, 2.002]

0.9
[-2.8, 4.6]

0.601

Latin/South America 449 36 (8.0)
[5.4, 10.6]

463 36 (7.8)
[5.2, 10.3]

1.031
[0.662, 1.606]

1.034
[0.639, 1.673]

0.2
[-3.5, 4.0]

0.892



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALF_SSIS: Proportion of subjects with AEOSI: Diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Diabetic foot related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.852
Yes 1453 88 (6.1)

[4.8, 7.3]
1450 98 (6.8)

[5.4, 8.1]
0.896

[0.678, 1.184]
0.889

[0.661, 1.198]
-0.7

[-2.6, 1.1]
0.440

No 696 5 (0.7)
[0.0, 1.4]

699 5 (0.7)
[0.0, 1.4]

1.004
[0.292, 3.454]

1.004
[0.289, 3.485]

0.0
[-1.0, 1.0]

1.000#

F: Baseline UACR status 0.441
> 1000 mg/g 1047 50 (4.8)

[3.4, 6.1]
1030 49 (4.8)

[3.4, 6.1]
1.004

[0.683, 1.474]
1.004

[0.671, 1.503]
0.0

[-1.9, 1.9]
0.984

<= 1000 mg/g 1102 43 (3.9)
[2.7, 5.1]

1119 54 (4.8)
[3.5, 6.1]

0.809
[0.546, 1.196]

0.801
[0.532, 1.206]

-0.9
[-2.7, 0.9]

0.287

G: Baseline eGFR (cut-off 1) 0.338
< 45 ml/min/1.73**2 1270 55 (4.3)

[3.2, 5.5]
1248 53 (4.2)

[3.1, 5.4]
1.020

[0.705, 1.475]
1.021

[0.694, 1.501]
0.1

[-1.6, 1.7]
0.917

>= 45 ml/min/1.73**2 879 38 (4.3)
[2.9, 5.7]

901 50 (5.5)
[4.0, 7.1]

0.779
[0.516, 1.176]

0.769
[0.499, 1.185]

-1.2
[-3.3, 0.9]

0.233

H: Baseline eGFR (cut-off 2) 0.904
< 30 ml/min/1.73**2 293 10 (3.4)

[1.2, 5.7]
331 12 (3.6)

[1.5, 5.8]
0.941

[0.413, 2.147]
0.939

[0.400, 2.207]
-0.2

[-3.4, 3.0]
0.886

>= 30 ml/min/1.73**2 1856 83 (4.5)
[3.5, 5.4]

1818 91 (5.0)
[4.0, 6.0]

0.893
[0.668, 1.194]

0.888
[0.655, 1.205]

-0.5
[-2.0, 0.9]

0.447

I: Baseline eGFR (cut-off 3) 0.914
< 60 ml/min/1.73**2 1915 81 (4.2)

[3.3, 5.2]
1929 90 (4.7)

[3.7, 5.6]
0.907

[0.676, 1.216]
0.902

[0.664, 1.227]
-0.4

[-1.8, 0.9]
0.512

>= 60 ml/min/1.73**2 234 12 (5.1)
[2.1, 8.2]

220 13 (5.9)
[2.6, 9.3]

0.868
[0.405, 1.861]

0.861
[0.384, 1.929]

-0.8
[-5.4, 3.9]

0.716



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALF_SSIS: Proportion of subjects with AEOSI: Diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Diabetic foot related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.362
<= 130 mmHg 793 27 (3.4)

[2.1, 4.7]
748 34 (4.5)

[3.0, 6.1]
0.749

[0.456, 1.229]
0.740

[0.442, 1.239]
-1.1

[-3.2, 0.9]
0.251

> 130 mmHg 1356 66 (4.9)
[3.7, 6.0]

1401 69 (4.9)
[3.8, 6.1]

0.988
[0.711, 1.373]

0.988
[0.699, 1.396]

-0.1
[-1.7, 1.6]

0.944

K: Treatment at randomisation 0.289
ACE-I only 650 31 (4.8)

[3.1, 6.5]
651 27 (4.1)

[2.5, 5.8]
1.150

[0.694, 1.904]
1.157

[0.683, 1.962]
0.6

[-1.8, 3.0]
0.587

ARB only 1418 57 (4.0)
[3.0, 5.1]

1399 68 (4.9)
[3.7, 6.0]

0.827
[0.586, 1.167]

0.820
[0.572, 1.175]

-0.8
[-2.4, 0.8]

0.279



T1ALT_SSIS: Proportion of subjects with AEOSI: Nervous system disorders by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALT_SSIS: Proportion of subjects with AEOSI: Nervous system disorders by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Nervous system disorders N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.078
<= 65 years 1246 20 (1.6)

[0.9, 2.3]
1238 14 (1.1)

[0.5, 1.8]
1.419

[0.720, 2.797]
1.426

[0.717, 2.837]
0.5

[-0.5, 1.5]
0.309

> 65 years 903 8 (0.9)
[0.2, 1.6]

911 15 (1.6)
[0.8, 2.5]

0.538
[0.229, 1.263]

0.534
[0.225, 1.266]

-0.8
[-1.9, 0.4]

0.148

B: Sex 0.497
Male 1440 18 (1.3)

[0.6, 1.9]
1433 16 (1.1)

[0.5, 1.7]
1.120

[0.573, 2.187]
1.121

[0.569, 2.207]
0.1

[-0.7, 1.0]
0.741

Female 709 10 (1.4)
[0.5, 2.3]

716 13 (1.8)
[0.8, 2.9]

0.777
[0.343, 1.760]

0.774
[0.337, 1.776]

-0.4
[-1.9, 1.0]

0.544

C: Race 0.463
White 1123 10 (0.9)

[0.3, 1.5]
1163 16 (1.4)

[0.7, 2.1]
0.647

[0.295, 1.420]
0.644

[0.291, 1.425]
-0.5

[-1.4, 0.5]
0.274

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000#

Asian 747 8 (1.1)
[0.3, 1.9]

718 7 (1.0)
[0.2, 1.8]

1.098
[0.400, 3.014]

1.100
[0.397, 3.048]

0.1
[-1.1, 1.3]

0.855

Other 175 9 (5.1)
[1.6, 8.7]

181 5 (2.8)
[0.1, 5.4]

1.862
[0.636, 5.445]

1.908
[0.627, 5.812]

2.4
[-2.2, 7.0]

0.249

D: Region 0.608
Asia 690 8 (1.2)

[0.3, 2.0]
654 5 (0.8)

[0.0, 1.5]
1.517

[0.499, 4.612]
1.523

[0.496, 4.678]
0.4

[-0.8, 1.6]
0.460

Europe 609 5 (0.8)
[0.0, 1.6]

620 6 (1.0)
[0.1, 1.8]

0.848
[0.260, 2.765]

0.847
[0.257, 2.790]

-0.1
[-1.4, 1.1]

0.785

North America 401 2 (0.5)
[0.0, 1.3]

412 5 (1.2)
[0.0, 2.4]

0.411
[0.080, 2.106]

0.408
[0.079, 2.115]

-0.7
[-2.2, 0.8]

0.451#

Latin/South America 449 13 (2.9)
[1.2, 4.6]

463 13 (2.8)
[1.2, 4.4]

1.031
[0.483, 2.200]

1.032
[0.473, 2.251]

0.1
[-2.3, 2.5]

0.937



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALT_SSIS: Proportion of subjects with AEOSI: Nervous system disorders by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Nervous system disorders N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.349
Yes 1453 24 (1.7)

[1.0, 2.3]
1450 22 (1.5)

[0.9, 2.2]
1.089

[0.613, 1.933]
1.090

[0.608, 1.953]
0.1

[-0.8, 1.1]
0.772

No 696 4 (0.6)
[0.0, 1.2]

699 7 (1.0)
[0.2, 1.8]

0.574
[0.169, 1.952]

0.571
[0.167, 1.961]

-0.4
[-1.5, 0.6]

0.368

F: Baseline UACR status 0.650
> 1000 mg/g 1047 14 (1.3)

[0.6, 2.1]
1030 16 (1.6)

[0.7, 2.4]
0.861

[0.422, 1.755]
0.859

[0.417, 1.769]
-0.2

[-1.3, 0.9]
0.680

<= 1000 mg/g 1102 14 (1.3)
[0.6, 2.0]

1119 13 (1.2)
[0.5, 1.8]

1.094
[0.516, 2.316]

1.095
[0.512, 2.340]

0.1
[-0.9, 1.1]

0.815

G: Baseline eGFR (cut-off 1) 0.450
< 45 ml/min/1.73**2 1270 12 (0.9)

[0.4, 1.5]
1248 15 (1.2)

[0.6, 1.8]
0.786

[0.369, 1.673]
0.784

[0.366, 1.682]
-0.3

[-1.1, 0.6]
0.531

>= 45 ml/min/1.73**2 879 16 (1.8)
[0.9, 2.8]

901 14 (1.6)
[0.7, 2.4]

1.171
[0.575, 2.386]

1.175
[0.570, 2.421]

0.3
[-1.0, 1.6]

0.663

H: Baseline eGFR (cut-off 2) 0.789
< 30 ml/min/1.73**2 293 5 (1.7)

[0.1, 3.4]
331 5 (1.5)

[0.0, 3.0]
1.130

[0.330, 3.863]
1.132

[0.324, 3.950]
0.2

[-2.1, 2.5]
1.000#

>= 30 ml/min/1.73**2 1856 23 (1.2)
[0.7, 1.8]

1818 24 (1.3)
[0.8, 1.9]

0.939
[0.532, 1.657]

0.938
[0.527, 1.668]

-0.1
[-0.9, 0.7]

0.827

I: Baseline eGFR (cut-off 3) 0.711
< 60 ml/min/1.73**2 1915 24 (1.3)

[0.7, 1.8]
1929 26 (1.3)

[0.8, 1.9]
0.930

[0.536, 1.614]
0.929

[0.531, 1.624]
-0.1

[-0.9, 0.7]
0.796

>= 60 ml/min/1.73**2 234 4 (1.7)
[0.0, 3.6]

220 3 (1.4)
[0.0, 3.1]

1.254
[0.284, 5.538]

1.258
[0.278, 5.685]

0.3
[-2.4, 3.0]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALT_SSIS: Proportion of subjects with AEOSI: Nervous system disorders by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Nervous system disorders N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.725
<= 130 mmHg 793 9 (1.1)

[0.3, 1.9]
748 10 (1.3)

[0.4, 2.2]
0.849

[0.347, 2.078]
0.847

[0.342, 2.097]
-0.2

[-1.4, 1.0]
0.720

> 130 mmHg 1356 19 (1.4)
[0.7, 2.1]

1401 19 (1.4)
[0.7, 2.0]

1.033
[0.549, 1.943]

1.034
[0.545, 1.961]

0.0
[-0.9, 1.0]

0.919

K: Treatment at randomisation 0.956
ACE-I only 650 7 (1.1)

[0.2, 1.9]
651 7 (1.1)

[0.2, 1.9]
1.002

[0.353, 2.839]
1.002

[0.349, 2.872]
0.0

[-1.3, 1.3]
0.998

ARB only 1418 21 (1.5)
[0.8, 2.1]

1399 20 (1.4)
[0.8, 2.1]

1.036
[0.564, 1.903]

1.036
[0.559, 1.921]

0.1
[-0.9, 1.0]

0.909



T1ALW_SSIS: Proportion of subjects with AEOSI: Wound infection by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALW_SSIS: Proportion of subjects with AEOSI: Wound infection by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Wound infection N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.140
<= 65 years 1246 11 (0.9)

[0.3, 1.4]
1238 4 (0.3)

[0.0, 0.7]
2.732

[0.872, 8.558]
2.748

[0.873, 8.653]
0.6

[-0.1, 1.2]
0.072

> 65 years 903 7 (0.8)
[0.1, 1.4]

911 8 (0.9)
[0.2, 1.5]

0.883
[0.321, 2.424]

0.882
[0.318, 2.442]

-0.1
[-1.0, 0.8]

0.809

B: Sex 0.097
Male 1440 13 (0.9)

[0.4, 1.4]
1433 5 (0.3)

[0.0, 0.7]
2.587

[0.925, 7.239]
2.602

[0.925, 7.317]
0.6

[-0.1, 1.2]
0.060

Female 709 5 (0.7)
[0.0, 1.4]

716 7 (1.0)
[0.2, 1.8]

0.721
[0.230, 2.262]

0.719
[0.227, 2.277]

-0.3
[-1.4, 0.8]

0.574

C: Race 0.100
White 1123 6 (0.5)

[0.1, 1.0]
1163 8 (0.7)

[0.2, 1.2]
0.777

[0.270, 2.231]
0.776

[0.268, 2.242]
-0.2

[-0.9, 0.6]
0.638

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000#

Asian 747 11 (1.5)
[0.5, 2.4]

718 2 (0.3)
[0.0, 0.7]

5.286
[1.176, 23.767]

5.351
[1.182, 24.224]

1.2
[0.1, 2.3]

0.015

Other 175 0 (0.0)
[0.0, 0.3]

181 1 (0.6)
[0.0, 1.9]

0.345 +
[0.014, 8.405]

0.343 +
[0.014, 8.472]

-0.6
[-2.2, 1.1]

1.000#

D: Region 0.129
Asia 690 11 (1.6)

[0.6, 2.6]
654 2 (0.3)

[0.0, 0.8]
5.213

[1.160, 23.430]
5.281

[1.166, 23.918]
1.3

[0.1, 2.5]
0.016

Europe 609 3 (0.5)
[0.0, 1.1]

620 4 (0.6)
[0.0, 1.4]

0.764
[0.172, 3.397]

0.762
[0.170, 3.421]

-0.2
[-1.2, 0.9]

1.000#

North America 401 2 (0.5)
[0.0, 1.3]

412 4 (1.0)
[0.0, 2.0]

0.514
[0.095, 2.789]

0.511
[0.093, 2.807]

-0.5
[-1.9, 0.9]

0.687#

Latin/South America 449 2 (0.4)
[0.0, 1.2]

463 2 (0.4)
[0.0, 1.1]

1.031
[0.146, 7.289]

1.031
[0.145, 7.353]

0.0
[-1.1, 1.1]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALW_SSIS: Proportion of subjects with AEOSI: Wound infection by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Wound infection N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.993
Yes 1453 12 (0.8)

[0.3, 1.3]
1450 8 (0.6)

[0.1, 1.0]
1.497

[0.614, 3.651]
1.501

[0.612, 3.683]
0.3

[-0.4, 0.9]
0.372

No 696 6 (0.9)
[0.1, 1.6]

699 4 (0.6)
[0.0, 1.2]

1.506
[0.427, 5.315]

1.511
[0.425, 5.377]

0.3
[-0.7, 1.3]

0.547#

F: Baseline UACR status 0.789
> 1000 mg/g 1047 7 (0.7)

[0.1, 1.2]
1030 4 (0.4)

[0.0, 0.8]
1.722

[0.505, 5.863]
1.726

[0.504, 5.915]
0.3

[-0.4, 1.0]
0.379

<= 1000 mg/g 1102 11 (1.0)
[0.4, 1.6]

1119 8 (0.7)
[0.2, 1.3]

1.396
[0.564, 3.458]

1.400
[0.561, 3.494]

0.3
[-0.6, 1.1]

0.469

G: Baseline eGFR (cut-off 1) 0.460
< 45 ml/min/1.73**2 1270 13 (1.0)

[0.4, 1.6]
1248 7 (0.6)

[0.1, 1.0]
1.825

[0.731, 4.559]
1.834

[0.729, 4.611]
0.5

[-0.3, 1.2]
0.191

>= 45 ml/min/1.73**2 879 5 (0.6)
[0.0, 1.1]

901 5 (0.6)
[0.0, 1.1]

1.025
[0.298, 3.528]

1.025
[0.296, 3.554]

0.0
[-0.8, 0.8]

1.000#

H: Baseline eGFR (cut-off 2) 0.244
< 30 ml/min/1.73**2 293 0 (0.0)

[0.0, 0.2]
331 1 (0.3)

[0.0, 1.0]
0.376 +

[0.015, 9.205]
0.375 +

[0.015, 9.250]
-0.3

[-1.2, 0.6]
1.000#

>= 30 ml/min/1.73**2 1856 18 (1.0)
[0.5, 1.4]

1818 11 (0.6)
[0.2, 1.0]

1.603
[0.759, 3.384]

1.609
[0.758, 3.416]

0.4
[-0.3, 1.0]

0.212

I: Baseline eGFR (cut-off 3) 0.845
< 60 ml/min/1.73**2 1915 16 (0.8)

[0.4, 1.3]
1929 11 (0.6)

[0.2, 0.9]
1.465

[0.682, 3.149]
1.469

[0.680, 3.174]
0.3

[-0.3, 0.8]
0.325

>= 60 ml/min/1.73**2 234 2 (0.9)
[0.0, 2.2]

220 1 (0.5)
[0.0, 1.6]

1.880
[0.172, 20.591]

1.888
[0.170, 20.969]

0.4
[-1.5, 2.3]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALW_SSIS: Proportion of subjects with AEOSI: Wound infection by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Wound infection N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.331
<= 130 mmHg 793 8 (1.0)

[0.3, 1.8]
748 3 (0.4)

[0.0, 0.9]
2.515

[0.670, 9.446]
2.531

[0.669, 9.576]
0.6

[-0.4, 1.6]
0.157

> 130 mmHg 1356 10 (0.7)
[0.2, 1.2]

1401 9 (0.6)
[0.2, 1.1]

1.148
[0.468, 2.816]

1.149
[0.465, 2.837]

0.1
[-0.6, 0.8]

0.763

K: Treatment at randomisation 0.008i
ACE-I only 650 3 (0.5)

[0.0, 1.1]
651 8 (1.2)

[0.3, 2.2]
0.376

[0.100, 1.409]
0.373

[0.098, 1.411]
-0.8

[-1.9, 0.4]
0.131

ARB only 1418 14 (1.0)
[0.4, 1.5]

1399 4 (0.3)
[0.0, 0.6]

3.453
[1.139, 10.465]

3.478
[1.142, 10.591]

0.7
[0.0, 1.4]

0.020



T1ALV_SSIS: Proportion of subjects with AEOSI: Vascular AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALV_SSIS: Proportion of subjects with AEOSI: Vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.846
<= 65 years 1246 11 (0.9)

[0.3, 1.4]
1238 12 (1.0)

[0.4, 1.6]
0.911

[0.403, 2.056]
0.910

[0.400, 2.070]
-0.1

[-0.9, 0.7]
0.822

> 65 years 903 19 (2.1)
[1.1, 3.1]

911 19 (2.1)
[1.1, 3.1]

1.009
[0.538, 1.893]

1.009
[0.531, 1.919]

0.0
[-1.4, 1.4]

0.978

B: Sex 0.773
Male 1440 26 (1.8)

[1.1, 2.5]
1433 26 (1.8)

[1.1, 2.5]
0.995

[0.581, 1.705]
0.995

[0.575, 1.722]
-0.0

[-1.1, 1.0]
0.986

Female 709 4 (0.6)
[0.0, 1.2]

716 5 (0.7)
[0.0, 1.4]

0.808
[0.218, 2.996]

0.807
[0.216, 3.017]

-0.1
[-1.1, 0.8]

1.000#

C: Race 0.431
White 1123 26 (2.3)

[1.4, 3.2]
1163 24 (2.1)

[1.2, 2.9]
1.122

[0.648, 1.942]
1.125

[0.642, 1.971]
0.3

[-1.0, 1.5]
0.681

Black or African American 104 0 (0.0)
[0.0, 0.5]

87 2 (2.3)
[0.0, 6.0]

0.168 +
[0.008, 3.445]

0.164 +
[0.008, 3.454]

-2.3
[-6.5, 1.9]

0.206#

Asian 747 2 (0.3)
[0.0, 0.7]

718 2 (0.3)
[0.0, 0.7]

0.961
[0.136, 6.805]

0.961
[0.135, 6.841]

-0.0
[-0.7, 0.7]

1.000#

Other 175 2 (1.1)
[0.0, 3.0]

181 3 (1.7)
[0.0, 3.8]

0.690
[0.117, 4.077]

0.686
[0.113, 4.155]

-0.5
[-3.5, 2.5]

1.000#

D: Region 0.666
Asia 690 2 (0.3)

[0.0, 0.8]
654 1 (0.2)

[0.0, 0.5]
1.896

[0.172, 20.856]
1.898

[0.172, 20.984]
0.1

[-0.5, 0.8]
1.000#

Europe 609 12 (2.0)
[0.8, 3.2]

620 14 (2.3)
[1.0, 3.5]

0.873
[0.407, 1.871]

0.870
[0.399, 1.897]

-0.3
[-2.1, 1.5]

0.726

North America 401 6 (1.5)
[0.2, 2.8]

412 9 (2.2)
[0.7, 3.7]

0.685
[0.246, 1.907]

0.680
[0.240, 1.929]

-0.7
[-2.8, 1.4]

0.466

Latin/South America 449 10 (2.2)
[0.8, 3.7]

463 7 (1.5)
[0.3, 2.7]

1.473
[0.566, 3.836]

1.484
[0.560, 3.933]

0.7
[-1.3, 2.7]

0.425



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALV_SSIS: Proportion of subjects with AEOSI: Vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.171
Yes 1453 22 (1.5)

[0.9, 2.2]
1450 27 (1.9)

[1.1, 2.6]
0.813

[0.465, 1.421]
0.810

[0.459, 1.429]
-0.3

[-1.4, 0.7]
0.467

No 696 8 (1.1)
[0.3, 2.0]

699 4 (0.6)
[0.0, 1.2]

2.009
[0.608, 6.640]

2.020
[0.606, 6.740]

0.6
[-0.5, 1.7]

0.243

F: Baseline UACR status 0.262
> 1000 mg/g 1047 19 (1.8)

[1.0, 2.7]
1030 15 (1.5)

[0.7, 2.2]
1.246

[0.637, 2.439]
1.251

[0.632, 2.475]
0.4

[-0.8, 1.5]
0.520

<= 1000 mg/g 1102 11 (1.0)
[0.4, 1.6]

1119 16 (1.4)
[0.7, 2.2]

0.698
[0.325, 1.497]

0.695
[0.321, 1.505]

-0.4
[-1.4, 0.6]

0.353

G: Baseline eGFR (cut-off 1) 0.719
< 45 ml/min/1.73**2 1270 20 (1.6)

[0.9, 2.3]
1248 19 (1.5)

[0.8, 2.2]
1.034

[0.555, 1.929]
1.035

[0.550, 1.949]
0.1

[-1.0, 1.1]
0.915

>= 45 ml/min/1.73**2 879 10 (1.1)
[0.4, 1.9]

901 12 (1.3)
[0.5, 2.1]

0.854
[0.371, 1.967]

0.853
[0.366, 1.983]

-0.2
[-1.3, 0.9]

0.711

H: Baseline eGFR (cut-off 2) 0.178
< 30 ml/min/1.73**2 293 6 (2.0)

[0.3, 3.8]
331 3 (0.9)

[0.0, 2.1]
2.259

[0.570, 8.954]
2.286

[0.567, 9.222]
1.1

[-1.1, 3.4]
0.318#

>= 30 ml/min/1.73**2 1856 24 (1.3)
[0.8, 1.8]

1818 28 (1.5)
[0.9, 2.1]

0.840
[0.489, 1.443]

0.837
[0.484, 1.450]

-0.2
[-1.1, 0.6]

0.526

I: Baseline eGFR (cut-off 3) 0.970
< 60 ml/min/1.73**2 1915 27 (1.4)

[0.9, 2.0]
1929 28 (1.5)

[0.9, 2.0]
0.971

[0.575, 1.642]
0.971

[0.570, 1.654]
-0.0

[-0.8, 0.8]
0.914

>= 60 ml/min/1.73**2 234 3 (1.3)
[0.0, 2.9]

220 3 (1.4)
[0.0, 3.1]

0.940
[0.192, 4.609]

0.939
[0.188, 4.704]

-0.1
[-2.6, 2.5]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALV_SSIS: Proportion of subjects with AEOSI: Vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.594
<= 130 mmHg 793 8 (1.0)

[0.3, 1.8]
748 6 (0.8)

[0.1, 1.5]
1.258

[0.438, 3.608]
1.260

[0.435, 3.650]
0.2

[-0.9, 1.3]
0.669

> 130 mmHg 1356 22 (1.6)
[0.9, 2.3]

1401 25 (1.8)
[1.1, 2.5]

0.909
[0.515, 1.605]

0.908
[0.509, 1.618]

-0.2
[-1.2, 0.9]

0.743

K: Treatment at randomisation 0.071
ACE-I only 650 10 (1.5)

[0.5, 2.6]
651 17 (2.6)

[1.3, 3.9]
0.589

[0.272, 1.277]
0.583

[0.265, 1.282]
-1.1

[-2.8, 0.6]
0.175

ARB only 1418 20 (1.4)
[0.8, 2.1]

1399 13 (0.9)
[0.4, 1.5]

1.518
[0.758, 3.039]

1.525
[0.756, 3.078]

0.5
[-0.4, 1.3]

0.235



T1ALP_SSIS: Proportion of subjects with AEOSI: Volume depletion by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ALP_SSIS: Proportion of subjects with AEOSI: Volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.740
<= 65 years 1246 30 (2.4)

[1.5, 3.3]
1238 17 (1.4)

[0.7, 2.1]
1.753

[0.972, 3.162]
1.772

[0.972, 3.230]
1.0

[-0.1, 2.2]
0.059

> 65 years 903 24 (2.7)
[1.6, 3.8]

911 16 (1.8)
[0.8, 2.7]

1.513
[0.809, 2.830]

1.527
[0.806, 2.895]

0.9
[-0.6, 2.4]

0.191

B: Sex 0.698
Male 1440 34 (2.4)

[1.5, 3.2]
1433 22 (1.5)

[0.9, 2.2]
1.538

[0.904, 2.616]
1.551

[0.903, 2.665]
0.8

[-0.3, 1.9]
0.109

Female 709 20 (2.8)
[1.5, 4.1]

716 11 (1.5)
[0.6, 2.5]

1.836
[0.886, 3.804]

1.860
[0.885, 3.912]

1.3
[-0.4, 2.9]

0.097

C: Race 0.384
White 1123 27 (2.4)

[1.5, 3.3]
1163 22 (1.9)

[1.1, 2.7]
1.271

[0.728, 2.218]
1.278

[0.723, 2.257]
0.5

[-0.8, 1.8]
0.398

Black or African American 104 5 (4.8)
[0.2, 9.4]

87 3 (3.4)
[0.0, 7.9]

1.394
[0.343, 5.669]

1.414
[0.328, 6.093]

1.4
[-5.3, 8.0]

0.730#

Asian 747 16 (2.1)
[1.0, 3.2]

718 7 (1.0)
[0.2, 1.8]

2.197
[0.909, 5.309]

2.223
[0.909, 5.436]

1.2
[-0.2, 2.6]

0.073

Other 175 6 (3.4)
[0.4, 6.4]

181 1 (0.6)
[0.0, 1.9]

6.206
[0.755, 51.022]

6.391
[0.761, 53.635]

2.9
[-0.6, 6.3]

0.064#

D: Region 0.636
Asia 690 15 (2.2)

[1.0, 3.3]
654 7 (1.1)

[0.2, 1.9]
2.031

[0.833, 4.950]
2.054

[0.832, 5.070]
1.1

[-0.4, 2.6]
0.111

Europe 609 13 (2.1)
[0.9, 3.4]

620 10 (1.6)
[0.5, 2.7]

1.323
[0.585, 2.995]

1.331
[0.579, 3.058]

0.5
[-1.2, 2.2]

0.500

North America 401 17 (4.2)
[2.1, 6.3]

412 13 (3.2)
[1.3, 5.0]

1.344
[0.661, 2.730]

1.359
[0.651, 2.835]

1.1
[-1.8, 3.9]

0.413

Latin/South America 449 9 (2.0)
[0.6, 3.4]

463 3 (0.6)
[0.0, 1.5]

3.094
[0.843, 11.353]

3.136
[0.844, 11.661]

1.4
[-0.4, 3.1]

0.072



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ALP_SSIS: Proportion of subjects with AEOSI: Volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.166
Yes 1453 37 (2.5)

[1.7, 3.4]
1450 27 (1.9)

[1.1, 2.6]
1.368

[0.837, 2.234]
1.377

[0.834, 2.274]
0.7

[-0.5, 1.8]
0.209

No 696 17 (2.4)
[1.2, 3.7]

699 6 (0.9)
[0.1, 1.6]

2.846
[1.129, 7.174]

2.892
[1.133, 7.378]

1.6
[0.1, 3.1]

0.020

F: Baseline UACR status 0.731
> 1000 mg/g 1047 27 (2.6)

[1.6, 3.6]
1030 15 (1.5)

[0.7, 2.2]
1.771

[0.948, 3.309]
1.791

[0.947, 3.387]
1.1

[-0.2, 2.4]
0.069

<= 1000 mg/g 1102 27 (2.5)
[1.5, 3.4]

1119 18 (1.6)
[0.8, 2.4]

1.523
[0.844, 2.749]

1.536
[0.841, 2.806]

0.8
[-0.4, 2.1]

0.159

G: Baseline eGFR (cut-off 1) 0.814
< 45 ml/min/1.73**2 1270 33 (2.6)

[1.7, 3.5]
1248 19 (1.5)

[0.8, 2.2]
1.707

[0.976, 2.985]
1.726

[0.976, 3.051]
1.1

[-0.1, 2.3]
0.058

>= 45 ml/min/1.73**2 879 21 (2.4)
[1.3, 3.5]

901 14 (1.6)
[0.7, 2.4]

1.538
[0.787, 3.004]

1.551
[0.783, 3.069]

0.8
[-0.6, 2.2]

0.205

H: Baseline eGFR (cut-off 2) 0.091
< 30 ml/min/1.73**2 293 6 (2.0)

[0.3, 3.8]
331 9 (2.7)

[0.8, 4.6]
0.753

[0.271, 2.091]
0.748

[0.263, 2.127]
-0.7

[-3.4, 2.0]
0.585

>= 30 ml/min/1.73**2 1856 48 (2.6)
[1.8, 3.3]

1818 24 (1.3)
[0.8, 1.9]

1.959
[1.205, 3.184]

1.985
[1.211, 3.253]

1.3
[0.3, 2.2]

0.006

I: Baseline eGFR (cut-off 3) 0.835
< 60 ml/min/1.73**2 1915 48 (2.5)

[1.8, 3.2]
1929 30 (1.6)

[1.0, 2.1]
1.612

[1.026, 2.532]
1.627

[1.027, 2.580]
1.0

[0.0, 1.9]
0.036

>= 60 ml/min/1.73**2 234 6 (2.6)
[0.3, 4.8]

220 3 (1.4)
[0.0, 3.1]

1.880
[0.476, 7.427]

1.904
[0.470, 7.706]

1.2
[-1.8, 4.2]

0.505#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALP_SSIS: Proportion of subjects with AEOSI: Volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.104
<= 130 mmHg 793 27 (3.4)

[2.1, 4.7]
748 10 (1.3)

[0.4, 2.2]
2.547

[1.241, 5.225]
2.601

[1.250, 5.412]
2.1

[0.4, 3.7]
0.008

> 130 mmHg 1356 27 (2.0)
[1.2, 2.8]

1401 23 (1.6)
[0.9, 2.3]

1.213
[0.699, 2.105]

1.217
[0.694, 2.134]

0.3
[-0.7, 1.4]

0.492

K: Treatment at randomisation 0.051
ACE-I only 650 15 (2.3)

[1.1, 3.5]
651 17 (2.6)

[1.3, 3.9]
0.884

[0.445, 1.754]
0.881

[0.436, 1.779]
-0.3

[-2.1, 1.5]
0.724

ARB only 1418 35 (2.5)
[1.6, 3.3]

1399 16 (1.1)
[0.6, 1.7]

2.158
[1.200, 3.881]

2.188
[1.205, 3.971]

1.3
[0.3, 2.4]

0.008



T1ASVN_SSIS: Proportion of subjects with AEOSI: Non-severe symptoms of volume 
depletion by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ASVN_SSIS: Proportion of subjects with AEOSI: Non-severe symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe symptoms of volume
depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.857
<= 65 years 1246 63 (5.1)

[3.8, 6.3]
1238 41 (3.3)

[2.3, 4.3]
1.527

[1.039, 2.244]
1.555

[1.041, 2.323]
1.7

[0.1, 3.4]
0.030

> 65 years 903 53 (5.9)
[4.3, 7.5]

911 37 (4.1)
[2.7, 5.4]

1.445
[0.959, 2.177]

1.473
[0.958, 2.265]

1.8
[-0.3, 3.9]

0.076

B: Sex 0.610
Male 1440 83 (5.8)

[4.5, 7.0]
1433 53 (3.7)

[2.7, 4.7]
1.558

[1.113, 2.182]
1.593

[1.119, 2.266]
2.1

[0.4, 3.7]
0.009

Female 709 33 (4.7)
[3.0, 6.3]

716 25 (3.5)
[2.1, 4.9]

1.333
[0.801, 2.218]

1.349
[0.794, 2.293]

1.2
[-1.0, 3.4]

0.267

C: Race 0.249
White 1123 70 (6.2)

[4.8, 7.7]
1163 55 (4.7)

[3.5, 6.0]
1.318

[0.935, 1.858]
1.339

[0.931, 1.925]
1.5

[-0.5, 3.5]
0.114

Black or African American 104 7 (6.7)
[1.4, 12.0]

87 4 (4.6)
[0.0, 9.6]

1.464
[0.443, 4.836]

1.497
[0.424, 5.295]

2.1
[-5.4, 9.7]

0.530

Asian 747 28 (3.7)
[2.3, 5.2]

718 17 (2.4)
[1.2, 3.5]

1.583
[0.874, 2.867]

1.606
[0.871, 2.960]

1.4
[-0.5, 3.3]

0.126

Other 175 11 (6.3)
[2.4, 10.2]

181 2 (1.1)
[0.0, 2.9]

5.689
[1.279, 25.297]

6.003
[1.311, 27.487]

5.2
[0.7, 9.6]

0.009

D: Region 0.511
Asia 690 25 (3.6)

[2.2, 5.1]
654 17 (2.6)

[1.3, 3.9]
1.394

[0.760, 2.557]
1.409

[0.754, 2.633]
1.0

[-1.0, 3.0]
0.281

Europe 609 33 (5.4)
[3.5, 7.3]

620 29 (4.7)
[2.9, 6.4]

1.158
[0.712, 1.884]

1.168
[0.700, 1.948]

0.7
[-1.9, 3.4]

0.553

North America 401 38 (9.5)
[6.5, 12.5]

412 22 (5.3)
[3.0, 7.6]

1.775
[1.069, 2.946]

1.856
[1.077, 3.198]

4.1
[0.3, 8.0]

0.024

Latin/South America 449 20 (4.5)
[2.4, 6.5]

463 10 (2.2)
[0.7, 3.6]

2.062
[0.976, 4.357]

2.112
[0.977, 4.563]

2.3
[-0.2, 4.8]

0.052



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ASVN_SSIS: Proportion of subjects with AEOSI: Non-severe symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe symptoms of volume
depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.517
Yes 1453 83 (5.7)

[4.5, 6.9]
1450 59 (4.1)

[3.0, 5.1]
1.404

[1.014, 1.944]
1.428

[1.015, 2.011]
1.6

[0.0, 3.3]
0.040

No 696 33 (4.7)
[3.1, 6.4]

699 19 (2.7)
[1.4, 4.0]

1.744
[1.002, 3.037]

1.781
[1.003, 3.164]

2.0
[-0.1, 4.2]

0.046

F: Baseline UACR status 0.545
> 1000 mg/g 1047 51 (4.9)

[3.5, 6.2]
1030 37 (3.6)

[2.4, 4.8]
1.356

[0.896, 2.052]
1.374

[0.892, 2.117]
1.3

[-0.5, 3.1]
0.148

<= 1000 mg/g 1102 65 (5.9)
[4.5, 7.3]

1119 41 (3.7)
[2.5, 4.8]

1.610
[1.099, 2.359]

1.648
[1.105, 2.459]

2.2
[0.4, 4.1]

0.014

G: Baseline eGFR (cut-off 1) 0.953
< 45 ml/min/1.73**2 1270 72 (5.7)

[4.4, 7.0]
1248 48 (3.8)

[2.7, 5.0]
1.474

[1.032, 2.106]
1.503

[1.034, 2.184]
1.8

[0.1, 3.6]
0.032

>= 45 ml/min/1.73**2 879 44 (5.0)
[3.5, 6.5]

901 30 (3.3)
[2.1, 4.6]

1.503
[0.954, 2.369]

1.530
[0.953, 2.457]

1.7
[-0.3, 3.6]

0.077

H: Baseline eGFR (cut-off 2) 0.440
< 30 ml/min/1.73**2 293 13 (4.4)

[1.9, 7.0]
331 13 (3.9)

[1.7, 6.2]
1.130

[0.532, 2.398]
1.136

[0.518, 2.491]
0.5

[-3.0, 4.0]
0.751

>= 30 ml/min/1.73**2 1856 103 (5.5)
[4.5, 6.6]

1818 65 (3.6)
[2.7, 4.5]

1.552
[1.146, 2.103]

1.585
[1.154, 2.177]

2.0
[0.6, 3.4]

0.004

I: Baseline eGFR (cut-off 3) 0.353
< 60 ml/min/1.73**2 1915 109 (5.7)

[4.6, 6.8]
1929 71 (3.7)

[2.8, 4.5]
1.546

[1.155, 2.071]
1.579

[1.163, 2.144]
2.0

[0.6, 3.4]
0.003

>= 60 ml/min/1.73**2 234 7 (3.0)
[0.6, 5.4]

220 7 (3.2)
[0.6, 5.7]

0.940
[0.335, 2.637]

0.938
[0.324, 2.720]

-0.2
[-3.8, 3.4]

0.907



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ASVN_SSIS: Proportion of subjects with AEOSI: Non-severe symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe symptoms of volume
depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.396
<= 130 mmHg 793 57 (7.2)

[5.3, 9.0]
748 32 (4.3)

[2.8, 5.8]
1.680

[1.103, 2.560]
1.733

[1.110, 2.704]
2.9

[0.5, 5.3]
0.014

> 130 mmHg 1356 59 (4.4)
[3.2, 5.5]

1401 46 (3.3)
[2.3, 4.3]

1.325
[0.908, 1.934]

1.340
[0.905, 1.985]

1.1
[-0.4, 2.6]

0.143

K: Treatment at randomisation 0.783
ACE-I only 650 39 (6.0)

[4.1, 7.9]
651 29 (4.5)

[2.8, 6.1]
1.347

[0.843, 2.151]
1.369

[0.836, 2.242]
1.5

[-1.0, 4.1]
0.211

ARB only 1418 70 (4.9)
[3.8, 6.1]

1399 47 (3.4)
[2.4, 4.3]

1.469
[1.023, 2.111]

1.494
[1.024, 2.178]

1.6
[0.0, 3.1]

0.036



T1ASVC_SAIS: Proportion of subjects with AEOSI: Severe symptoms of volume 
depletion by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ASVC_SAIS: Proportion of subjects with AEOSI: Severe symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe symptoms of volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

C: Race 0.326
White 1123 6 (0.5)

[0.1, 1.0]
1163 5 (0.4)

[0.0, 0.8]
1.243

[0.380, 4.060]
1.244

[0.379, 4.088]
0.1

[-0.6, 0.8]
0.719

Black or African American 104 0 (0.0)
[0.0, 0.5]

87 1 (1.1)
[0.0, 4.0]

0.279 +
[0.012, 6.772]

0.276 +
[0.011, 6.859]

-1.1
[-4.4, 2.1]

0.455#

Asian 747 1 (0.1)
[0.0, 0.5]

718 0 (0.0)
[0.0, 0.1]

2.884 +
[0.118, 70.671]

2.887 +
[0.117, 70.996]

0.1
[-0.3, 0.5]

1.000#

Other 175 0 (0.0) 181 0 (0.0)

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ASVC_SAIS: Proportion of subjects with AEOSI: Severe symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe symptoms of volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.067
Yes 1453 4 (0.3)

[0.0, 0.6]
1450 6 (0.4)

[0.0, 0.8]
0.665

[0.188, 2.353]
0.664

[0.187, 2.359]
-0.1

[-0.6, 0.4]
0.548#

No 696 3 (0.4)
[0.0, 1.0]

699 0 (0.0)
[0.0, 0.1]

7.030 +
[0.364, 135.848]

7.061 +
[0.364, 136.944]

0.4
[-0.2, 1.1]

0.124#

F: Baseline UACR status n<10
> 1000 mg/g n<10
<= 1000 mg/g n<10

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

H: Baseline eGFR (cut-off 2) 0.537
< 30 ml/min/1.73**2 293 2 (0.7)

[0.0, 1.8]
331 1 (0.3)

[0.0, 1.0]
2.259

[0.206, 24.789]
2.268

[0.205, 25.142]
0.4

[-1.1, 1.8]
0.603#

>= 30 ml/min/1.73**2 1856 5 (0.3)
[0.0, 0.5]

1818 5 (0.3)
[0.0, 0.5]

0.980
[0.284, 3.378]

0.979
[0.283, 3.389]

-0.0
[-0.4, 0.4]

1.000#

I: Baseline eGFR (cut-off 3) 0.074
< 60 ml/min/1.73**2 1915 4 (0.2)

[0.0, 0.4]
1929 6 (0.3)

[0.0, 0.6]
0.672

[0.190, 2.376]
0.671

[0.189, 2.381]
-0.1

[-0.5, 0.3]
0.754#

>= 60 ml/min/1.73**2 234 3 (1.3)
[0.0, 2.9]

220 0 (0.0)
[0.0, 0.2]

6.583 +
[0.342, 126.720]

6.667 +
[0.342, 129.820]

1.3
[-0.6, 3.2]

0.249#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ASVC_SAIS: Proportion of subjects with AEOSI: Severe symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe symptoms of volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

K: Treatment at randomisation n<10
ACE-I only n<10
ARB only n<10



T1ASVS_SAIS: Proportion of subjects with AEOSI: Serious symptoms of volume 
depletion by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ASVS_SAIS: Proportion of subjects with AEOSI: Serious symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious symptoms of volume
depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.102
<= 65 years 1246 5 (0.4)

[0.0, 0.8]
1238 9 (0.7)

[0.2, 1.2]
0.552

[0.186, 1.642]
0.550

[0.184, 1.646]
-0.3

[-1.0, 0.3]
0.278

> 65 years 903 11 (1.2)
[0.4, 2.0]

911 6 (0.7)
[0.1, 1.2]

1.850
[0.687, 4.980]

1.860
[0.685, 5.051]

0.6
[-0.4, 1.6]

0.216

B: Sex 0.505
Male 1440 10 (0.7)

[0.2, 1.2]
1433 11 (0.8)

[0.3, 1.3]
0.905

[0.385, 2.123]
0.904

[0.383, 2.135]
-0.1

[-0.8, 0.6]
0.818

Female 709 6 (0.8)
[0.1, 1.6]

716 4 (0.6)
[0.0, 1.2]

1.515
[0.429, 5.345]

1.519
[0.427, 5.407]

0.3
[-0.7, 1.3]

0.546#

C: Race 0.072
White 1123 9 (0.8)

[0.2, 1.4]
1163 13 (1.1)

[0.5, 1.8]
0.717

[0.308, 1.671]
0.715

[0.304, 1.679]
-0.3

[-1.2, 0.6]
0.439

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 2 (2.3)
[0.0, 6.0]

0.418
[0.039, 4.535]

0.413
[0.037, 4.629]

-1.3
[-6.1, 3.4]

0.592#

Asian 747 5 (0.7)
[0.0, 1.3]

718 0 (0.0)
[0.0, 0.1]

10.574 +
[0.586, 190.872]

10.644 +
[0.588, 192.850]

0.7
[-0.1, 1.4]

0.062#

Other 175 1 (0.6)
[0.0, 2.0]

181 0 (0.0)
[0.0, 0.3]

3.102 +
[0.127, 75.643]

3.120 +
[0.126, 77.114]

0.6
[-1.1, 2.3]

0.492#

D: Region 0.054
Asia 690 4 (0.6)

[0.0, 1.2]
654 0 (0.0)

[0.0, 0.1]
8.531 +

[0.460, 158.144]
8.580 +

[0.461, 159.683]
0.6

[-0.1, 1.3]
0.125#

Europe 609 4 (0.7)
[0.0, 1.4]

620 10 (1.6)
[0.5, 2.7]

0.407
[0.128, 1.291]

0.403
[0.126, 1.293]

-1.0
[-2.3, 0.4]

0.114

North America 401 5 (1.2)
[0.0, 2.5]

412 2 (0.5)
[0.0, 1.3]

2.569
[0.501, 13.163]

2.588
[0.499, 13.419]

0.8
[-0.8, 2.3]

0.281#

Latin/South America 449 3 (0.7)
[0.0, 1.5]

463 3 (0.6)
[0.0, 1.5]

1.031
[0.209, 5.082]

1.031
[0.207, 5.137]

0.0
[-1.2, 1.3]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ASVS_SAIS: Proportion of subjects with AEOSI: Serious symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious symptoms of volume
depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.312
Yes 1453 13 (0.9)

[0.4, 1.4]
1450 14 (1.0)

[0.4, 1.5]
0.927

[0.437, 1.964]
0.926

[0.434, 1.977]
-0.1

[-0.8, 0.7]
0.842

No 696 3 (0.4)
[0.0, 1.0]

699 1 (0.1)
[0.0, 0.5]

3.013
[0.314, 28.894]

3.022
[0.314, 29.120]

0.3
[-0.4, 1.0]

0.373#

F: Baseline UACR status 0.623
> 1000 mg/g 1047 9 (0.9)

[0.3, 1.5]
1030 7 (0.7)

[0.1, 1.2]
1.265

[0.473, 3.384]
1.267

[0.470, 3.415]
0.2

[-0.7, 1.0]
0.639

<= 1000 mg/g 1102 7 (0.6)
[0.1, 1.1]

1119 8 (0.7)
[0.2, 1.3]

0.888
[0.323, 2.442]

0.888
[0.321, 2.457]

-0.1
[-0.9, 0.7]

0.819

G: Baseline eGFR (cut-off 1) 0.407
< 45 ml/min/1.73**2 1270 10 (0.8)

[0.3, 1.3]
1248 7 (0.6)

[0.1, 1.0]
1.404

[0.536, 3.676]
1.407

[0.534, 3.708]
0.2

[-0.5, 0.9]
0.488

>= 45 ml/min/1.73**2 879 6 (0.7)
[0.1, 1.3]

901 8 (0.9)
[0.2, 1.6]

0.769
[0.268, 2.207]

0.767
[0.265, 2.220]

-0.2
[-1.1, 0.7]

0.624

H: Baseline eGFR (cut-off 2) 0.326
< 30 ml/min/1.73**2 293 4 (1.4)

[0.0, 2.9]
331 2 (0.6)

[0.0, 1.6]
2.259

[0.417, 12.246]
2.277

[0.414, 12.522]
0.8

[-1.1, 2.7]
0.427#

>= 30 ml/min/1.73**2 1856 12 (0.6)
[0.3, 1.0]

1818 13 (0.7)
[0.3, 1.1]

0.904
[0.414, 1.976]

0.904
[0.411, 1.986]

-0.1
[-0.7, 0.5]

0.801

I: Baseline eGFR (cut-off 3) 0.341
< 60 ml/min/1.73**2 1915 15 (0.8)

[0.4, 1.2]
1929 15 (0.8)

[0.4, 1.2]
1.007

[0.494, 2.055]
1.007

[0.491, 2.066]
0.0

[-0.6, 0.6]
0.984

>= 60 ml/min/1.73**2 234 1 (0.4)
[0.0, 1.5]

220 0 (0.0)
[0.0, 0.2]

2.821 +
[0.116, 68.891]

2.833 +
[0.115, 69.911]

0.4
[-0.8, 1.7]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ASVS_SAIS: Proportion of subjects with AEOSI: Serious symptoms of volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious symptoms of volume
depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.597
<= 130 mmHg 793 6 (0.8)

[0.1, 1.4]
748 4 (0.5)

[0.0, 1.1]
1.415

[0.401, 4.994]
1.418

[0.399, 5.045]
0.2

[-0.7, 1.1]
0.754#

> 130 mmHg 1356 10 (0.7)
[0.2, 1.2]

1401 11 (0.8)
[0.3, 1.3]

0.939
[0.400, 2.204]

0.939
[0.397, 2.218]

-0.0
[-0.8, 0.7]

0.886

K: Treatment at randomisation 0.371
ACE-I only 650 5 (0.8)

[0.0, 1.5]
651 7 (1.1)

[0.2, 1.9]
0.715

[0.228, 2.242]
0.713

[0.225, 2.259]
-0.3

[-1.5, 0.9]
0.564

ARB only 1418 10 (0.7)
[0.2, 1.2]

1399 7 (0.5)
[0.1, 0.9]

1.409
[0.538, 3.692]

1.412
[0.536, 3.721]

0.2
[-0.4, 0.8]

0.483



T1AFRN_SSIS: Proportion of subjects with AEOSI: Non-severe fractures by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AFRN_SSIS: Proportion of subjects with AEOSI: Non-severe fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.127
<= 65 years 1246 36 (2.9)

[1.9, 3.9]
1238 21 (1.7)

[0.9, 2.5]
1.703

[1.000, 2.901]
1.724

[1.001, 2.971]
1.2

[-0.1, 2.4]
0.047

> 65 years 903 33 (3.7)
[2.4, 4.9]

911 34 (3.7)
[2.4, 5.0]

0.979
[0.612, 1.567]

0.978
[0.601, 1.594]

-0.1
[-1.9, 1.8]

0.930

B: Sex 0.780
Male 1440 35 (2.4)

[1.6, 3.3]
1433 29 (2.0)

[1.3, 2.8]
1.201

[0.738, 1.954]
1.206

[0.733, 1.984]
0.4

[-0.7, 1.6]
0.460

Female 709 34 (4.8)
[3.2, 6.4]

716 26 (3.6)
[2.2, 5.1]

1.321
[0.801, 2.177]

1.337
[0.794, 2.252]

1.2
[-1.1, 3.4]

0.274

C: Race 0.402
White 1123 45 (4.0)

[2.8, 5.2]
1163 30 (2.6)

[1.6, 3.5]
1.553

[0.986, 2.448]
1.577

[0.986, 2.521]
1.4

[-0.1, 3.0]
0.055

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000#

Asian 747 18 (2.4)
[1.2, 3.6]

718 21 (2.9)
[1.6, 4.2]

0.824
[0.443, 1.533]

0.820
[0.433, 1.551]

-0.5
[-2.3, 1.3]

0.540

Other 175 5 (2.9)
[0.1, 5.6]

181 3 (1.7)
[0.0, 3.8]

1.724
[0.418, 7.105]

1.745
[0.411, 7.415]

1.2
[-2.5, 4.9]

0.496#

D: Region 0.297
Asia 690 17 (2.5)

[1.2, 3.7]
654 18 (2.8)

[1.4, 4.1]
0.895

[0.465, 1.722]
0.893

[0.456, 1.747]
-0.3

[-2.1, 1.6]
0.740

Europe 609 19 (3.1)
[1.7, 4.6]

620 15 (2.4)
[1.1, 3.7]

1.290
[0.661, 2.514]

1.299
[0.654, 2.580]

0.7
[-1.3, 2.7]

0.454

North America 401 20 (5.0)
[2.7, 7.2]

412 9 (2.2)
[0.7, 3.7]

2.283
[1.052, 4.954]

2.351
[1.057, 5.226]

2.8
[0.0, 5.6]

0.031

Latin/South America 449 13 (2.9)
[1.2, 4.6]

463 13 (2.8)
[1.2, 4.4]

1.031
[0.483, 2.200]

1.032
[0.473, 2.251]

0.1
[-2.3, 2.5]

0.937



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AFRN_SSIS: Proportion of subjects with AEOSI: Non-severe fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.347
Yes 1453 54 (3.7)

[2.7, 4.7]
1450 39 (2.7)

[1.8, 3.6]
1.382

[0.921, 2.072]
1.396

[0.919, 2.122]
1.0

[-0.3, 2.4]
0.116

No 696 15 (2.2)
[1.0, 3.3]

699 16 (2.3)
[1.1, 3.5]

0.942
[0.469, 1.889]

0.940
[0.461, 1.917]

-0.1
[-1.8, 1.6]

0.865

F: Baseline UACR status 0.979
> 1000 mg/g 1047 28 (2.7)

[1.6, 3.7]
1030 22 (2.1)

[1.2, 3.1]
1.252

[0.721, 2.174]
1.259

[0.715, 2.215]
0.5

[-0.9, 2.0]
0.424

<= 1000 mg/g 1102 41 (3.7)
[2.6, 4.9]

1119 33 (2.9)
[1.9, 4.0]

1.262
[0.804, 1.980]

1.272
[0.798, 2.027]

0.8
[-0.8, 2.4]

0.311

G: Baseline eGFR (cut-off 1) 0.168
< 45 ml/min/1.73**2 1270 50 (3.9)

[2.8, 5.0]
1248 33 (2.6)

[1.7, 3.6]
1.489

[0.966, 2.295]
1.509

[0.965, 2.359]
1.3

[-0.2, 2.8]
0.069

>= 45 ml/min/1.73**2 879 19 (2.2)
[1.1, 3.2]

901 22 (2.4)
[1.4, 3.5]

0.885
[0.483, 1.624]

0.883
[0.474, 1.643]

-0.3
[-1.8, 1.2]

0.694

H: Baseline eGFR (cut-off 2) 0.079
< 30 ml/min/1.73**2 293 7 (2.4)

[0.5, 4.3]
331 13 (3.9)

[1.7, 6.2]
0.608

[0.246, 1.504]
0.599

[0.236, 1.521]
-1.5

[-4.6, 1.5]
0.277

>= 30 ml/min/1.73**2 1856 62 (3.3)
[2.5, 4.2]

1818 42 (2.3)
[1.6, 3.0]

1.446
[0.983, 2.128]

1.461
[0.982, 2.174]

1.0
[-0.1, 2.2]

0.060

I: Baseline eGFR (cut-off 3) 0.756
< 60 ml/min/1.73**2 1915 64 (3.3)

[2.5, 4.2]
1929 52 (2.7)

[1.9, 3.4]
1.240

[0.865, 1.778]
1.248

[0.861, 1.810]
0.6

[-0.5, 1.8]
0.242

>= 60 ml/min/1.73**2 234 5 (2.1)
[0.1, 4.2]

220 3 (1.4)
[0.0, 3.1]

1.567
[0.379, 6.479]

1.579
[0.373, 6.688]

0.8
[-2.1, 3.6]

0.725#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AFRN_SSIS: Proportion of subjects with AEOSI: Non-severe fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.055
<= 130 mmHg 793 25 (3.2)

[1.9, 4.4]
748 28 (3.7)

[2.3, 5.2]
0.842

[0.496, 1.431]
0.837

[0.484, 1.449]
-0.6

[-2.5, 1.4]
0.525

> 130 mmHg 1356 44 (3.2)
[2.3, 4.2]

1401 27 (1.9)
[1.2, 2.7]

1.684
[1.049, 2.703]

1.707
[1.051, 2.772]

1.3
[0.1, 2.6]

0.029

K: Treatment at randomisation 0.251
ACE-I only 650 19 (2.9)

[1.6, 4.3]
651 10 (1.5)

[0.5, 2.6]
1.903

[0.892, 4.061]
1.930

[0.890, 4.183]
1.4

[-0.4, 3.1]
0.090

ARB only 1418 49 (3.5)
[2.5, 4.4]

1399 42 (3.0)
[2.1, 3.9]

1.151
[0.767, 1.727]

1.156
[0.761, 1.758]

0.5
[-0.9, 1.8]

0.496



T1AFRC_SAIS: Proportion of subjects with AEOSI: Severe fractures by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AFRC_SAIS: Proportion of subjects with AEOSI: Severe fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.864
<= 65 years 1246 7 (0.6)

[0.1, 1.0]
1238 4 (0.3)

[0.0, 0.7]
1.739

[0.510, 5.925]
1.743

[0.509, 5.969]
0.2

[-0.4, 0.8]
0.370

> 65 years 903 8 (0.9)
[0.2, 1.6]

911 4 (0.4)
[0.0, 0.9]

2.018
[0.610, 6.677]

2.027
[0.608, 6.755]

0.4
[-0.4, 1.3]

0.241

B: Sex 0.003i
Male 1440 13 (0.9)

[0.4, 1.4]
1433 2 (0.1)

[0.0, 0.4]
6.468

[1.462, 28.612]
6.518

[1.468, 28.937]
0.8

[0.2, 1.4]
0.005

Female 709 2 (0.3)
[0.0, 0.7]

716 6 (0.8)
[0.1, 1.6]

0.337
[0.068, 1.662]

0.335
[0.067, 1.664]

-0.6
[-1.5, 0.4]

0.288#

C: Race 0.316
White 1123 9 (0.8)

[0.2, 1.4]
1163 3 (0.3)

[0.0, 0.6]
3.107

[0.843, 11.446]
3.124

[0.844, 11.569]
0.5

[-0.1, 1.2]
0.072

Black or African American 104 0 (0.0) 87 0 (0.0)
Asian 747 5 (0.7)

[0.0, 1.3]
718 5 (0.7)

[0.0, 1.4]
0.961

[0.279, 3.306]
0.961

[0.277, 3.333]
-0.0

[-1.0, 1.0]
1.000#

Other 175 1 (0.6)
[0.0, 2.0]

181 0 (0.0)
[0.0, 0.3]

3.102 +
[0.127, 75.643]

3.120 +
[0.126, 77.114]

0.6
[-1.1, 2.3]

0.492#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AFRC_SAIS: Proportion of subjects with AEOSI: Severe fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.429
Yes 1453 11 (0.8)

[0.3, 1.2]
1450 7 (0.5)

[0.1, 0.9]
1.568

[0.610, 4.034]
1.573

[0.608, 4.068]
0.3

[-0.4, 0.9]
0.347

No 696 4 (0.6)
[0.0, 1.2]

699 1 (0.1)
[0.0, 0.5]

4.017
[0.450, 35.852]

4.035
[0.450, 36.189]

0.4
[-0.3, 1.2]

0.217#

F: Baseline UACR status 0.936
> 1000 mg/g 1047 6 (0.6)

[0.1, 1.1]
1030 3 (0.3)

[0.0, 0.7]
1.968

[0.493, 7.846]
1.973

[0.492, 7.910]
0.3

[-0.4, 0.9]
0.507#

<= 1000 mg/g 1102 9 (0.8)
[0.2, 1.4]

1119 5 (0.4)
[0.0, 0.9]

1.828
[0.614, 5.437]

1.835
[0.613, 5.492]

0.4
[-0.4, 1.1]

0.271

G: Baseline eGFR (cut-off 1) 0.870
< 45 ml/min/1.73**2 1270 9 (0.7)

[0.2, 1.2]
1248 5 (0.4)

[0.0, 0.8]
1.769

[0.594, 5.263]
1.774

[0.593, 5.309]
0.3

[-0.4, 1.0]
0.299

>= 45 ml/min/1.73**2 879 6 (0.7)
[0.1, 1.3]

901 3 (0.3)
[0.0, 0.8]

2.050
[0.514, 8.172]

2.057
[0.513, 8.252]

0.3
[-0.4, 1.1]

0.337#

H: Baseline eGFR (cut-off 2) 0.868
< 30 ml/min/1.73**2 293 2 (0.7)

[0.0, 1.8]
331 1 (0.3)

[0.0, 1.0]
2.259

[0.206, 24.789]
2.268

[0.205, 25.142]
0.4

[-1.1, 1.8]
0.603#

>= 30 ml/min/1.73**2 1856 13 (0.7)
[0.3, 1.1]

1818 7 (0.4)
[0.1, 0.7]

1.819
[0.727, 4.549]

1.825
[0.726, 4.584]

0.3
[-0.2, 0.8]

0.194

I: Baseline eGFR (cut-off 3) 0.187
< 60 ml/min/1.73**2 1915 12 (0.6)

[0.2, 1.0]
1929 8 (0.4)

[0.1, 0.7]
1.511

[0.619, 3.688]
1.514

[0.618, 3.713]
0.2

[-0.3, 0.7]
0.361

>= 60 ml/min/1.73**2 234 3 (1.3)
[0.0, 2.9]

220 0 (0.0)
[0.0, 0.2]

6.583 +
[0.342, 126.720]

6.667 +
[0.342, 129.820]

1.3
[-0.6, 3.2]

0.249#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AFRC_SAIS: Proportion of subjects with AEOSI: Severe fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.959
<= 130 mmHg 793 8 (1.0)

[0.3, 1.8]
748 4 (0.5)

[0.0, 1.1]
1.887

[0.570, 6.239]
1.896

[0.568, 6.321]
0.5

[-0.5, 1.5]
0.290

> 130 mmHg 1356 7 (0.5)
[0.1, 0.9]

1401 4 (0.3)
[0.0, 0.6]

1.808
[0.530, 6.162]

1.812
[0.529, 6.205]

0.2
[-0.3, 0.8]

0.337

K: Treatment at randomisation 0.947
ACE-I only 650 5 (0.8)

[0.0, 1.5]
651 3 (0.5)

[0.0, 1.1]
1.669

[0.401, 6.956]
1.674

[0.399, 7.035]
0.3

[-0.7, 1.3]
0.506#

ARB only 1418 9 (0.6)
[0.2, 1.1]

1399 5 (0.4)
[0.0, 0.7]

1.776
[0.597, 5.286]

1.781
[0.595, 5.327]

0.3
[-0.3, 0.9]

0.295



T1AFRS_SAIS: Proportion of subjects with AEOSI: Serious fractures by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AFRS_SAIS: Proportion of subjects with AEOSI: Serious fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.737
<= 65 years 1246 19 (1.5)

[0.8, 2.2]
1238 11 (0.9)

[0.3, 1.5]
1.716

[0.820, 3.591]
1.727

[0.819, 3.645]
0.6

[-0.3, 1.6]
0.147

> 65 years 903 20 (2.2)
[1.2, 3.2]

911 14 (1.5)
[0.7, 2.4]

1.441
[0.733, 2.836]

1.451
[0.728, 2.891]

0.7
[-0.7, 2.0]

0.287

B: Sex 0.177
Male 1440 24 (1.7)

[1.0, 2.4]
1433 11 (0.8)

[0.3, 1.3]
2.171

[1.068, 4.416]
2.191

[1.069, 4.490]
0.9

[0.0, 1.8]
0.028

Female 709 15 (2.1)
[1.0, 3.2]

716 14 (2.0)
[0.9, 3.0]

1.082
[0.526, 2.225]

1.084
[0.519, 2.262]

0.2
[-1.4, 1.8]

0.830

C: Race 0.949
White 1123 22 (2.0)

[1.1, 2.8]
1163 14 (1.2)

[0.5, 1.9]
1.627

[0.837, 3.165]
1.640

[0.835, 3.221]
0.8

[-0.4, 1.9]
0.147

Black or African American 104 0 (0.0) 87 0 (0.0)
Asian 747 15 (2.0)

[0.9, 3.1]
718 10 (1.4)

[0.5, 2.3]
1.442

[0.652, 3.188]
1.451

[0.647, 3.251]
0.6

[-0.8, 2.1]
0.364

Other 175 2 (1.1)
[0.0, 3.0]

181 1 (0.6)
[0.0, 1.9]

2.069
[0.189, 22.608]

2.081
[0.187, 23.158]

0.6
[-1.9, 3.1]

0.618#

D: Region 0.433
Asia 690 14 (2.0)

[0.9, 3.2]
654 9 (1.4)

[0.4, 2.3]
1.474

[0.643, 3.383]
1.484

[0.638, 3.453]
0.7

[-0.9, 2.2]
0.357

Europe 609 8 (1.3)
[0.3, 2.3]

620 9 (1.5)
[0.4, 2.5]

0.905
[0.351, 2.330]

0.904
[0.346, 2.358]

-0.1
[-1.6, 1.3]

0.836

North America 401 7 (1.7)
[0.3, 3.2]

412 2 (0.5)
[0.0, 1.3]

3.596
[0.752, 17.206]

3.642
[0.752, 17.639]

1.3
[-0.4, 3.0]

0.103#

Latin/South America 449 10 (2.2)
[0.8, 3.7]

463 5 (1.1)
[0.0, 2.1]

2.062
[0.710, 5.986]

2.087
[0.708, 6.153]

1.1
[-0.7, 3.0]

0.173



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AFRS_SAIS: Proportion of subjects with AEOSI: Serious fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.949
Yes 1453 33 (2.3)

[1.5, 3.1]
1450 21 (1.4)

[0.8, 2.1]
1.568

[0.912, 2.697]
1.581

[0.911, 2.746]
0.8

[-0.2, 1.9]
0.101

No 696 6 (0.9)
[0.1, 1.6]

699 4 (0.6)
[0.0, 1.2]

1.506
[0.427, 5.315]

1.511
[0.425, 5.377]

0.3
[-0.7, 1.3]

0.547#

F: Baseline UACR status 0.835
> 1000 mg/g 1047 18 (1.7)

[0.9, 2.6]
1030 12 (1.2)

[0.5, 1.9]
1.476

[0.714, 3.048]
1.484

[0.711, 3.097]
0.6

[-0.6, 1.7]
0.290

<= 1000 mg/g 1102 21 (1.9)
[1.1, 2.8]

1119 13 (1.2)
[0.5, 1.8]

1.640
[0.825, 3.259]

1.653
[0.823, 3.317]

0.7
[-0.4, 1.9]

0.153

G: Baseline eGFR (cut-off 1) 0.187
< 45 ml/min/1.73**2 1270 27 (2.1)

[1.3, 3.0]
1248 13 (1.0)

[0.4, 1.6]
2.041

[1.058, 3.937]
2.064

[1.060, 4.018]
1.1

[0.0, 2.1]
0.030

>= 45 ml/min/1.73**2 879 12 (1.4)
[0.5, 2.2]

901 12 (1.3)
[0.5, 2.1]

1.025
[0.463, 2.269]

1.025
[0.458, 2.295]

0.0
[-1.2, 1.2]

0.951

H: Baseline eGFR (cut-off 2) 0.890
< 30 ml/min/1.73**2 293 6 (2.0)

[0.3, 3.8]
331 4 (1.2)

[0.0, 2.5]
1.695

[0.483, 5.946]
1.709

[0.478, 6.116]
0.8

[-1.5, 3.2]
0.528#

>= 30 ml/min/1.73**2 1856 33 (1.8)
[1.1, 2.4]

1818 21 (1.2)
[0.6, 1.7]

1.539
[0.894, 2.650]

1.549
[0.893, 2.687]

0.6
[-0.2, 1.5]

0.117

I: Baseline eGFR (cut-off 3) 0.506
< 60 ml/min/1.73**2 1915 36 (1.9)

[1.2, 2.5]
1929 22 (1.1)

[0.6, 1.6]
1.648

[0.974, 2.791]
1.661

[0.973, 2.833]
0.7

[-0.1, 1.6]
0.060

>= 60 ml/min/1.73**2 234 3 (1.3)
[0.0, 2.9]

220 3 (1.4)
[0.0, 3.1]

0.940
[0.192, 4.609]

0.939
[0.188, 4.704]

-0.1
[-2.6, 2.5]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AFRS_SAIS: Proportion of subjects with AEOSI: Serious fractures by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious fractures N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.408
<= 130 mmHg 793 14 (1.8)

[0.8, 2.7]
748 11 (1.5)

[0.5, 2.4]
1.201

[0.548, 2.628]
1.204

[0.543, 2.669]
0.3

[-1.1, 1.7]
0.647

> 130 mmHg 1356 25 (1.8)
[1.1, 2.6]

1401 14 (1.0)
[0.4, 1.6]

1.845
[0.963, 3.534]

1.861
[0.963, 3.595]

0.8
[-0.1, 1.8]

0.061

K: Treatment at randomisation 0.247
ACE-I only 650 9 (1.4)

[0.4, 2.4]
651 3 (0.5)

[0.0, 1.1]
3.005

[0.817, 11.048]
3.033

[0.817, 11.253]
0.9

[-0.3, 2.1]
0.081

ARB only 1418 28 (2.0)
[1.2, 2.7]

1399 21 (1.5)
[0.8, 2.2]

1.315
[0.751, 2.305]

1.322
[0.747, 2.339]

0.5
[-0.6, 1.5]

0.337



T1ARN_SSIS: Proportion of subjects with AEOSI: Non-severe renal AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ARN_SSIS: Proportion of subjects with AEOSI: Non-severe renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.045i
<= 65 years 1246 47 (3.8)

[2.7, 4.9]
1238 70 (5.7)

[4.3, 7.0]
0.667

[0.465, 0.957]
0.654

[0.448, 0.955]
-1.9

[-3.6, -0.1]
0.027

> 65 years 903 64 (7.1)
[5.4, 8.8]

911 58 (6.4)
[4.7, 8.0]

1.113
[0.790, 1.569]

1.122
[0.777, 1.621]

0.7
[-1.7, 3.1]

0.540

B: Sex 0.936
Male 1440 72 (5.0)

[3.8, 6.2]
1433 82 (5.7)

[4.5, 7.0]
0.874

[0.642, 1.189]
0.867

[0.626, 1.201]
-0.7

[-2.4, 1.0]
0.390

Female 709 39 (5.5)
[3.8, 7.2]

716 46 (6.4)
[4.6, 8.3]

0.856
[0.566, 1.295]

0.848
[0.546, 1.316]

-0.9
[-3.5, 1.7]

0.462

C: Race 0.932
White 1123 70 (6.2)

[4.8, 7.7]
1163 81 (7.0)

[5.5, 8.5]
0.895

[0.657, 1.219]
0.888

[0.638, 1.236]
-0.7

[-2.9, 1.4]
0.482

Black or African American 104 9 (8.7)
[2.8, 14.5]

87 10 (11.5)
[4.2, 18.8]

0.753
[0.320, 1.769]

0.729
[0.282, 1.885]

-2.8
[-12.5, 6.8]

0.515

Asian 747 27 (3.6)
[2.2, 5.0]

718 29 (4.0)
[2.5, 5.5]

0.895
[0.535, 1.496]

0.891
[0.522, 1.520]

-0.4
[-2.5, 1.7]

0.672

Other 175 5 (2.9)
[0.1, 5.6]

181 8 (4.4)
[1.1, 7.7]

0.646
[0.216, 1.938]

0.636
[0.204, 1.983]

-1.6
[-6.0, 2.9]

0.433

D: Region 0.611
Asia 690 24 (3.5)

[2.0, 4.9]
654 24 (3.7)

[2.2, 5.2]
0.948

[0.544, 1.652]
0.946

[0.532, 1.683]
-0.2

[-2.3, 1.9]
0.850

Europe 609 30 (4.9)
[3.1, 6.7]

620 33 (5.3)
[3.5, 7.2]

0.926
[0.572, 1.498]

0.922
[0.555, 1.531]

-0.4
[-3.0, 2.2]

0.753

North America 401 39 (9.7)
[6.7, 12.8]

412 41 (10.0)
[6.9, 13.0]

0.977
[0.645, 1.482]

0.975
[0.614, 1.547]

-0.2
[-4.6, 4.1]

0.914

Latin/South America 449 18 (4.0)
[2.1, 5.9]

463 30 (6.5)
[4.1, 8.8]

0.619
[0.350, 1.094]

0.603
[0.331, 1.098]

-2.5
[-5.6, 0.6]

0.095



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ARN_SSIS: Proportion of subjects with AEOSI: Non-severe renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.530
Yes 1453 85 (5.8)

[4.6, 7.1]
1450 102 (7.0)

[5.7, 8.4]
0.832

[0.629, 1.099]
0.821

[0.610, 1.106]
-1.2

[-3.0, 0.7]
0.194

No 696 26 (3.7)
[2.3, 5.2]

699 26 (3.7)
[2.2, 5.2]

1.004
[0.589, 1.712]

1.004
[0.577, 1.748]

0.0
[-2.1, 2.1]

0.987

F: Baseline UACR status 0.816
> 1000 mg/g 1047 67 (6.4)

[4.9, 7.9]
1030 78 (7.6)

[5.9, 9.2]
0.845

[0.617, 1.158]
0.834

[0.595, 1.171]
-1.2

[-3.5, 1.1]
0.294

<= 1000 mg/g 1102 44 (4.0)
[2.8, 5.2]

1119 50 (4.5)
[3.2, 5.7]

0.894
[0.601, 1.328]

0.889
[0.588, 1.345]

-0.5
[-2.2, 1.3]

0.578

G: Baseline eGFR (cut-off 1) 0.660
< 45 ml/min/1.73**2 1270 76 (6.0)

[4.6, 7.3]
1248 83 (6.7)

[5.2, 8.1]
0.900

[0.666, 1.216]
0.893

[0.648, 1.232]
-0.7

[-2.6, 1.3]
0.492

>= 45 ml/min/1.73**2 879 35 (4.0)
[2.6, 5.3]

901 45 (5.0)
[3.5, 6.5]

0.797
[0.518, 1.228]

0.789
[0.502, 1.239]

-1.0
[-3.0, 1.0]

0.303

H: Baseline eGFR (cut-off 2) 0.053
< 30 ml/min/1.73**2 293 33 (11.3)

[7.5, 15.1]
331 28 (8.5)

[5.3, 11.6]
1.331

[0.825, 2.148]
1.373

[0.808, 2.334]
2.8

[-2.2, 7.8]
0.240

>= 30 ml/min/1.73**2 1856 78 (4.2)
[3.3, 5.1]

1818 100 (5.5)
[4.4, 6.6]

0.764
[0.572, 1.020]

0.754
[0.556, 1.021]

-1.3
[-2.7, 0.1]

0.067

I: Baseline eGFR (cut-off 3) 0.501
< 60 ml/min/1.73**2 1915 100 (5.2)

[4.2, 6.2]
1929 119 (6.2)

[5.1, 7.3]
0.846

[0.654, 1.096]
0.838

[0.637, 1.102]
-0.9

[-2.5, 0.6]
0.205

>= 60 ml/min/1.73**2 234 11 (4.7)
[1.8, 7.6]

220 9 (4.1)
[1.2, 6.9]

1.149
[0.486, 2.720]

1.156
[0.470, 2.847]

0.6
[-3.6, 4.8]

0.752



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ARN_SSIS: Proportion of subjects with AEOSI: Non-severe renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.652
<= 130 mmHg 793 33 (4.2)

[2.7, 5.6]
748 39 (5.2)

[3.6, 6.9]
0.798

[0.508, 1.255]
0.789

[0.491, 1.269]
-1.1

[-3.3, 1.2]
0.328

> 130 mmHg 1356 78 (5.8)
[4.5, 7.0]

1401 89 (6.4)
[5.0, 7.7]

0.905
[0.674, 1.216]

0.900
[0.658, 1.231]

-0.6
[-2.5, 1.3]

0.509

K: Treatment at randomisation 0.404
ACE-I only 650 40 (6.2)

[4.2, 8.1]
651 42 (6.5)

[4.5, 8.4]
0.954

[0.627, 1.450]
0.951

[0.608, 1.487]
-0.3

[-3.1, 2.5]
0.825

ARB only 1418 64 (4.5)
[3.4, 5.6]

1399 83 (5.9)
[4.7, 7.2]

0.761
[0.554, 1.045]

0.749
[0.536, 1.047]

-1.4
[-3.1, 0.3]

0.090



T1ARC_SAIS: Proportion of subjects with AEOSI: Severe renal AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ARC_SAIS: Proportion of subjects with AEOSI: Severe renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.091
<= 65 years 1246 17 (1.4)

[0.7, 2.0]
1238 30 (2.4)

[1.5, 3.3]
0.563

[0.312, 1.015]
0.557

[0.306, 1.015]
-1.1

[-2.2, 0.1]
0.053

> 65 years 903 20 (2.2)
[1.2, 3.2]

911 17 (1.9)
[0.9, 2.8]

1.187
[0.626, 2.251]

1.191
[0.620, 2.289]

0.3
[-1.1, 1.8]

0.599

B: Sex 0.974
Male 1440 27 (1.9)

[1.1, 2.6]
1433 34 (2.4)

[1.5, 3.2]
0.790

[0.479, 1.303]
0.786

[0.472, 1.310]
-0.5

[-1.6, 0.6]
0.355

Female 709 10 (1.4)
[0.5, 2.3]

716 13 (1.8)
[0.8, 2.9]

0.777
[0.343, 1.760]

0.774
[0.337, 1.776]

-0.4
[-1.9, 1.0]

0.544

C: Race 0.294
White 1123 28 (2.5)

[1.5, 3.4]
1163 30 (2.6)

[1.6, 3.5]
0.967

[0.581, 1.607]
0.966

[0.573, 1.627]
-0.1

[-1.5, 1.3]
0.896

Black or African American 104 2 (1.9)
[0.0, 5.0]

87 7 (8.0)
[1.8, 14.3]

0.239
[0.051, 1.121]

0.224
[0.045, 1.108]

-6.1
[-13.5, 1.2]

0.082#

Asian 747 4 (0.5)
[0.0, 1.1]

718 4 (0.6)
[0.0, 1.2]

0.961
[0.241, 3.829]

0.961
[0.239, 3.857]

-0.0
[-0.9, 0.9]

1.000#

Other 175 3 (1.7)
[0.0, 3.9]

181 6 (3.3)
[0.4, 6.2]

0.517
[0.131, 2.036]

0.509
[0.125, 2.067]

-1.6
[-5.4, 2.2]

0.503#

D: Region 0.671
Asia 690 4 (0.6)

[0.0, 1.2]
654 2 (0.3)

[0.0, 0.8]
1.896

[0.348, 10.315]
1.901

[0.347, 10.413]
0.3

[-0.6, 1.1]
0.687#

Europe 609 7 (1.1)
[0.2, 2.1]

620 12 (1.9)
[0.8, 3.1]

0.594
[0.235, 1.498]

0.589
[0.230, 1.507]

-0.8
[-2.3, 0.8]

0.264

North America 401 12 (3.0)
[1.2, 4.8]

412 14 (3.4)
[1.5, 5.3]

0.881
[0.412, 1.881]

0.877
[0.401, 1.920]

-0.4
[-3.1, 2.3]

0.743

Latin/South America 449 14 (3.1)
[1.4, 4.8]

463 19 (4.1)
[2.2, 6.0]

0.760
[0.386, 1.497]

0.752
[0.372, 1.519]

-1.0
[-3.6, 1.7]

0.426



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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ASTRA ZENECA Page 2 of 3
Value Dossier Analysis: D169AC0001 Program Name: IS_saf2.sas
Data Cut Date: 17JUL2020 Run Date: 21APR2021:17:04:02

Table T1ARC_SAIS: Proportion of subjects with AEOSI: Severe renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.176
Yes 1453 32 (2.2)

[1.4, 3.0]
1450 35 (2.4)

[1.6, 3.2]
0.912

[0.568, 1.465]
0.910

[0.561, 1.479]
-0.2

[-1.4, 0.9]
0.704

No 696 5 (0.7)
[0.0, 1.4]

699 12 (1.7)
[0.7, 2.8]

0.418
[0.148, 1.182]

0.414
[0.145, 1.182]

-1.0
[-2.3, 0.3]

0.089

F: Baseline UACR status 0.183
> 1000 mg/g 1047 17 (1.6)

[0.8, 2.4]
1030 28 (2.7)

[1.7, 3.8]
0.597

[0.329, 1.084]
0.591

[0.321, 1.086]
-1.1

[-2.4, 0.3]
0.087

<= 1000 mg/g 1102 20 (1.8)
[1.0, 2.6]

1119 19 (1.7)
[0.9, 2.5]

1.069
[0.574, 1.992]

1.070
[0.568, 2.016]

0.1
[-1.1, 1.3]

0.834

G: Baseline eGFR (cut-off 1) 0.143
< 45 ml/min/1.73**2 1270 30 (2.4)

[1.5, 3.2]
1248 31 (2.5)

[1.6, 3.4]
0.951

[0.579, 1.561]
0.950

[0.571, 1.579]
-0.1

[-1.4, 1.2]
0.843

>= 45 ml/min/1.73**2 879 7 (0.8)
[0.2, 1.4]

901 16 (1.8)
[0.9, 2.7]

0.448
[0.185, 1.085]

0.444
[0.182, 1.085]

-1.0
[-2.1, 0.2]

0.067

H: Baseline eGFR (cut-off 2) 0.438
< 30 ml/min/1.73**2 293 12 (4.1)

[1.7, 6.5]
331 13 (3.9)

[1.7, 6.2]
1.043

[0.483, 2.249]
1.045

[0.469, 2.327]
0.2

[-3.2, 3.6]
0.915

>= 30 ml/min/1.73**2 1856 25 (1.3)
[0.8, 1.9]

1818 34 (1.9)
[1.2, 2.5]

0.720
[0.432, 1.202]

0.716
[0.426, 1.206]

-0.5
[-1.4, 0.3]

0.207

I: Baseline eGFR (cut-off 3) 0.341
< 60 ml/min/1.73**2 1915 35 (1.8)

[1.2, 2.5]
1929 42 (2.2)

[1.5, 2.9]
0.839

[0.538, 1.309]
0.836

[0.532, 1.316]
-0.3

[-1.3, 0.6]
0.439

>= 60 ml/min/1.73**2 234 2 (0.9)
[0.0, 2.2]

220 5 (2.3)
[0.1, 4.5]

0.376
[0.074, 1.918]

0.371
[0.071, 1.931]

-1.4
[-4.2, 1.3]

0.272#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ARC_SAIS: Proportion of subjects with AEOSI: Severe renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.943
<= 130 mmHg 793 12 (1.5)

[0.6, 2.4]
748 14 (1.9)

[0.8, 2.9]
0.809

[0.376, 1.737]
0.806

[0.370, 1.753]
-0.4

[-1.8, 1.1]
0.585

> 130 mmHg 1356 25 (1.8)
[1.1, 2.6]

1401 33 (2.4)
[1.5, 3.2]

0.783
[0.468, 1.309]

0.779
[0.461, 1.316]

-0.5
[-1.7, 0.6]

0.349

K: Treatment at randomisation 0.372
ACE-I only 650 11 (1.7)

[0.6, 2.8]
651 20 (3.1)

[1.7, 4.5]
0.551

[0.266, 1.140]
0.543

[0.258, 1.143]
-1.4

[-3.2, 0.4]
0.103

ARB only 1418 22 (1.6)
[0.9, 2.2]

1399 26 (1.9)
[1.1, 2.6]

0.835
[0.475, 1.466]

0.832
[0.469, 1.475]

-0.3
[-1.3, 0.7]

0.529



T1ARS_SAIS: Proportion of subjects with AEOSI: Serious renal AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ARS_SAIS: Proportion of subjects with AEOSI: Serious renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.289
<= 65 years 1246 24 (1.9)

[1.1, 2.7]
1238 37 (3.0)

[2.0, 4.0]
0.644

[0.388, 1.071]
0.638

[0.379, 1.072]
-1.1

[-2.4, 0.2]
0.087

> 65 years 903 30 (3.3)
[2.1, 4.5]

911 32 (3.5)
[2.3, 4.8]

0.946
[0.580, 1.543]

0.944
[0.569, 1.567]

-0.2
[-2.0, 1.6]

0.823

B: Sex 0.993
Male 1440 37 (2.6)

[1.7, 3.4]
1433 47 (3.3)

[2.3, 4.2]
0.783

[0.512, 1.198]
0.778

[0.502, 1.204]
-0.7

[-2.0, 0.6]
0.259

Female 709 17 (2.4)
[1.2, 3.6]

716 22 (3.1)
[1.7, 4.4]

0.780
[0.418, 1.457]

0.775
[0.408, 1.472]

-0.7
[-2.5, 1.2]

0.435

C: Race 0.167
White 1123 40 (3.6)

[2.4, 4.7]
1163 40 (3.4)

[2.3, 4.5]
1.036

[0.673, 1.593]
1.037

[0.664, 1.620]
0.1

[-1.5, 1.7]
0.873

Black or African American 104 3 (2.9)
[0.0, 6.6]

87 8 (9.2)
[2.5, 15.8]

0.314
[0.086, 1.146]

0.293
[0.075, 1.142]

-6.3
[-14.2, 1.6]

0.063

Asian 747 9 (1.2)
[0.4, 2.1]

718 17 (2.4)
[1.2, 3.5]

0.509
[0.228, 1.134]

0.503
[0.223, 1.136]

-1.2
[-2.7, 0.3]

0.092

Other 175 2 (1.1)
[0.0, 3.0]

181 4 (2.2)
[0.0, 4.6]

0.517
[0.096, 2.788]

0.512
[0.092, 2.829]

-1.1
[-4.3, 2.2]

0.685#

D: Region 0.930
Asia 690 9 (1.3)

[0.4, 2.2]
654 13 (2.0)

[0.8, 3.1]
0.656

[0.282, 1.525]
0.652

[0.277, 1.535]
-0.7

[-2.2, 0.8]
0.324

Europe 609 14 (2.3)
[1.0, 3.6]

620 15 (2.4)
[1.1, 3.7]

0.950
[0.463, 1.952]

0.949
[0.454, 1.983]

-0.1
[-2.0, 1.7]

0.889

North America 401 20 (5.0)
[2.7, 7.2]

412 26 (6.3)
[3.8, 8.8]

0.790
[0.449, 1.393]

0.779
[0.428, 1.420]

-1.3
[-4.7, 2.1]

0.415

Latin/South America 449 11 (2.4)
[0.9, 4.0]

463 15 (3.2)
[1.5, 5.0]

0.756
[0.351, 1.629]

0.750
[0.341, 1.651]

-0.8
[-3.2, 1.6]

0.474



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ARS_SAIS: Proportion of subjects with AEOSI: Serious renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.213
Yes 1453 45 (3.1)

[2.2, 4.0]
1450 51 (3.5)

[2.5, 4.5]
0.881

[0.594, 1.306]
0.877

[0.583, 1.318]
-0.4

[-1.8, 0.9]
0.527

No 696 9 (1.3)
[0.4, 2.2]

699 18 (2.6)
[1.3, 3.8]

0.502
[0.227, 1.110]

0.496
[0.221, 1.111]

-1.3
[-2.9, 0.3]

0.082

F: Baseline UACR status 0.366
> 1000 mg/g 1047 29 (2.8)

[1.7, 3.8]
1030 42 (4.1)

[2.8, 5.3]
0.679

[0.427, 1.082]
0.670

[0.414, 1.084]
-1.3

[-3.0, 0.4]
0.101

<= 1000 mg/g 1102 25 (2.3)
[1.3, 3.2]

1119 27 (2.4)
[1.5, 3.4]

0.940
[0.549, 1.610]

0.939
[0.541, 1.628]

-0.1
[-1.5, 1.2]

0.822

G: Baseline eGFR (cut-off 1) 0.780
< 45 ml/min/1.73**2 1270 40 (3.1)

[2.1, 4.1]
1248 52 (4.2)

[3.0, 5.3]
0.756

[0.504, 1.133]
0.748

[0.492, 1.138]
-1.0

[-2.6, 0.5]
0.174

>= 45 ml/min/1.73**2 879 14 (1.6)
[0.7, 2.5]

901 17 (1.9)
[0.9, 2.8]

0.844
[0.419, 1.702]

0.842
[0.412, 1.718]

-0.3
[-1.6, 1.0]

0.635

H: Baseline eGFR (cut-off 2) 0.097
< 30 ml/min/1.73**2 293 19 (6.5)

[3.5, 9.5]
331 17 (5.1)

[2.6, 7.7]
1.263

[0.669, 2.383]
1.281

[0.653, 2.513]
1.3

[-2.7, 5.4]
0.471

>= 30 ml/min/1.73**2 1856 35 (1.9)
[1.2, 2.5]

1818 52 (2.9)
[2.1, 3.7]

0.659
[0.432, 1.007]

0.653
[0.423, 1.007]

-1.0
[-2.0, 0.1]

0.052

I: Baseline eGFR (cut-off 3) 0.225
< 60 ml/min/1.73**2 1915 51 (2.7)

[1.9, 3.4]
1929 68 (3.5)

[2.7, 4.4]
0.755

[0.528, 1.080]
0.749

[0.518, 1.083]
-0.9

[-2.0, 0.3]
0.123

>= 60 ml/min/1.73**2 234 3 (1.3)
[0.0, 2.9]

220 1 (0.5)
[0.0, 1.6]

2.821
[0.296, 26.913]

2.844
[0.294, 27.549]

0.8
[-1.3, 3.0]

0.624#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ARS_SAIS: Proportion of subjects with AEOSI: Serious renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.582
<= 130 mmHg 793 15 (1.9)

[0.9, 2.9]
748 21 (2.8)

[1.6, 4.1]
0.674

[0.350, 1.297]
0.667

[0.341, 1.305]
-0.9

[-2.6, 0.7]
0.234

> 130 mmHg 1356 39 (2.9)
[1.9, 3.8]

1401 48 (3.4)
[2.4, 4.4]

0.839
[0.554, 1.272]

0.835
[0.543, 1.282]

-0.6
[-1.9, 0.8]

0.409

K: Treatment at randomisation 0.874
ACE-I only 650 18 (2.8)

[1.4, 4.1]
651 24 (3.7)

[2.2, 5.2]
0.751

[0.412, 1.371]
0.744

[0.400, 1.385]
-0.9

[-3.0, 1.2]
0.349

ARB only 1418 30 (2.1)
[1.3, 2.9]

1399 42 (3.0)
[2.1, 3.9]

0.705
[0.444, 1.119]

0.698
[0.435, 1.122]

-0.9
[-2.1, 0.4]

0.136



T1ALN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs leading to a risk for 
lower limb amputation by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ALN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe AEs leading to a risk
for lower limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.753
<= 65 years 1246 109 (8.7)

[7.1, 10.4]
1238 92 (7.4)

[5.9, 8.9]
1.177

[0.902, 1.536]
1.194

[0.894, 1.595]
1.3

[-0.9, 3.5]
0.229

> 65 years 903 82 (9.1)
[7.2, 11.0]

911 75 (8.2)
[6.4, 10.1]

1.103
[0.818, 1.488]

1.113
[0.802, 1.545]

0.8
[-1.9, 3.5]

0.521

B: Sex 0.528
Male 1440 131 (9.1)

[7.6, 10.6]
1433 119 (8.3)

[6.8, 9.8]
1.095

[0.864, 1.389]
1.105

[0.852, 1.433]
0.8

[-1.3, 2.9]
0.451

Female 709 60 (8.5)
[6.3, 10.6]

716 48 (6.7)
[4.8, 8.6]

1.262
[0.876, 1.819]

1.287
[0.867, 1.909]

1.8
[-1.1, 4.6]

0.210

C: Race 0.349
White 1123 99 (8.8)

[7.1, 10.5]
1163 104 (8.9)

[7.3, 10.6]
0.986

[0.758, 1.282]
0.984

[0.738, 1.313]
-0.1

[-2.5, 2.3]
0.915

Black or African American 104 12 (11.5)
[4.9, 18.2]

87 6 (6.9)
[1.0, 12.8]

1.673
[0.655, 4.273]

1.761
[0.632, 4.905]

4.6
[-4.5, 13.8]

0.275

Asian 747 51 (6.8)
[5.0, 8.7]

718 34 (4.7)
[3.1, 6.4]

1.442
[0.946, 2.198]

1.474
[0.943, 2.304]

2.1
[-0.4, 4.6]

0.087

Other 175 29 (16.6)
[10.8, 22.4]

181 23 (12.7)
[7.6, 17.8]

1.304
[0.786, 2.164]

1.365
[0.755, 2.466]

3.9
[-4.0, 11.8]

0.303

D: Region 0.437
Asia 690 49 (7.1)

[5.1, 9.1]
654 31 (4.7)

[3.0, 6.4]
1.498

[0.968, 2.319]
1.536

[0.967, 2.441]
2.4

[-0.3, 5.0]
0.068

Europe 609 38 (6.2)
[4.2, 8.2]

620 43 (6.9)
[4.9, 9.0]

0.900
[0.590, 1.372]

0.893
[0.569, 1.403]

-0.7
[-3.6, 2.2]

0.623

North America 401 48 (12.0)
[8.7, 15.3]

412 43 (10.4)
[7.4, 13.5]

1.147
[0.778, 1.690]

1.167
[0.754, 1.806]

1.5
[-3.0, 6.1]

0.488

Latin/South America 449 56 (12.5)
[9.3, 15.6]

463 50 (10.8)
[7.9, 13.7]

1.155
[0.807, 1.653]

1.177
[0.785, 1.766]

1.7
[-2.7, 6.1]

0.431



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe AEs leading to a risk
for lower limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.025i
Yes 1453 153 (10.5)

[8.9, 12.1]
1450 148 (10.2)

[8.6, 11.8]
1.032

[0.833, 1.278]
1.035

[0.816, 1.314]
0.3

[-2.0, 2.6]
0.775

No 696 38 (5.5)
[3.7, 7.2]

699 19 (2.7)
[1.4, 4.0]

2.009
[1.170, 3.449]

2.067
[1.179, 3.622]

2.7
[0.5, 5.0]

0.010

F: Baseline UACR status 0.293
> 1000 mg/g 1047 102 (9.7)

[7.9, 11.6]
1030 79 (7.7)

[6.0, 9.3]
1.270

[0.959, 1.682]
1.299

[0.956, 1.767]
2.1

[-0.4, 4.6]
0.094

<= 1000 mg/g 1102 89 (8.1)
[6.4, 9.7]

1119 88 (7.9)
[6.2, 9.5]

1.027
[0.774, 1.362]

1.029
[0.757, 1.399]

0.2
[-2.1, 2.6]

0.854

G: Baseline eGFR (cut-off 1) 0.294
< 45 ml/min/1.73**2 1270 115 (9.1)

[7.4, 10.7]
1248 90 (7.2)

[5.7, 8.7]
1.256

[0.964, 1.636]
1.281

[0.961, 1.708]
1.8

[-0.4, 4.1]
0.091

>= 45 ml/min/1.73**2 879 76 (8.6)
[6.7, 10.6]

901 77 (8.5)
[6.7, 10.4]

1.012
[0.747, 1.370]

1.013
[0.727, 1.411]

0.1
[-2.6, 2.8]

0.940

H: Baseline eGFR (cut-off 2) 0.909
< 30 ml/min/1.73**2 293 25 (8.5)

[5.2, 11.9]
331 24 (7.3)

[4.3, 10.2]
1.177

[0.687, 2.014]
1.193

[0.666, 2.139]
1.3

[-3.3, 5.9]
0.553

>= 30 ml/min/1.73**2 1856 166 (8.9)
[7.6, 10.3]

1818 143 (7.9)
[6.6, 9.1]

1.137
[0.918, 1.408]

1.151
[0.911, 1.453]

1.1
[-0.8, 2.9]

0.239

I: Baseline eGFR (cut-off 3) 0.758
< 60 ml/min/1.73**2 1915 171 (8.9)

[7.6, 10.2]
1929 149 (7.7)

[6.5, 8.9]
1.156

[0.937, 1.427]
1.171

[0.931, 1.473]
1.2

[-0.6, 3.0]
0.176

>= 60 ml/min/1.73**2 234 20 (8.5)
[4.8, 12.3]

220 18 (8.2)
[4.3, 12.0]

1.045
[0.568, 1.922]

1.049
[0.539, 2.040]

0.4
[-5.2, 5.9]

0.888



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe AEs leading to a risk
for lower limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.629
<= 130 mmHg 793 69 (8.7)

[6.7, 10.7]
748 53 (7.1)

[5.2, 9.0]
1.228

[0.871, 1.732]
1.250

[0.861, 1.814]
1.6

[-1.2, 4.4]
0.241

> 130 mmHg 1356 122 (9.0)
[7.4, 10.6]

1401 114 (8.1)
[6.7, 9.6]

1.106
[0.866, 1.411]

1.116
[0.855, 1.458]

0.9
[-1.3, 3.0]

0.420

K: Treatment at randomisation 0.314
ACE-I only 650 56 (8.6)

[6.4, 10.8]
651 56 (8.6)

[6.4, 10.8]
1.002

[0.703, 1.427]
1.002

[0.680, 1.476]
0.0

[-3.2, 3.2]
0.993

ARB only 1418 127 (9.0)
[7.4, 10.5]

1399 100 (7.1)
[5.8, 8.5]

1.253
[0.974, 1.611]

1.278
[0.972, 1.679]

1.8
[-0.3, 3.9]

0.078



T1ALC_SAIS: Proportion of subjects with AEOSI: Severe AEs leading to a risk for 
lower limb amputation by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALC_SAIS: Proportion of subjects with AEOSI: Severe AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe AEs leading to a risk for
lower limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.977
<= 65 years 1246 17 (1.4)

[0.7, 2.0]
1238 17 (1.4)

[0.7, 2.1]
0.994

[0.510, 1.937]
0.993

[0.505, 1.955]
-0.0

[-1.0, 1.0]
0.985

> 65 years 903 12 (1.3)
[0.5, 2.1]

911 12 (1.3)
[0.5, 2.1]

1.009
[0.456, 2.234]

1.009
[0.451, 2.258]

0.0
[-1.2, 1.2]

0.983

B: Sex 0.242
Male 1440 18 (1.3)

[0.6, 1.9]
1433 22 (1.5)

[0.9, 2.2]
0.814

[0.439, 1.511]
0.812

[0.434, 1.520]
-0.3

[-1.2, 0.6]
0.514

Female 709 11 (1.6)
[0.6, 2.5]

716 7 (1.0)
[0.2, 1.8]

1.587
[0.619, 4.070]

1.596
[0.615, 4.141]

0.6
[-0.7, 1.9]

0.332

C: Race 0.459
White 1123 22 (2.0)

[1.1, 2.8]
1163 23 (2.0)

[1.1, 2.8]
0.991

[0.555, 1.767]
0.990

[0.549, 1.787]
-0.0

[-1.2, 1.2]
0.974

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 3 (3.4)
[0.0, 7.9]

0.279
[0.030, 2.633]

0.272
[0.028, 2.662]

-2.5
[-7.8, 2.8]

0.332#

Asian 747 3 (0.4)
[0.0, 0.9]

718 1 (0.1)
[0.0, 0.5]

2.884
[0.301, 27.657]

2.891
[0.300, 27.859]

0.3
[-0.4, 0.9]

0.625#

Other 175 3 (1.7)
[0.0, 3.9]

181 2 (1.1)
[0.0, 2.9]

1.551
[0.262, 9.173]

1.561
[0.258, 9.457]

0.6
[-2.4, 3.6]

0.681#

D: Region 0.758
Asia 690 3 (0.4)

[0.0, 1.0]
654 1 (0.2)

[0.0, 0.5]
2.843

[0.297, 27.267]
2.852

[0.296, 27.483]
0.3

[-0.4, 1.0]
0.625#

Europe 609 8 (1.3)
[0.3, 2.3]

620 7 (1.1)
[0.2, 2.0]

1.163
[0.425, 3.189]

1.166
[0.420, 3.235]

0.2
[-1.2, 1.6]

0.768

North America 401 8 (2.0)
[0.5, 3.5]

412 10 (2.4)
[0.8, 4.0]

0.822
[0.328, 2.061]

0.818
[0.320, 2.095]

-0.4
[-2.7, 1.8]

0.676

Latin/South America 449 10 (2.2)
[0.8, 3.7]

463 11 (2.4)
[0.9, 3.9]

0.937
[0.402, 2.186]

0.936
[0.394, 2.226]

-0.1
[-2.3, 2.0]

0.881



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALC_SAIS: Proportion of subjects with AEOSI: Severe AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe AEs leading to a risk for
lower limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.994
Yes 1453 26 (1.8)

[1.1, 2.5]
1450 26 (1.8)

[1.1, 2.5]
0.998

[0.582, 1.710]
0.998

[0.577, 1.727]
-0.0

[-1.0, 1.0]
0.994

No 696 3 (0.4)
[0.0, 1.0]

699 3 (0.4)
[0.0, 1.0]

1.004
[0.203, 4.959]

1.004
[0.202, 4.993]

0.0
[-0.8, 0.8]

1.000#

F: Baseline UACR status 0.392
> 1000 mg/g 1047 12 (1.1)

[0.5, 1.8]
1030 15 (1.5)

[0.7, 2.2]
0.787

[0.370, 1.673]
0.785

[0.365, 1.684]
-0.3

[-1.4, 0.8]
0.533

<= 1000 mg/g 1102 17 (1.5)
[0.8, 2.3]

1119 14 (1.3)
[0.6, 1.9]

1.233
[0.611, 2.489]

1.237
[0.607, 2.521]

0.3
[-0.8, 1.4]

0.558

G: Baseline eGFR (cut-off 1) 0.542
< 45 ml/min/1.73**2 1270 13 (1.0)

[0.4, 1.6]
1248 15 (1.2)

[0.6, 1.8]
0.852

[0.407, 1.782]
0.850

[0.403, 1.794]
-0.2

[-1.1, 0.7]
0.670

>= 45 ml/min/1.73**2 879 16 (1.8)
[0.9, 2.8]

901 14 (1.6)
[0.7, 2.4]

1.171
[0.575, 2.386]

1.175
[0.570, 2.421]

0.3
[-1.0, 1.6]

0.663

H: Baseline eGFR (cut-off 2) 0.366
< 30 ml/min/1.73**2 293 1 (0.3)

[0.0, 1.2]
331 3 (0.9)

[0.0, 2.1]
0.377

[0.039, 3.600]
0.374

[0.039, 3.619]
-0.6

[-2.1, 1.0]
0.627#

>= 30 ml/min/1.73**2 1856 28 (1.5)
[0.9, 2.1]

1818 26 (1.4)
[0.9, 2.0]

1.055
[0.621, 1.792]

1.056
[0.617, 1.808]

0.1
[-0.8, 0.9]

0.843

I: Baseline eGFR (cut-off 3) 0.815
< 60 ml/min/1.73**2 1915 23 (1.2)

[0.7, 1.7]
1929 24 (1.2)

[0.7, 1.8]
0.965

[0.547, 1.704]
0.965

[0.543, 1.716]
-0.0

[-0.8, 0.7]
0.903

>= 60 ml/min/1.73**2 234 6 (2.6)
[0.3, 4.8]

220 5 (2.3)
[0.1, 4.5]

1.128
[0.349, 3.644]

1.132
[0.340, 3.762]

0.3
[-3.0, 3.6]

0.840



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALC_SAIS: Proportion of subjects with AEOSI: Severe AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe AEs leading to a risk for
lower limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.496
<= 130 mmHg 793 11 (1.4)

[0.5, 2.3]
748 8 (1.1)

[0.3, 1.9]
1.297

[0.525, 3.207]
1.301

[0.520, 3.253]
0.3

[-0.9, 1.5]
0.572

> 130 mmHg 1356 18 (1.3)
[0.7, 2.0]

1401 21 (1.5)
[0.8, 2.2]

0.886
[0.474, 1.655]

0.884
[0.469, 1.667]

-0.2
[-1.1, 0.8]

0.703

K: Treatment at randomisation 0.549
ACE-I only 650 9 (1.4)

[0.4, 2.4]
651 12 (1.8)

[0.7, 3.0]
0.751

[0.319, 1.770]
0.748

[0.313, 1.787]
-0.5

[-2.0, 1.1]
0.512

ARB only 1418 18 (1.3)
[0.7, 1.9]

1399 17 (1.2)
[0.6, 1.8]

1.045
[0.541, 2.019]

1.045
[0.536, 2.036]

0.1
[-0.8, 0.9]

0.897



T1ALS_SAIS: Proportion of subjects with AEOSI: Serious AEs leading to a risk for 
lower limb amputation by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALS_SAIS: Proportion of subjects with AEOSI: Serious AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious AEs leading to a risk for
lower limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.166
<= 65 years 1246 38 (3.0)

[2.1, 4.0]
1238 47 (3.8)

[2.7, 4.9]
0.803

[0.528, 1.223]
0.797

[0.516, 1.232]
-0.7

[-2.3, 0.8]
0.306

> 65 years 903 34 (3.8)
[2.5, 5.1]

911 27 (3.0)
[1.8, 4.1]

1.270
[0.773, 2.088]

1.281
[0.766, 2.141]

0.8
[-1.0, 2.6]

0.344

B: Sex 0.279
Male 1440 49 (3.4)

[2.4, 4.4]
1433 56 (3.9)

[2.9, 4.9]
0.871

[0.598, 1.269]
0.866

[0.586, 1.280]
-0.5

[-1.9, 0.9]
0.471

Female 709 23 (3.2)
[1.9, 4.6]

716 18 (2.5)
[1.3, 3.7]

1.290
[0.703, 2.370]

1.300
[0.695, 2.431]

0.7
[-1.1, 2.6]

0.410

C: Race 0.592
White 1123 44 (3.9)

[2.7, 5.1]
1163 48 (4.1)

[2.9, 5.3]
0.949

[0.636, 1.417]
0.947

[0.624, 1.438]
-0.2

[-1.9, 1.5]
0.799

Black or African American 104 2 (1.9)
[0.0, 5.0]

87 4 (4.6)
[0.0, 9.6]

0.418
[0.078, 2.229]

0.407
[0.073, 2.277]

-2.7
[-8.9, 3.5]

0.414#

Asian 747 17 (2.3)
[1.1, 3.4]

718 16 (2.2)
[1.1, 3.4]

1.021
[0.520, 2.006]

1.022
[0.512, 2.038]

0.0
[-1.6, 1.7]

0.951

Other 175 9 (5.1)
[1.6, 8.7]

181 6 (3.3)
[0.4, 6.2]

1.551
[0.564, 4.268]

1.581
[0.551, 4.540]

1.8
[-2.9, 6.6]

0.391

D: Region 0.828
Asia 690 16 (2.3)

[1.1, 3.5]
654 16 (2.4)

[1.2, 3.7]
0.948

[0.478, 1.880]
0.947

[0.469, 1.909]
-0.1

[-1.9, 1.7]
0.878

Europe 609 15 (2.5)
[1.1, 3.8]

620 20 (3.2)
[1.8, 4.7]

0.764
[0.395, 1.477]

0.758
[0.384, 1.494]

-0.8
[-2.8, 1.3]

0.422

North America 401 16 (4.0)
[1.9, 6.0]

412 15 (3.6)
[1.7, 5.6]

1.096
[0.549, 2.187]

1.100
[0.536, 2.256]

0.3
[-2.5, 3.2]

0.795

Latin/South America 449 25 (5.6)
[3.3, 7.8]

463 23 (5.0)
[2.9, 7.1]

1.121
[0.646, 1.945]

1.128
[0.630, 2.018]

0.6
[-2.5, 3.7]

0.685



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALS_SAIS: Proportion of subjects with AEOSI: Serious AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious AEs leading to a risk for
lower limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.690
Yes 1453 67 (4.6)

[3.5, 5.7]
1450 70 (4.8)

[3.7, 6.0]
0.955

[0.689, 1.325]
0.953

[0.676, 1.343]
-0.2

[-1.8, 1.4]
0.783

No 696 5 (0.7)
[0.0, 1.4]

699 4 (0.6)
[0.0, 1.2]

1.255
[0.339, 4.655]

1.257
[0.336, 4.702]

0.1
[-0.8, 1.1]

0.753#

F: Baseline UACR status 0.356
> 1000 mg/g 1047 41 (3.9)

[2.7, 5.1]
1030 36 (3.5)

[2.3, 4.7]
1.120

[0.722, 1.738]
1.125

[0.713, 1.776]
0.4

[-1.3, 2.1]
0.612

<= 1000 mg/g 1102 31 (2.8)
[1.8, 3.8]

1119 38 (3.4)
[2.3, 4.5]

0.828
[0.519, 1.321]

0.823
[0.509, 1.333]

-0.6
[-2.1, 0.9]

0.429

G: Baseline eGFR (cut-off 1) 0.838
< 45 ml/min/1.73**2 1270 36 (2.8)

[1.9, 3.8]
1248 35 (2.8)

[1.8, 3.8]
1.011

[0.639, 1.599]
1.011

[0.631, 1.621]
0.0

[-1.3, 1.4]
0.964

>= 45 ml/min/1.73**2 879 36 (4.1)
[2.7, 5.5]

901 39 (4.3)
[2.9, 5.7]

0.946
[0.607, 1.474]

0.944
[0.594, 1.499]

-0.2
[-2.2, 1.7]

0.807

H: Baseline eGFR (cut-off 2) 0.549
< 30 ml/min/1.73**2 293 8 (2.7)

[0.7, 4.8]
331 7 (2.1)

[0.4, 3.8]
1.291

[0.474, 3.517]
1.299

[0.465, 3.628]
0.6

[-2.1, 3.4]
0.617

>= 30 ml/min/1.73**2 1856 64 (3.4)
[2.6, 4.3]

1818 67 (3.7)
[2.8, 4.6]

0.936
[0.668, 1.310]

0.933
[0.658, 1.323]

-0.2
[-1.5, 1.0]

0.698

I: Baseline eGFR (cut-off 3) 0.388
< 60 ml/min/1.73**2 1915 65 (3.4)

[2.6, 4.2]
1929 64 (3.3)

[2.5, 4.1]
1.023

[0.729, 1.436]
1.024

[0.721, 1.454]
0.1

[-1.1, 1.3]
0.895

>= 60 ml/min/1.73**2 234 7 (3.0)
[0.6, 5.4]

220 10 (4.5)
[1.6, 7.5]

0.658
[0.255, 1.699]

0.648
[0.242, 1.732]

-1.6
[-5.5, 2.4]

0.384



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALS_SAIS: Proportion of subjects with AEOSI: Serious AEs leading to a risk for lower limb amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious AEs leading to a risk for
lower limb amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.612
<= 130 mmHg 793 22 (2.8)

[1.6, 4.0]
748 24 (3.2)

[1.9, 4.5]
0.865

[0.489, 1.529]
0.861

[0.478, 1.549]
-0.4

[-2.3, 1.4]
0.617

> 130 mmHg 1356 50 (3.7)
[2.6, 4.7]

1401 50 (3.6)
[2.6, 4.6]

1.033
[0.703, 1.518]

1.034
[0.694, 1.542]

0.1
[-1.4, 1.6]

0.868

K: Treatment at randomisation 0.470
ACE-I only 650 23 (3.5)

[2.0, 5.0]
651 28 (4.3)

[2.7, 5.9]
0.823

[0.479, 1.413]
0.816

[0.465, 1.433]
-0.8

[-3.0, 1.5]
0.479

ARB only 1418 45 (3.2)
[2.2, 4.1]

1399 42 (3.0)
[2.1, 3.9]

1.057
[0.699, 1.599]

1.059
[0.691, 1.623]

0.2
[-1.2, 1.5]

0.793



T1ALVN_SSIS: Proportion of subjects with AEOSI: Non-severe vascular AEs by 
subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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ASTRA ZENECA Page 1 of 3
Value Dossier Analysis: D169AC0001 Program Name: IS_saf3.sas
Data Cut Date: 17JUL2020 Run Date: 21APR2021:17:16:30

Table T1ALVN_SSIS: Proportion of subjects with AEOSI: Non-severe vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.492
<= 65 years 1246 8 (0.6)

[0.2, 1.1]
1238 9 (0.7)

[0.2, 1.2]
0.883

[0.342, 2.282]
0.882

[0.339, 2.295]
-0.1

[-0.8, 0.6]
0.797

> 65 years 903 16 (1.8)
[0.9, 2.7]

911 12 (1.3)
[0.5, 2.1]

1.345
[0.640, 2.827]

1.351
[0.636, 2.873]

0.5
[-0.8, 1.7]

0.432

B: Sex 0.535
Male 1440 22 (1.5)

[0.9, 2.2]
1433 18 (1.3)

[0.6, 1.9]
1.216

[0.655, 2.258]
1.220

[0.651, 2.284]
0.3

[-0.7, 1.2]
0.534

Female 709 2 (0.3)
[0.0, 0.7]

716 3 (0.4)
[0.0, 1.0]

0.673
[0.113, 4.017]

0.672
[0.112, 4.036]

-0.1
[-0.9, 0.6]

1.000#

C: Race 0.912
White 1123 20 (1.8)

[1.0, 2.6]
1163 18 (1.5)

[0.8, 2.3]
1.151

[0.612, 2.164]
1.153

[0.607, 2.192]
0.2

[-0.9, 1.4]
0.663

Black or African American 104 0 (0.0) 87 0 (0.0)
Asian 747 2 (0.3)

[0.0, 0.7]
718 1 (0.1)

[0.0, 0.5]
1.922

[0.175, 21.154]
1.925

[0.174, 21.274]
0.1

[-0.5, 0.7]
1.000#

Other 175 2 (1.1)
[0.0, 3.0]

181 2 (1.1)
[0.0, 2.9]

1.034
[0.147, 7.262]

1.035
[0.144, 7.427]

0.0
[-2.7, 2.8]

1.000#

D: Region 0.051
Asia 690 2 (0.3)

[0.0, 0.8]
654 0 (0.0)

[0.0, 0.1]
4.740 +

[0.228, 98.535]
4.753 +

[0.228, 99.190]
0.3

[-0.3, 0.8]
0.500#

Europe 609 10 (1.6)
[0.6, 2.7]

620 12 (1.9)
[0.8, 3.1]

0.848
[0.369, 1.949]

0.846
[0.363, 1.973]

-0.3
[-1.9, 1.4]

0.698

North America 401 2 (0.5)
[0.0, 1.3]

412 6 (1.5)
[0.2, 2.7]

0.342
[0.070, 1.687]

0.339
[0.068, 1.691]

-1.0
[-2.6, 0.6]

0.287#

Latin/South America 449 10 (2.2)
[0.8, 3.7]

463 3 (0.6)
[0.0, 1.5]

3.437
[0.952, 12.408]

3.493
[0.955, 12.775]

1.6
[-0.2, 3.3]

0.044



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALVN_SSIS: Proportion of subjects with AEOSI: Non-severe vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.016i
Yes 1453 16 (1.1)

[0.5, 1.7]
1450 20 (1.4)

[0.7, 2.0]
0.798

[0.415, 1.534]
0.796

[0.411, 1.543]
-0.3

[-1.2, 0.6]
0.498

No 696 8 (1.1)
[0.3, 2.0]

699 1 (0.1)
[0.0, 0.5]

8.034
[1.008, 64.068]

8.116
[1.012, 65.065]

1.0
[0.0, 2.0]

0.021#

F: Baseline UACR status 0.213
> 1000 mg/g 1047 16 (1.5)

[0.7, 2.3]
1030 10 (1.0)

[0.3, 1.6]
1.574

[0.718, 3.452]
1.583

[0.715, 3.505]
0.6

[-0.5, 1.6]
0.253

<= 1000 mg/g 1102 8 (0.7)
[0.2, 1.3]

1119 11 (1.0)
[0.4, 1.6]

0.738
[0.298, 1.829]

0.737
[0.295, 1.838]

-0.3
[-1.1, 0.6]

0.511

G: Baseline eGFR (cut-off 1) 0.227
< 45 ml/min/1.73**2 1270 18 (1.4)

[0.7, 2.1]
1248 12 (1.0)

[0.4, 1.5]
1.474

[0.713, 3.047]
1.481

[0.710, 3.087]
0.5

[-0.5, 1.4]
0.292

>= 45 ml/min/1.73**2 879 6 (0.7)
[0.1, 1.3]

901 9 (1.0)
[0.3, 1.7]

0.683
[0.244, 1.912]

0.681
[0.241, 1.922]

-0.3
[-1.3, 0.6]

0.466

H: Baseline eGFR (cut-off 2) 0.122
< 30 ml/min/1.73**2 293 6 (2.0)

[0.3, 3.8]
331 2 (0.6)

[0.0, 1.6]
3.389

[0.689, 16.662]
3.439

[0.689, 17.172]
1.4

[-0.7, 3.6]
0.156#

>= 30 ml/min/1.73**2 1856 18 (1.0)
[0.5, 1.4]

1818 19 (1.0)
[0.6, 1.5]

0.928
[0.489, 1.762]

0.927
[0.485, 1.773]

-0.1
[-0.8, 0.6]

0.819

I: Baseline eGFR (cut-off 3) 0.672
< 60 ml/min/1.73**2 1915 22 (1.1)

[0.6, 1.7]
1929 20 (1.0)

[0.6, 1.5]
1.108

[0.607, 2.024]
1.109

[0.603, 2.039]
0.1

[-0.6, 0.8]
0.738

>= 60 ml/min/1.73**2 234 2 (0.9)
[0.0, 2.2]

220 1 (0.5)
[0.0, 1.6]

1.880
[0.172, 20.591]

1.888
[0.170, 20.969]

0.4
[-1.5, 2.3]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALVN_SSIS: Proportion of subjects with AEOSI: Non-severe vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.712
<= 130 mmHg 793 5 (0.6)

[0.0, 1.2]
748 5 (0.7)

[0.0, 1.3]
0.943

[0.274, 3.245]
0.943

[0.272, 3.270]
-0.0

[-1.0, 0.9]
1.000#

> 130 mmHg 1356 19 (1.4)
[0.7, 2.1]

1401 16 (1.1)
[0.5, 1.7]

1.227
[0.634, 2.376]

1.230
[0.630, 2.402]

0.3
[-0.7, 1.2]

0.544

K: Treatment at randomisation 0.033i
ACE-I only 650 9 (1.4)

[0.4, 2.4]
651 14 (2.2)

[1.0, 3.3]
0.644

[0.281, 1.477]
0.639

[0.275, 1.487]
-0.8

[-2.4, 0.8]
0.295

ARB only 1418 15 (1.1)
[0.5, 1.6]

1399 6 (0.4)
[0.1, 0.8]

2.467
[0.960, 6.339]

2.482
[0.960, 6.416]

0.6
[-0.1, 1.3]

0.052



T1ALVC_SAIS: Proportion of subjects with AEOSI: Severe vascular AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALVC_SAIS: Proportion of subjects with AEOSI: Severe vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.268
<= 65 years 1246 4 (0.3)

[0.0, 0.7]
1238 3 (0.2)

[0.0, 0.6]
1.325

[0.297, 5.907]
1.326

[0.296, 5.936]
0.1

[-0.4, 0.6]
1.000#

> 65 years 903 3 (0.3)
[0.0, 0.8]

911 7 (0.8)
[0.1, 1.4]

0.432
[0.112, 1.667]

0.430
[0.111, 1.670]

-0.4
[-1.2, 0.4]

0.342#

B: Sex 0.301
Male 1440 4 (0.3)

[0.0, 0.6]
1433 8 (0.6)

[0.1, 1.0]
0.498

[0.150, 1.649]
0.496

[0.149, 1.651]
-0.3

[-0.8, 0.3]
0.244

Female 709 3 (0.4)
[0.0, 1.0]

716 2 (0.3)
[0.0, 0.7]

1.515
[0.254, 9.038]

1.517
[0.253, 9.106]

0.1
[-0.6, 0.9]

0.686#

C: Race 0.397
White 1123 6 (0.5)

[0.1, 1.0]
1163 6 (0.5)

[0.1, 1.0]
1.036

[0.335, 3.201]
1.036

[0.333, 3.221]
0.0

[-0.7, 0.7]
0.952

Black or African American 104 0 (0.0)
[0.0, 0.5]

87 2 (2.3)
[0.0, 6.0]

0.168 +
[0.008, 3.445]

0.164 +
[0.008, 3.454]

-2.3
[-6.5, 1.9]

0.206#

Asian 747 0 (0.0)
[0.0, 0.1]

718 1 (0.1)
[0.0, 0.5]

0.320 +
[0.013, 7.852]

0.320 +
[0.013, 7.867]

-0.1
[-0.5, 0.3]

0.490#

Other 175 1 (0.6)
[0.0, 2.0]

181 1 (0.6)
[0.0, 1.9]

1.034
[0.065, 16.407]

1.034
[0.064, 16.669]

0.0
[-2.1, 2.1]

1.000#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALVC_SAIS: Proportion of subjects with AEOSI: Severe vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.111
Yes 1453 7 (0.5)

[0.1, 0.9]
1450 7 (0.5)

[0.1, 0.9]
0.998

[0.351, 2.838]
0.998

[0.349, 2.852]
-0.0

[-0.6, 0.6]
0.997

No 696 0 (0.0)
[0.0, 0.1]

699 3 (0.4)
[0.0, 1.0]

0.143 +
[0.007, 2.772]

0.143 +
[0.007, 2.771]

-0.4
[-1.1, 0.2]

0.249#

F: Baseline UACR status n<10
> 1000 mg/g n<10
<= 1000 mg/g n<10

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

H: Baseline eGFR (cut-off 2) 0.420
< 30 ml/min/1.73**2 293 0 (0.0)

[0.0, 0.2]
331 1 (0.3)

[0.0, 1.0]
0.376 +

[0.015, 9.205]
0.375 +

[0.015, 9.250]
-0.3

[-1.2, 0.6]
1.000#

>= 30 ml/min/1.73**2 1856 7 (0.4)
[0.1, 0.7]

1818 9 (0.5)
[0.1, 0.8]

0.762
[0.284, 2.041]

0.761
[0.283, 2.048]

-0.1
[-0.6, 0.4]

0.587

I: Baseline eGFR (cut-off 3) 0.720
< 60 ml/min/1.73**2 1915 6 (0.3)

[0.0, 0.6]
1929 8 (0.4)

[0.1, 0.7]
0.755

[0.263, 2.173]
0.755

[0.261, 2.179]
-0.1

[-0.5, 0.3]
0.602

>= 60 ml/min/1.73**2 234 1 (0.4)
[0.0, 1.5]

220 2 (0.9)
[0.0, 2.4]

0.470
[0.043, 5.148]

0.468
[0.042, 5.196]

-0.5
[-2.4, 1.5]

0.613#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALVC_SAIS: Proportion of subjects with AEOSI: Severe vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.136
<= 130 mmHg 793 3 (0.4)

[0.0, 0.9]
748 1 (0.1)

[0.0, 0.5]
2.830

[0.295, 27.144]
2.837

[0.294, 27.331]
0.2

[-0.4, 0.9]
0.625#

> 130 mmHg 1356 4 (0.3)
[0.0, 0.6]

1401 9 (0.6)
[0.2, 1.1]

0.459
[0.142, 1.488]

0.458
[0.141, 1.489]

-0.3
[-0.9, 0.2]

0.183

K: Treatment at randomisation 0.459
ACE-I only 650 1 (0.2)

[0.0, 0.5]
651 3 (0.5)

[0.0, 1.1]
0.334

[0.035, 3.201]
0.333

[0.035, 3.208]
-0.3

[-1.1, 0.4]
0.624#

ARB only 1418 6 (0.4)
[0.1, 0.8]

1399 7 (0.5)
[0.1, 0.9]

0.846
[0.285, 2.510]

0.845
[0.283, 2.521]

-0.1
[-0.6, 0.5]

0.762



T1ALVS_SAIS: Proportion of subjects with AEOSI: Serious vascular AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALVS_SAIS: Proportion of subjects with AEOSI: Serious vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.628
<= 65 years 1246 4 (0.3)

[0.0, 0.7]
1238 7 (0.6)

[0.1, 1.0]
0.568

[0.167, 1.935]
0.566

[0.165, 1.940]
-0.2

[-0.8, 0.4]
0.359

> 65 years 903 9 (1.0)
[0.3, 1.7]

911 11 (1.2)
[0.4, 2.0]

0.825
[0.344, 1.982]

0.824
[0.340, 1.997]

-0.2
[-1.3, 0.9]

0.667

B: Sex 0.361
Male 1440 10 (0.7)

[0.2, 1.2]
1433 16 (1.1)

[0.5, 1.7]
0.622

[0.283, 1.366]
0.619

[0.280, 1.369]
-0.4

[-1.2, 0.3]
0.232

Female 709 3 (0.4)
[0.0, 1.0]

716 2 (0.3)
[0.0, 0.7]

1.515
[0.254, 9.038]

1.517
[0.253, 9.106]

0.1
[-0.6, 0.9]

0.686#

C: Race 0.419
White 1123 12 (1.1)

[0.4, 1.7]
1163 14 (1.2)

[0.5, 1.9]
0.888

[0.412, 1.911]
0.886

[0.408, 1.925]
-0.1

[-1.1, 0.8]
0.761

Black or African American 104 0 (0.0)
[0.0, 0.5]

87 2 (2.3)
[0.0, 6.0]

0.168 +
[0.008, 3.445]

0.164 +
[0.008, 3.454]

-2.3
[-6.5, 1.9]

0.206#

Asian 747 0 (0.0)
[0.0, 0.1]

718 1 (0.1)
[0.0, 0.5]

0.320 +
[0.013, 7.852]

0.320 +
[0.013, 7.867]

-0.1
[-0.5, 0.3]

0.490#

Other 175 1 (0.6)
[0.0, 2.0]

181 1 (0.6)
[0.0, 1.9]

1.034
[0.065, 16.407]

1.034
[0.064, 16.669]

0.0
[-2.1, 2.1]

1.000#

D: Region 0.540
Asia 690 0 (0.0)

[0.0, 0.1]
654 1 (0.2)

[0.0, 0.5]
0.316 +

[0.013, 7.742]
0.315 +

[0.013, 7.758]
-0.2

[-0.6, 0.3]
0.487#

Europe 609 5 (0.8)
[0.0, 1.6]

620 10 (1.6)
[0.5, 2.7]

0.509
[0.175, 1.481]

0.505
[0.172, 1.486]

-0.8
[-2.2, 0.6]

0.206

North America 401 4 (1.0)
[0.0, 2.1]

412 3 (0.7)
[0.0, 1.7]

1.370
[0.309, 6.082]

1.374
[0.305, 6.177]

0.3
[-1.2, 1.8]

0.722#

Latin/South America 449 4 (0.9)
[0.0, 1.9]

463 4 (0.9)
[0.0, 1.8]

1.031
[0.259, 4.098]

1.031
[0.256, 4.150]

0.0
[-1.4, 1.5]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALVS_SAIS: Proportion of subjects with AEOSI: Serious vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.649
Yes 1453 10 (0.7)

[0.2, 1.1]
1450 15 (1.0)

[0.5, 1.6]
0.665

[0.300, 1.476]
0.663

[0.297, 1.481]
-0.3

[-1.1, 0.4]
0.313

No 696 3 (0.4)
[0.0, 1.0]

699 3 (0.4)
[0.0, 1.0]

1.004
[0.203, 4.959]

1.004
[0.202, 4.993]

0.0
[-0.8, 0.8]

1.000#

F: Baseline UACR status 0.772
> 1000 mg/g 1047 8 (0.8)

[0.2, 1.3]
1030 10 (1.0)

[0.3, 1.6]
0.787

[0.312, 1.986]
0.785

[0.309, 1.998]
-0.2

[-1.1, 0.7]
0.611

<= 1000 mg/g 1102 5 (0.5)
[0.0, 0.9]

1119 8 (0.7)
[0.2, 1.3]

0.635
[0.208, 1.934]

0.633
[0.206, 1.941]

-0.3
[-1.0, 0.5]

0.420

G: Baseline eGFR (cut-off 1) 0.788
< 45 ml/min/1.73**2 1270 6 (0.5)

[0.1, 0.9]
1248 9 (0.7)

[0.2, 1.2]
0.655

[0.234, 1.835]
0.653

[0.232, 1.841]
-0.2

[-0.9, 0.4]
0.418

>= 45 ml/min/1.73**2 879 7 (0.8)
[0.2, 1.4]

901 9 (1.0)
[0.3, 1.7]

0.797
[0.298, 2.131]

0.796
[0.295, 2.146]

-0.2
[-1.2, 0.8]

0.651

H: Baseline eGFR (cut-off 2) 0.294
< 30 ml/min/1.73**2 293 3 (1.0)

[0.0, 2.3]
331 2 (0.6)

[0.0, 1.6]
1.695

[0.285, 10.071]
1.702

[0.282, 10.255]
0.4

[-1.3, 2.2]
0.670#

>= 30 ml/min/1.73**2 1856 10 (0.5)
[0.2, 0.9]

1818 16 (0.9)
[0.4, 1.3]

0.612
[0.279, 1.345]

0.610
[0.276, 1.348]

-0.3
[-0.9, 0.3]

0.217

I: Baseline eGFR (cut-off 3) 0.775
< 60 ml/min/1.73**2 1915 11 (0.6)

[0.2, 0.9]
1929 16 (0.8)

[0.4, 1.3]
0.693

[0.322, 1.488]
0.691

[0.320, 1.492]
-0.3

[-0.8, 0.3]
0.344

>= 60 ml/min/1.73**2 234 2 (0.9)
[0.0, 2.2]

220 2 (0.9)
[0.0, 2.4]

0.940
[0.134, 6.617]

0.940
[0.131, 6.729]

-0.1
[-2.2, 2.1]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALVS_SAIS: Proportion of subjects with AEOSI: Serious vascular AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious vascular AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.423
<= 130 mmHg 793 3 (0.4)

[0.0, 0.9]
748 2 (0.3)

[0.0, 0.7]
1.415

[0.237, 8.444]
1.416

[0.236, 8.501]
0.1

[-0.6, 0.8]
1.000#

> 130 mmHg 1356 10 (0.7)
[0.2, 1.2]

1401 16 (1.1)
[0.5, 1.7]

0.646
[0.294, 1.418]

0.643
[0.291, 1.422]

-0.4
[-1.2, 0.4]

0.272

K: Treatment at randomisation 0.355
ACE-I only 650 5 (0.8)

[0.0, 1.5]
651 10 (1.5)

[0.5, 2.6]
0.501

[0.172, 1.457]
0.497

[0.169, 1.462]
-0.8

[-2.1, 0.5]
0.195

ARB only 1418 8 (0.6)
[0.1, 1.0]

1399 8 (0.6)
[0.1, 1.0]

0.987
[0.371, 2.621]

0.987
[0.369, 2.636]

-0.0
[-0.6, 0.6]

0.978



T1ALFN_SSIS: Proportion of subjects with AEOSI: Non-severe diabetic foot related 
AEs by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALFN_SSIS: Proportion of subjects with AEOSI: Non-severe diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe diabetic foot related
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.356
<= 65 years 1246 46 (3.7)

[2.6, 4.8]
1238 60 (4.8)

[3.6, 6.1]
0.762

[0.523, 1.109]
0.753

[0.508, 1.114]
-1.2

[-2.8, 0.5]
0.155

> 65 years 903 34 (3.8)
[2.5, 5.1]

911 34 (3.7)
[2.4, 5.0]

1.009
[0.633, 1.608]

1.009
[0.622, 1.638]

0.0
[-1.8, 1.9]

0.970

B: Sex 0.054
Male 1440 53 (3.7)

[2.7, 4.7]
1433 74 (5.2)

[4.0, 6.3]
0.713

[0.505, 1.006]
0.702

[0.489, 1.006]
-1.5

[-3.1, 0.1]
0.053

Female 709 27 (3.8)
[2.3, 5.3]

716 20 (2.8)
[1.5, 4.1]

1.363
[0.772, 2.408]

1.378
[0.765, 2.480]

1.0
[-1.0, 3.0]

0.284

C: Race 0.493
White 1123 45 (4.0)

[2.8, 5.2]
1163 57 (4.9)

[3.6, 6.2]
0.818

[0.558, 1.198]
0.810

[0.543, 1.208]
-0.9

[-2.7, 0.9]
0.301

Black or African American 104 6 (5.8)
[0.8, 10.7]

87 2 (2.3)
[0.0, 6.0]

2.510
[0.520, 12.120]

2.602
[0.512, 13.234]

3.5
[-3.1, 10.0]

0.295#

Asian 747 15 (2.0)
[0.9, 3.1]

718 20 (2.8)
[1.5, 4.1]

0.721
[0.372, 1.397]

0.715
[0.363, 1.408]

-0.8
[-2.5, 0.9]

0.330

Other 175 14 (8.0)
[3.7, 12.3]

181 15 (8.3)
[4.0, 12.6]

0.965
[0.480, 1.940]

0.962
[0.450, 2.058]

-0.3
[-6.5, 6.0]

0.921

D: Region 0.280
Asia 690 14 (2.0)

[0.9, 3.2]
654 20 (3.1)

[1.7, 4.5]
0.663

[0.338, 1.303]
0.657

[0.329, 1.311]
-1.0

[-2.9, 0.8]
0.230

Europe 609 11 (1.8)
[0.7, 2.9]

620 20 (3.2)
[1.8, 4.7]

0.560
[0.271, 1.159]

0.552
[0.262, 1.162]

-1.4
[-3.3, 0.5]

0.113

North America 401 26 (6.5)
[3.9, 9.0]

412 21 (5.1)
[2.9, 7.3]

1.272
[0.728, 2.223]

1.291
[0.714, 2.334]

1.4
[-2.1, 4.8]

0.397

Latin/South America 449 29 (6.5)
[4.1, 8.8]

463 33 (7.1)
[4.7, 9.6]

0.906
[0.560, 1.467]

0.900
[0.537, 1.508]

-0.7
[-4.2, 2.8]

0.689



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALFN_SSIS: Proportion of subjects with AEOSI: Non-severe diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe diabetic foot related
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.942
Yes 1453 76 (5.2)

[4.1, 6.4]
1450 89 (6.1)

[4.9, 7.4]
0.852

[0.633, 1.147]
0.844

[0.616, 1.157]
-0.9

[-2.7, 0.8]
0.291

No 696 4 (0.6)
[0.0, 1.2]

699 5 (0.7)
[0.0, 1.4]

0.803
[0.217, 2.979]

0.802
[0.215, 3.000]

-0.1
[-1.1, 0.8]

1.000#

F: Baseline UACR status 0.185
> 1000 mg/g 1047 46 (4.4)

[3.1, 5.7]
1030 44 (4.3)

[3.0, 5.6]
1.028

[0.686, 1.541]
1.030

[0.675, 1.571]
0.1

[-1.7, 2.0]
0.892

<= 1000 mg/g 1102 34 (3.1)
[2.0, 4.2]

1119 50 (4.5)
[3.2, 5.7]

0.690
[0.450, 1.059]

0.681
[0.437, 1.061]

-1.4
[-3.1, 0.3]

0.088

G: Baseline eGFR (cut-off 1) 0.417
< 45 ml/min/1.73**2 1270 49 (3.9)

[2.8, 5.0]
1248 51 (4.1)

[2.9, 5.2]
0.944

[0.643, 1.386]
0.942

[0.631, 1.405]
-0.2

[-1.8, 1.4]
0.769

>= 45 ml/min/1.73**2 879 31 (3.5)
[2.3, 4.8]

901 43 (4.8)
[3.3, 6.2]

0.739
[0.470, 1.162]

0.729
[0.455, 1.169]

-1.2
[-3.2, 0.7]

0.188

H: Baseline eGFR (cut-off 2) 0.832
< 30 ml/min/1.73**2 293 9 (3.1)

[0.9, 5.2]
331 11 (3.3)

[1.2, 5.4]
0.924

[0.388, 2.199]
0.922

[0.377, 2.257]
-0.3

[-3.3, 2.8]
0.859

>= 30 ml/min/1.73**2 1856 71 (3.8)
[2.9, 4.7]

1818 83 (4.6)
[3.6, 5.6]

0.838
[0.614, 1.143]

0.831
[0.602, 1.149]

-0.7
[-2.1, 0.6]

0.263

I: Baseline eGFR (cut-off 3) 0.641
< 60 ml/min/1.73**2 1915 71 (3.7)

[2.8, 4.6]
1929 82 (4.3)

[3.3, 5.2]
0.872

[0.639, 1.191]
0.867

[0.627, 1.199]
-0.5

[-1.8, 0.7]
0.389

>= 60 ml/min/1.73**2 234 9 (3.8)
[1.2, 6.5]

220 12 (5.5)
[2.2, 8.7]

0.705
[0.303, 1.641]

0.693
[0.286, 1.679]

-1.6
[-5.9, 2.7]

0.415



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALFN_SSIS: Proportion of subjects with AEOSI: Non-severe diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe diabetic foot related
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.283
<= 130 mmHg 793 22 (2.8)

[1.6, 4.0]
748 31 (4.1)

[2.6, 5.6]
0.669

[0.391, 1.145]
0.660

[0.379, 1.151]
-1.4

[-3.3, 0.6]
0.140

> 130 mmHg 1356 58 (4.3)
[3.2, 5.4]

1401 63 (4.5)
[3.4, 5.6]

0.951
[0.671, 1.348]

0.949
[0.659, 1.367]

-0.2
[-1.8, 1.4]

0.779

K: Treatment at randomisation 0.201
ACE-I only 650 27 (4.2)

[2.5, 5.8]
651 23 (3.5)

[2.0, 5.0]
1.176

[0.681, 2.029]
1.183

[0.671, 2.086]
0.6

[-1.6, 2.9]
0.560

ARB only 1418 49 (3.5)
[2.5, 4.4]

1399 63 (4.5)
[3.4, 5.6]

0.767
[0.532, 1.106]

0.759
[0.519, 1.111]

-1.0
[-2.6, 0.5]

0.155



T1ALFC_SAIS: Proportion of subjects with AEOSI: Severe diabetic foot related AEs by 
subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ALFC_SAIS: Proportion of subjects with AEOSI: Severe diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe diabetic foot related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.540
<= 65 years 1246 12 (1.0)

[0.4, 1.5]
1238 13 (1.1)

[0.4, 1.7]
0.917

[0.420, 2.002]
0.916

[0.416, 2.016]
-0.1

[-1.0, 0.8]
0.828

> 65 years 903 7 (0.8)
[0.1, 1.4]

911 5 (0.5)
[0.0, 1.1]

1.412
[0.450, 4.434]

1.416
[0.448, 4.477]

0.2
[-0.6, 1.1]

0.552

B: Sex 0.188
Male 1440 11 (0.8)

[0.3, 1.2]
1433 14 (1.0)

[0.4, 1.5]
0.782

[0.356, 1.716]
0.780

[0.353, 1.724]
-0.2

[-1.0, 0.5]
0.539

Female 709 8 (1.1)
[0.3, 2.0]

716 4 (0.6)
[0.0, 1.2]

2.020
[0.611, 6.677]

2.031
[0.609, 6.777]

0.6
[-0.5, 1.7]

0.239

C: Race 0.363
White 1123 13 (1.2)

[0.5, 1.8]
1163 16 (1.4)

[0.7, 2.1]
0.841

[0.407, 1.741]
0.840

[0.402, 1.754]
-0.2

[-1.2, 0.8]
0.641

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000#

Asian 747 2 (0.3)
[0.0, 0.7]

718 0 (0.0)
[0.0, 0.1]

4.806 +
[0.231, 99.936]

4.819 +
[0.231, 100.548]

0.3
[-0.2, 0.8]

0.500#

Other 175 3 (1.7)
[0.0, 3.9]

181 1 (0.6)
[0.0, 1.9]

3.103
[0.326, 29.546]

3.140
[0.323, 30.474]

1.2
[-1.6, 3.9]

0.365#

D: Region 0.512
Asia 690 2 (0.3)

[0.0, 0.8]
654 0 (0.0)

[0.0, 0.1]
4.740 +

[0.228, 98.535]
4.753 +

[0.228, 99.190]
0.3

[-0.3, 0.8]
0.500#

Europe 609 4 (0.7)
[0.0, 1.4]

620 3 (0.5)
[0.0, 1.1]

1.357
[0.305, 6.040]

1.360
[0.303, 6.101]

0.2
[-0.8, 1.2]

0.723#

North America 401 5 (1.2)
[0.0, 2.5]

412 7 (1.7)
[0.3, 3.1]

0.734
[0.235, 2.293]

0.731
[0.230, 2.321]

-0.5
[-2.4, 1.4]

0.593

Latin/South America 449 8 (1.8)
[0.4, 3.1]

463 8 (1.7)
[0.4, 3.0]

1.031
[0.390, 2.724]

1.032
[0.384, 2.773]

0.1
[-1.9, 2.0]

0.951



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALFC_SAIS: Proportion of subjects with AEOSI: Severe diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe diabetic foot related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.322
Yes 1453 18 (1.2)

[0.6, 1.8]
1450 18 (1.2)

[0.6, 1.8]
0.998

[0.521, 1.910]
0.998

[0.517, 1.926]
-0.0

[-0.9, 0.9]
0.995

No 696 1 (0.1)
[0.0, 0.5]

699 0 (0.0)
[0.0, 0.1]

3.013 +
[0.123, 73.832]

3.017 +
[0.123, 74.193]

0.1
[-0.3, 0.6]

0.499#

F: Baseline UACR status 0.232
> 1000 mg/g 1047 7 (0.7)

[0.1, 1.2]
1030 10 (1.0)

[0.3, 1.6]
0.689

[0.263, 1.802]
0.687

[0.260, 1.811]
-0.3

[-1.2, 0.6]
0.445

<= 1000 mg/g 1102 12 (1.1)
[0.4, 1.7]

1119 8 (0.7)
[0.2, 1.3]

1.523
[0.625, 3.712]

1.529
[0.623, 3.755]

0.4
[-0.5, 1.3]

0.351

G: Baseline eGFR (cut-off 1) 0.437
< 45 ml/min/1.73**2 1270 10 (0.8)

[0.3, 1.3]
1248 7 (0.6)

[0.1, 1.0]
1.404

[0.536, 3.676]
1.407

[0.534, 3.708]
0.2

[-0.5, 0.9]
0.488

>= 45 ml/min/1.73**2 879 9 (1.0)
[0.3, 1.7]

901 11 (1.2)
[0.4, 2.0]

0.839
[0.349, 2.014]

0.837
[0.345, 2.030]

-0.2
[-1.3, 0.9]

0.694

H: Baseline eGFR (cut-off 2) 0.953
< 30 ml/min/1.73**2 293 1 (0.3)

[0.0, 1.2]
331 1 (0.3)

[0.0, 1.0]
1.130

[0.071, 17.981]
1.130

[0.070, 18.149]
0.0

[-1.2, 1.3]
1.000#

>= 30 ml/min/1.73**2 1856 18 (1.0)
[0.5, 1.4]

1818 17 (0.9)
[0.5, 1.4]

1.037
[0.536, 2.006]

1.038
[0.533, 2.020]

0.0
[-0.6, 0.7]

0.914

I: Baseline eGFR (cut-off 3) 0.880
< 60 ml/min/1.73**2 1915 16 (0.8)

[0.4, 1.3]
1929 15 (0.8)

[0.4, 1.2]
1.074

[0.533, 2.167]
1.075

[0.530, 2.181]
0.1

[-0.6, 0.7]
0.841

>= 60 ml/min/1.73**2 234 3 (1.3)
[0.0, 2.9]

220 3 (1.4)
[0.0, 3.1]

0.940
[0.192, 4.609]

0.939
[0.188, 4.704]

-0.1
[-2.6, 2.5]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALFC_SAIS: Proportion of subjects with AEOSI: Severe diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe diabetic foot related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.548
<= 130 mmHg 793 6 (0.8)

[0.1, 1.4]
748 7 (0.9)

[0.2, 1.7]
0.809

[0.273, 2.395]
0.807

[0.270, 2.412]
-0.2

[-1.2, 0.9]
0.701

> 130 mmHg 1356 13 (1.0)
[0.4, 1.5]

1401 11 (0.8)
[0.3, 1.3]

1.221
[0.549, 2.716]

1.223
[0.546, 2.740]

0.2
[-0.6, 0.9]

0.624

K: Treatment at randomisation 0.389
ACE-I only 650 6 (0.9)

[0.1, 1.7]
651 9 (1.4)

[0.4, 2.4]
0.668

[0.239, 1.865]
0.665

[0.235, 1.878]
-0.5

[-1.8, 0.9]
0.438

ARB only 1418 11 (0.8)
[0.3, 1.3]

1399 9 (0.6)
[0.2, 1.1]

1.206
[0.501, 2.901]

1.207
[0.499, 2.923]

0.1
[-0.6, 0.8]

0.676



T1ALFS_SAIS: Proportion of subjects with AEOSI: Serious diabetic foot related AEs 
by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALFS_SAIS: Proportion of subjects with AEOSI: Serious diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious diabetic foot related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.050
<= 65 years 1246 28 (2.2)

[1.4, 3.1]
1238 39 (3.2)

[2.1, 4.2]
0.713

[0.442, 1.152]
0.707

[0.432, 1.156]
-0.9

[-2.3, 0.5]
0.165

> 65 years 903 21 (2.3)
[1.3, 3.4]

911 13 (1.4)
[0.6, 2.3]

1.630
[0.821, 3.235]

1.645
[0.818, 3.305]

0.9
[-0.5, 2.3]

0.158

B: Sex 0.120
Male 1440 31 (2.2)

[1.4, 2.9]
1433 40 (2.8)

[1.9, 3.7]
0.771

[0.485, 1.226]
0.766

[0.477, 1.232]
-0.6

[-1.8, 0.6]
0.270

Female 709 18 (2.5)
[1.3, 3.8]

716 12 (1.7)
[0.7, 2.7]

1.515
[0.735, 3.121]

1.528
[0.731, 3.196]

0.9
[-0.8, 2.5]

0.257

C: Race 0.679
White 1123 27 (2.4)

[1.5, 3.3]
1163 31 (2.7)

[1.7, 3.6]
0.902

[0.542, 1.501]
0.900

[0.533, 1.517]
-0.3

[-1.6, 1.1]
0.691

Black or African American 104 2 (1.9)
[0.0, 5.0]

87 1 (1.1)
[0.0, 4.0]

1.673
[0.154, 18.141]

1.686
[0.150, 18.917]

0.8
[-3.7, 5.3]

1.000#

Asian 747 11 (1.5)
[0.5, 2.4]

718 14 (1.9)
[0.9, 3.0]

0.755
[0.345, 1.652]

0.752
[0.339, 1.667]

-0.5
[-1.9, 1.0]

0.481

Other 175 9 (5.1)
[1.6, 8.7]

181 6 (3.3)
[0.4, 6.2]

1.551
[0.564, 4.268]

1.581
[0.551, 4.540]

1.8
[-2.9, 6.6]

0.391

D: Region 0.764
Asia 690 10 (1.4)

[0.5, 2.4]
654 14 (2.1)

[1.0, 3.3]
0.677

[0.303, 1.513]
0.672

[0.296, 1.524]
-0.7

[-2.3, 0.9]
0.339

Europe 609 7 (1.1)
[0.2, 2.1]

620 8 (1.3)
[0.3, 2.3]

0.891
[0.325, 2.441]

0.890
[0.321, 2.468]

-0.1
[-1.5, 1.2]

0.822

North America 401 12 (3.0)
[1.2, 4.8]

412 10 (2.4)
[0.8, 4.0]

1.233
[0.539, 2.821]

1.240
[0.530, 2.903]

0.6
[-1.9, 3.0]

0.620

Latin/South America 449 20 (4.5)
[2.4, 6.5]

463 20 (4.3)
[2.4, 6.3]

1.031
[0.563, 1.890]

1.033
[0.548, 1.946]

0.1
[-2.7, 3.0]

0.921



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALFS_SAIS: Proportion of subjects with AEOSI: Serious diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious diabetic foot related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.961
Yes 1453 48 (3.3)

[2.4, 4.3]
1450 51 (3.5)

[2.5, 4.5]
0.939

[0.638, 1.384]
0.937

[0.628, 1.400]
-0.2

[-1.6, 1.2]
0.751

No 696 1 (0.1)
[0.0, 0.5]

699 1 (0.1)
[0.0, 0.5]

1.004
[0.063, 16.025]

1.004
[0.063, 16.088]

0.0
[-0.5, 0.5]

1.000#

F: Baseline UACR status 0.526
> 1000 mg/g 1047 27 (2.6)

[1.6, 3.6]
1030 25 (2.4)

[1.4, 3.4]
1.062

[0.621, 1.818]
1.064

[0.613, 1.846]
0.2

[-1.3, 1.6]
0.825

<= 1000 mg/g 1102 22 (2.0)
[1.1, 2.9]

1119 27 (2.4)
[1.5, 3.4]

0.827
[0.474, 1.444]

0.824
[0.466, 1.456]

-0.4
[-1.7, 0.9]

0.504

G: Baseline eGFR (cut-off 1) 0.697
< 45 ml/min/1.73**2 1270 25 (2.0)

[1.2, 2.8]
1248 24 (1.9)

[1.1, 2.7]
1.024

[0.588, 1.782]
1.024

[0.582, 1.803]
0.0

[-1.1, 1.2]
0.934

>= 45 ml/min/1.73**2 879 24 (2.7)
[1.6, 3.9]

901 28 (3.1)
[1.9, 4.3]

0.879
[0.513, 1.504]

0.875
[0.503, 1.522]

-0.4
[-2.1, 1.3]

0.637

H: Baseline eGFR (cut-off 2) 0.507
< 30 ml/min/1.73**2 293 4 (1.4)

[0.0, 2.9]
331 3 (0.9)

[0.0, 2.1]
1.506

[0.340, 6.675]
1.513

[0.336, 6.818]
0.5

[-1.5, 2.5]
0.712#

>= 30 ml/min/1.73**2 1856 45 (2.4)
[1.7, 3.2]

1818 49 (2.7)
[1.9, 3.5]

0.900
[0.603, 1.341]

0.897
[0.595, 1.352]

-0.3
[-1.3, 0.8]

0.603

I: Baseline eGFR (cut-off 3) 0.131
< 60 ml/min/1.73**2 1915 45 (2.3)

[1.6, 3.1]
1929 43 (2.2)

[1.5, 2.9]
1.054

[0.697, 1.593]
1.055

[0.692, 1.611]
0.1

[-0.9, 1.1]
0.802

>= 60 ml/min/1.73**2 234 4 (1.7)
[0.0, 3.6]

220 9 (4.1)
[1.2, 6.9]

0.418
[0.131, 1.337]

0.408
[0.124, 1.344]

-2.4
[-5.9, 1.2]

0.129



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALFS_SAIS: Proportion of subjects with AEOSI: Serious diabetic foot related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious diabetic foot related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.216
<= 130 mmHg 793 16 (2.0)

[1.0, 3.1]
748 22 (2.9)

[1.7, 4.2]
0.686

[0.363, 1.296]
0.680

[0.354, 1.304]
-0.9

[-2.6, 0.8]
0.243

> 130 mmHg 1356 33 (2.4)
[1.6, 3.3]

1401 30 (2.1)
[1.3, 2.9]

1.137
[0.697, 1.853]

1.140
[0.691, 1.880]

0.3
[-0.9, 1.5]

0.608

K: Treatment at randomisation 0.973
ACE-I only 650 15 (2.3)

[1.1, 3.5]
651 16 (2.5)

[1.2, 3.7]
0.939

[0.468, 1.883]
0.938

[0.460, 1.912]
-0.2

[-2.0, 1.7]
0.859

ARB only 1418 30 (2.1)
[1.3, 2.9]

1399 32 (2.3)
[1.5, 3.1]

0.925
[0.565, 1.514]

0.923
[0.558, 1.528]

-0.2
[-1.3, 1.0]

0.756



T1ALWN_SSIS: Proportion of subjects with AEOSI: Non-severe wound infection by 
subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALWN_SSIS: Proportion of subjects with AEOSI: Non-severe wound infection by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe wound infection N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.131
<= 65 years 1246 10 (0.8)

[0.3, 1.3]
1238 4 (0.3)

[0.0, 0.7]
2.484

[0.781, 7.899]
2.496

[0.781, 7.980]
0.5

[-0.2, 1.1]
0.111

> 65 years 903 6 (0.7)
[0.1, 1.2]

911 8 (0.9)
[0.2, 1.5]

0.757
[0.264, 2.172]

0.755
[0.261, 2.185]

-0.2
[-1.1, 0.7]

0.603

B: Sex 0.076
Male 1440 12 (0.8)

[0.3, 1.3]
1433 5 (0.3)

[0.0, 0.7]
2.388

[0.844, 6.762]
2.400

[0.843, 6.830]
0.5

[-0.1, 1.1]
0.091

Female 709 4 (0.6)
[0.0, 1.2]

716 7 (1.0)
[0.2, 1.8]

0.577
[0.170, 1.963]

0.575
[0.167, 1.972]

-0.4
[-1.5, 0.6]

0.373

C: Race 0.100
White 1123 5 (0.4)

[0.0, 0.9]
1163 8 (0.7)

[0.2, 1.2]
0.647

[0.212, 1.973]
0.646

[0.211, 1.980]
-0.2

[-0.9, 0.5]
0.441

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000#

Asian 747 10 (1.3)
[0.4, 2.2]

718 2 (0.3)
[0.0, 0.7]

4.806
[1.057, 21.858]

4.858
[1.061, 22.247]

1.1
[0.0, 2.1]

0.024

Other 175 0 (0.0)
[0.0, 0.3]

181 1 (0.6)
[0.0, 1.9]

0.345 +
[0.014, 8.405]

0.343 +
[0.014, 8.472]

-0.6
[-2.2, 1.1]

1.000#

D: Region 0.133
Asia 690 10 (1.4)

[0.5, 2.4]
654 2 (0.3)

[0.0, 0.8]
4.739

[1.042, 21.548]
4.794

[1.046, 21.963]
1.1

[0.0, 2.3]
0.026

Europe 609 3 (0.5)
[0.0, 1.1]

620 4 (0.6)
[0.0, 1.4]

0.764
[0.172, 3.397]

0.762
[0.170, 3.421]

-0.2
[-1.2, 0.9]

1.000#

North America 401 2 (0.5)
[0.0, 1.3]

412 4 (1.0)
[0.0, 2.0]

0.514
[0.095, 2.789]

0.511
[0.093, 2.807]

-0.5
[-1.9, 0.9]

0.687#

Latin/South America 449 1 (0.2)
[0.0, 0.8]

463 2 (0.4)
[0.0, 1.1]

0.516
[0.047, 5.666]

0.515
[0.046, 5.694]

-0.2
[-1.2, 0.7]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALWN_SSIS: Proportion of subjects with AEOSI: Non-severe wound infection by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe wound infection N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.913
Yes 1453 11 (0.8)

[0.3, 1.2]
1450 8 (0.6)

[0.1, 1.0]
1.372

[0.554, 3.401]
1.375

[0.551, 3.428]
0.2

[-0.5, 0.9]
0.493

No 696 5 (0.7)
[0.0, 1.4]

699 4 (0.6)
[0.0, 1.2]

1.255
[0.339, 4.655]

1.257
[0.336, 4.702]

0.1
[-0.8, 1.1]

0.753#

F: Baseline UACR status 0.604
> 1000 mg/g 1047 7 (0.7)

[0.1, 1.2]
1030 4 (0.4)

[0.0, 0.8]
1.722

[0.505, 5.863]
1.726

[0.504, 5.915]
0.3

[-0.4, 1.0]
0.379

<= 1000 mg/g 1102 9 (0.8)
[0.2, 1.4]

1119 8 (0.7)
[0.2, 1.3]

1.142
[0.442, 2.950]

1.144
[0.440, 2.975]

0.1
[-0.7, 0.9]

0.783

G: Baseline eGFR (cut-off 1) 0.604
< 45 ml/min/1.73**2 1270 11 (0.9)

[0.3, 1.4]
1248 7 (0.6)

[0.1, 1.0]
1.544

[0.601, 3.971]
1.549

[0.599, 4.009]
0.3

[-0.4, 1.0]
0.363

>= 45 ml/min/1.73**2 879 5 (0.6)
[0.0, 1.1]

901 5 (0.6)
[0.0, 1.1]

1.025
[0.298, 3.528]

1.025
[0.296, 3.554]

0.0
[-0.8, 0.8]

1.000#

H: Baseline eGFR (cut-off 2) 0.271
< 30 ml/min/1.73**2 293 0 (0.0)

[0.0, 0.2]
331 1 (0.3)

[0.0, 1.0]
0.376 +

[0.015, 9.205]
0.375 +

[0.015, 9.250]
-0.3

[-1.2, 0.6]
1.000#

>= 30 ml/min/1.73**2 1856 16 (0.9)
[0.4, 1.3]

1818 11 (0.6)
[0.2, 1.0]

1.425
[0.663, 3.062]

1.428
[0.661, 3.086]

0.3
[-0.3, 0.9]

0.362

I: Baseline eGFR (cut-off 3) 0.765
< 60 ml/min/1.73**2 1915 14 (0.7)

[0.3, 1.1]
1929 11 (0.6)

[0.2, 0.9]
1.282

[0.584, 2.817]
1.284

[0.581, 2.836]
0.2

[-0.4, 0.7]
0.535

>= 60 ml/min/1.73**2 234 2 (0.9)
[0.0, 2.2]

220 1 (0.5)
[0.0, 1.6]

1.880
[0.172, 20.591]

1.888
[0.170, 20.969]

0.4
[-1.5, 2.3]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALWN_SSIS: Proportion of subjects with AEOSI: Non-severe wound infection by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe wound infection N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.360
<= 130 mmHg 793 7 (0.9)

[0.2, 1.6]
748 3 (0.4)

[0.0, 0.9]
2.201

[0.571, 8.480]
2.212

[0.570, 8.584]
0.5

[-0.4, 1.4]
0.344#

> 130 mmHg 1356 9 (0.7)
[0.2, 1.1]

1401 9 (0.6)
[0.2, 1.1]

1.033
[0.411, 2.595]

1.033
[0.409, 2.611]

0.0
[-0.7, 0.7]

0.945

K: Treatment at randomisation 0.015i
ACE-I only 650 3 (0.5)

[0.0, 1.1]
651 8 (1.2)

[0.3, 2.2]
0.376

[0.100, 1.409]
0.373

[0.098, 1.411]
-0.8

[-1.9, 0.4]
0.131

ARB only 1418 12 (0.8)
[0.3, 1.4]

1399 4 (0.3)
[0.0, 0.6]

2.960
[0.957, 9.155]

2.977
[0.958, 9.251]

0.6
[-0.1, 1.2]

0.048



T1ALWC_SAIS: Proportion of subjects with AEOSI: Severe wound infection by 
subgroup 



T1ALWS_SAIS: Proportion of subjects with AEOSI: Serious wound infection by 
subgroup 



T1ALTN_SSIS: Proportion of subjects with AEOSI: Non-severe nervous system 
disorders by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALTN_SSIS: Proportion of subjects with AEOSI: Non-severe nervous system disorders by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe nervous system disorders N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.104
<= 65 years 1246 20 (1.6)

[0.9, 2.3]
1238 14 (1.1)

[0.5, 1.8]
1.419

[0.720, 2.797]
1.426

[0.717, 2.837]
0.5

[-0.5, 1.5]
0.309

> 65 years 903 8 (0.9)
[0.2, 1.6]

911 14 (1.5)
[0.7, 2.4]

0.576
[0.243, 1.367]

0.573
[0.239, 1.372]

-0.7
[-1.8, 0.5]

0.206

B: Sex 0.427
Male 1440 18 (1.3)

[0.6, 1.9]
1433 15 (1.0)

[0.5, 1.6]
1.194

[0.604, 2.360]
1.197

[0.601, 2.384]
0.2

[-0.6, 1.1]
0.609

Female 709 10 (1.4)
[0.5, 2.3]

716 13 (1.8)
[0.8, 2.9]

0.777
[0.343, 1.760]

0.774
[0.337, 1.776]

-0.4
[-1.9, 1.0]

0.544

C: Race 0.527
White 1123 10 (0.9)

[0.3, 1.5]
1163 15 (1.3)

[0.6, 2.0]
0.690

[0.311, 1.530]
0.688

[0.308, 1.537]
-0.4

[-1.3, 0.5]
0.359

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000#

Asian 747 8 (1.1)
[0.3, 1.9]

718 7 (1.0)
[0.2, 1.8]

1.098
[0.400, 3.014]

1.100
[0.397, 3.048]

0.1
[-1.1, 1.3]

0.855

Other 175 9 (5.1)
[1.6, 8.7]

181 5 (2.8)
[0.1, 5.4]

1.862
[0.636, 5.445]

1.908
[0.627, 5.812]

2.4
[-2.2, 7.0]

0.249

D: Region 0.622
Asia 690 8 (1.2)

[0.3, 2.0]
654 5 (0.8)

[0.0, 1.5]
1.517

[0.499, 4.612]
1.523

[0.496, 4.678]
0.4

[-0.8, 1.6]
0.460

Europe 609 5 (0.8)
[0.0, 1.6]

620 5 (0.8)
[0.0, 1.6]

1.018
[0.296, 3.499]

1.018
[0.293, 3.535]

0.0
[-1.2, 1.2]

1.000#

North America 401 2 (0.5)
[0.0, 1.3]

412 5 (1.2)
[0.0, 2.4]

0.411
[0.080, 2.106]

0.408
[0.079, 2.115]

-0.7
[-2.2, 0.8]

0.451#

Latin/South America 449 13 (2.9)
[1.2, 4.6]

463 13 (2.8)
[1.2, 4.4]

1.031
[0.483, 2.200]

1.032
[0.473, 2.251]

0.1
[-2.3, 2.5]

0.937



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALTN_SSIS: Proportion of subjects with AEOSI: Non-severe nervous system disorders by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe nervous system disorders N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.315
Yes 1453 24 (1.7)

[1.0, 2.3]
1450 21 (1.4)

[0.8, 2.1]
1.140

[0.638, 2.039]
1.143

[0.633, 2.062]
0.2

[-0.8, 1.2]
0.657

No 696 4 (0.6)
[0.0, 1.2]

699 7 (1.0)
[0.2, 1.8]

0.574
[0.169, 1.952]

0.571
[0.167, 1.961]

-0.4
[-1.5, 0.6]

0.368

F: Baseline UACR status 0.549
> 1000 mg/g 1047 14 (1.3)

[0.6, 2.1]
1030 16 (1.6)

[0.7, 2.4]
0.861

[0.422, 1.755]
0.859

[0.417, 1.769]
-0.2

[-1.3, 0.9]
0.680

<= 1000 mg/g 1102 14 (1.3)
[0.6, 2.0]

1119 12 (1.1)
[0.4, 1.7]

1.185
[0.550, 2.550]

1.187
[0.547, 2.578]

0.2
[-0.8, 1.2]

0.664

G: Baseline eGFR (cut-off 1) 0.375
< 45 ml/min/1.73**2 1270 12 (0.9)

[0.4, 1.5]
1248 15 (1.2)

[0.6, 1.8]
0.786

[0.369, 1.673]
0.784

[0.366, 1.682]
-0.3

[-1.1, 0.6]
0.531

>= 45 ml/min/1.73**2 879 16 (1.8)
[0.9, 2.8]

901 13 (1.4)
[0.6, 2.3]

1.262
[0.610, 2.607]

1.266
[0.606, 2.649]

0.4
[-0.9, 1.7]

0.530

H: Baseline eGFR (cut-off 2) 0.837
< 30 ml/min/1.73**2 293 5 (1.7)

[0.1, 3.4]
331 5 (1.5)

[0.0, 3.0]
1.130

[0.330, 3.863]
1.132

[0.324, 3.950]
0.2

[-2.1, 2.5]
1.000#

>= 30 ml/min/1.73**2 1856 23 (1.2)
[0.7, 1.8]

1818 23 (1.3)
[0.7, 1.8]

0.980
[0.552, 1.740]

0.979
[0.547, 1.752]

-0.0
[-0.8, 0.7]

0.944

I: Baseline eGFR (cut-off 3) 0.430
< 60 ml/min/1.73**2 1915 24 (1.3)

[0.7, 1.8]
1929 26 (1.3)

[0.8, 1.9]
0.930

[0.536, 1.614]
0.929

[0.531, 1.624]
-0.1

[-0.9, 0.7]
0.796

>= 60 ml/min/1.73**2 234 4 (1.7)
[0.0, 3.6]

220 2 (0.9)
[0.0, 2.4]

1.880
[0.348, 10.164]

1.896
[0.344, 10.454]

0.8
[-1.7, 3.3]

0.686#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALTN_SSIS: Proportion of subjects with AEOSI: Non-severe nervous system disorders by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe nervous system disorders N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.655
<= 130 mmHg 793 9 (1.1)

[0.3, 1.9]
748 10 (1.3)

[0.4, 2.2]
0.849

[0.347, 2.078]
0.847

[0.342, 2.097]
-0.2

[-1.4, 1.0]
0.720

> 130 mmHg 1356 19 (1.4)
[0.7, 2.1]

1401 18 (1.3)
[0.7, 1.9]

1.091
[0.575, 2.069]

1.092
[0.571, 2.090]

0.1
[-0.8, 1.0]

0.791

K: Treatment at randomisation 0.850
ACE-I only 650 7 (1.1)

[0.2, 1.9]
651 6 (0.9)

[0.1, 1.7]
1.168

[0.395, 3.458]
1.170

[0.391, 3.501]
0.2

[-1.1, 1.4]
0.778

ARB only 1418 21 (1.5)
[0.8, 2.1]

1399 20 (1.4)
[0.8, 2.1]

1.036
[0.564, 1.903]

1.036
[0.559, 1.921]

0.1
[-0.9, 1.0]

0.909



T1ALTC_SAIS: Proportion of subjects with AEOSI: Severe nervous system disorders 
by subgroup 



T1ALTS_SAIS: Proportion of subjects with AEOSI: Serious nervous system disorders 
by subgroup 



T1ALPN_SSIS: Proportion of subjects with AEOSI: Non-severe volume depletion by 
subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D169AC0001 Program Name: IS_saf3.sas
Data Cut Date: 17JUL2020 Run Date: 21APR2021:17:16:30

Table T1ALPN_SSIS: Proportion of subjects with AEOSI: Non-severe volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.511
<= 65 years 1246 30 (2.4)

[1.5, 3.3]
1238 16 (1.3)

[0.6, 2.0]
1.863

[1.021, 3.400]
1.884

[1.022, 3.474]
1.1

[-0.0, 2.3]
0.039

> 65 years 903 22 (2.4)
[1.4, 3.5]

911 16 (1.8)
[0.8, 2.7]

1.387
[0.733, 2.624]

1.397
[0.729, 2.677]

0.7
[-0.7, 2.1]

0.312

B: Sex 0.595
Male 1440 33 (2.3)

[1.5, 3.1]
1433 22 (1.5)

[0.9, 2.2]
1.493

[0.875, 2.547]
1.504

[0.873, 2.593]
0.8

[-0.3, 1.8]
0.139

Female 709 19 (2.7)
[1.4, 3.9]

716 10 (1.4)
[0.5, 2.3]

1.919
[0.899, 4.097]

1.944
[0.898, 4.211]

1.3
[-0.3, 2.9]

0.086

C: Race 0.363
White 1123 25 (2.2)

[1.3, 3.1]
1163 21 (1.8)

[1.0, 2.6]
1.233

[0.694, 2.190]
1.238

[0.689, 2.225]
0.4

[-0.8, 1.7]
0.474

Black or African American 104 5 (4.8)
[0.2, 9.4]

87 3 (3.4)
[0.0, 7.9]

1.394
[0.343, 5.669]

1.414
[0.328, 6.093]

1.4
[-5.3, 8.0]

0.730#

Asian 747 16 (2.1)
[1.0, 3.2]

718 7 (1.0)
[0.2, 1.8]

2.197
[0.909, 5.309]

2.223
[0.909, 5.436]

1.2
[-0.2, 2.6]

0.073

Other 175 6 (3.4)
[0.4, 6.4]

181 1 (0.6)
[0.0, 1.9]

6.206
[0.755, 51.022]

6.391
[0.761, 53.635]

2.9
[-0.6, 6.3]

0.064#

D: Region 0.734
Asia 690 15 (2.2)

[1.0, 3.3]
654 7 (1.1)

[0.2, 1.9]
2.031

[0.833, 4.950]
2.054

[0.832, 5.070]
1.1

[-0.4, 2.6]
0.111

Europe 609 12 (2.0)
[0.8, 3.2]

620 9 (1.5)
[0.4, 2.5]

1.357
[0.576, 3.198]

1.365
[0.571, 3.262]

0.5
[-1.1, 2.1]

0.483

North America 401 17 (4.2)
[2.1, 6.3]

412 13 (3.2)
[1.3, 5.0]

1.344
[0.661, 2.730]

1.359
[0.651, 2.835]

1.1
[-1.8, 3.9]

0.413

Latin/South America 449 8 (1.8)
[0.4, 3.1]

463 3 (0.6)
[0.0, 1.5]

2.750
[0.734, 10.299]

2.782
[0.733, 10.552]

1.1
[-0.5, 2.8]

0.117



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ALPN_SSIS: Proportion of subjects with AEOSI: Non-severe volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.158
Yes 1453 35 (2.4)

[1.6, 3.2]
1450 26 (1.8)

[1.1, 2.5]
1.343

[0.813, 2.220]
1.352

[0.810, 2.257]
0.6

[-0.5, 1.7]
0.248

No 696 17 (2.4)
[1.2, 3.7]

699 6 (0.9)
[0.1, 1.6]

2.846
[1.129, 7.174]

2.892
[1.133, 7.378]

1.6
[0.1, 3.1]

0.020

F: Baseline UACR status 0.751
> 1000 mg/g 1047 25 (2.4)

[1.4, 3.4]
1030 14 (1.4)

[0.6, 2.1]
1.757

[0.918, 3.360]
1.775

[0.918, 3.435]
1.0

[-0.2, 2.3]
0.084

<= 1000 mg/g 1102 27 (2.5)
[1.5, 3.4]

1119 18 (1.6)
[0.8, 2.4]

1.523
[0.844, 2.749]

1.536
[0.841, 2.806]

0.8
[-0.4, 2.1]

0.159

G: Baseline eGFR (cut-off 1) 0.567
< 45 ml/min/1.73**2 1270 33 (2.6)

[1.7, 3.5]
1248 18 (1.4)

[0.7, 2.1]
1.802

[1.020, 3.182]
1.823

[1.021, 3.255]
1.2

[-0.0, 2.3]
0.040

>= 45 ml/min/1.73**2 879 19 (2.2)
[1.1, 3.2]

901 14 (1.6)
[0.7, 2.4]

1.391
[0.702, 2.757]

1.400
[0.697, 2.809]

0.6
[-0.8, 2.0]

0.342

H: Baseline eGFR (cut-off 2) 0.172
< 30 ml/min/1.73**2 293 6 (2.0)

[0.3, 3.8]
331 8 (2.4)

[0.6, 4.2]
0.847

[0.297, 2.413]
0.844

[0.289, 2.462]
-0.4

[-3.0, 2.3]
0.756

>= 30 ml/min/1.73**2 1856 46 (2.5)
[1.7, 3.2]

1818 24 (1.3)
[0.8, 1.9]

1.877
[1.151, 3.062]

1.900
[1.155, 3.125]

1.2
[0.2, 2.1]

0.010

I: Baseline eGFR (cut-off 3) 0.716
< 60 ml/min/1.73**2 1915 48 (2.5)

[1.8, 3.2]
1929 29 (1.5)

[0.9, 2.1]
1.667

[1.056, 2.632]
1.684

[1.058, 2.683]
1.0

[0.1, 1.9]
0.026

>= 60 ml/min/1.73**2 234 4 (1.7)
[0.0, 3.6]

220 3 (1.4)
[0.0, 3.1]

1.254
[0.284, 5.538]

1.258
[0.278, 5.685]

0.3
[-2.4, 3.0]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1ALPN_SSIS: Proportion of subjects with AEOSI: Non-severe volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.131
<= 130 mmHg 793 26 (3.3)

[2.0, 4.6]
748 10 (1.3)

[0.4, 2.2]
2.452

[1.191, 5.051]
2.502

[1.198, 5.224]
1.9

[0.3, 3.6]
0.012

> 130 mmHg 1356 26 (1.9)
[1.2, 2.7]

1401 22 (1.6)
[0.9, 2.3]

1.221
[0.695, 2.144]

1.225
[0.691, 2.173]

0.3
[-0.7, 1.4]

0.486

K: Treatment at randomisation 0.032i
ACE-I only 650 14 (2.2)

[1.0, 3.3]
651 17 (2.6)

[1.3, 3.9]
0.825

[0.410, 1.659]
0.821

[0.401, 1.680]
-0.5

[-2.3, 1.4]
0.589

ARB only 1418 34 (2.4)
[1.6, 3.2]

1399 15 (1.1)
[0.5, 1.6]

2.236
[1.224, 4.087]

2.267
[1.229, 4.180]

1.3
[0.3, 2.4]

0.007



T1ALPC_SAIS: Proportion of subjects with AEOSI: Severe volume depletion by 
subgroup 



T1ALPS_SAIS: Proportion of subjects with AEOSI: Serious volume depletion by 
subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ALPS_SAIS: Proportion of subjects with AEOSI: Serious volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

C: Race n<10
White n<10
Black or African American n<10
Asian n<10
Other n<10

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ALPS_SAIS: Proportion of subjects with AEOSI: Serious volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline NE
Yes 1453 4 (0.3)

[0.0, 0.6]
1450 7 (0.5)

[0.1, 0.9]
0.570

[0.167, 1.944]
0.569

[0.166, 1.948]
-0.2

[-0.7, 0.3]
0.363

No 696 0 (0.0) 699 0 (0.0)

F: Baseline UACR status n<10
> 1000 mg/g n<10
<= 1000 mg/g n<10

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

H: Baseline eGFR (cut-off 2) n<10
< 30 ml/min/1.73**2 n<10
>= 30 ml/min/1.73**2 n<10

I: Baseline eGFR (cut-off 3) 0.178
< 60 ml/min/1.73**2 1915 3 (0.2)

[0.0, 0.4]
1929 7 (0.4)

[0.1, 0.7]
0.432

[0.112, 1.667]
0.431

[0.111, 1.668]
-0.2

[-0.6, 0.2]
0.343#

>= 60 ml/min/1.73**2 234 1 (0.4)
[0.0, 1.5]

220 0 (0.0)
[0.0, 0.2]

2.821 +
[0.116, 68.891]

2.833 +
[0.115, 69.911]

0.4
[-0.8, 1.7]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1ALPS_SAIS: Proportion of subjects with AEOSI: Serious volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

K: Treatment at randomisation n<10
ACE-I only n<10
ARB only n<10



T1AGFN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs indicating genital 
area infections or necrotizing fascitis by subgroup 



T1AGFC_SAIS: Proportion of subjects with AEOSI: Severe AEs indicating genital area 
infections or necrotizing fascitis by subgroup 



T1AGFS_SAIS: Proportion of subjects with AEOSI: Serious AEs indicating genital area 
infections or necrotizing fascitis by subgroup 



T1AMN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs leading to 
amputation by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1AMN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe AEs leading to
amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.155
<= 65 years 1246 10 (0.8)

[0.3, 1.3]
1238 18 (1.5)

[0.7, 2.2]
0.552

[0.256, 1.191]
0.548

[0.252, 1.193]
-0.7

[-1.6, 0.3]
0.124

> 65 years 903 4 (0.4)
[0.0, 0.9]

911 2 (0.2)
[0.0, 0.6]

2.018
[0.370, 10.988]

2.022
[0.369, 11.068]

0.2
[-0.4, 0.9]

0.450#

B: Sex 0.064
Male 1440 9 (0.6)

[0.2, 1.1]
1433 18 (1.3)

[0.6, 1.9]
0.498

[0.224, 1.104]
0.494

[0.221, 1.104]
-0.6

[-1.4, 0.1]
0.080

Female 709 5 (0.7)
[0.0, 1.4]

716 2 (0.3)
[0.0, 0.7]

2.525
[0.491, 12.970]

2.536
[0.490, 13.112]

0.4
[-0.4, 1.3]

0.286#

C: Race 0.355
White 1123 7 (0.6)

[0.1, 1.1]
1163 14 (1.2)

[0.5, 1.9]
0.518

[0.210, 1.278]
0.515

[0.207, 1.280]
-0.6

[-1.4, 0.3]
0.146

Black or African American 104 0 (0.0) 87 0 (0.0)
Asian 747 2 (0.3)

[0.0, 0.7]
718 3 (0.4)

[0.0, 1.0]
0.641

[0.107, 3.824]
0.640

[0.107, 3.840]
-0.2

[-0.9, 0.6]
0.681#

Other 175 5 (2.9)
[0.1, 5.6]

181 3 (1.7)
[0.0, 3.8]

1.724
[0.418, 7.105]

1.745
[0.411, 7.415]

1.2
[-2.5, 4.9]

0.496#

D: Region 0.876
Asia 690 1 (0.1)

[0.0, 0.5]
654 3 (0.5)

[0.0, 1.1]
0.316

[0.033, 3.030]
0.315

[0.033, 3.035]
-0.3

[-1.1, 0.4]
0.362#

Europe 609 4 (0.7)
[0.0, 1.4]

620 6 (1.0)
[0.1, 1.8]

0.679
[0.192, 2.393]

0.677
[0.190, 2.410]

-0.3
[-1.5, 0.9]

0.753#

North America 401 3 (0.7)
[0.0, 1.7]

412 4 (1.0)
[0.0, 2.0]

0.771
[0.174, 3.421]

0.769
[0.171, 3.457]

-0.2
[-1.7, 1.3]

1.000#

Latin/South America 449 6 (1.3)
[0.2, 2.5]

463 7 (1.5)
[0.3, 2.7]

0.884
[0.299, 2.610]

0.882
[0.294, 2.646]

-0.2
[-1.9, 1.6]

0.823



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1AMN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe AEs leading to
amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline NE
Yes 1453 14 (1.0)

[0.4, 1.5]
1450 20 (1.4)

[0.7, 2.0]
0.699

[0.354, 1.378]
0.696

[0.350, 1.383]
-0.4

[-1.3, 0.4]
0.298

No 696 0 (0.0) 699 0 (0.0)

F: Baseline UACR status 0.137
> 1000 mg/g 1047 10 (1.0)

[0.3, 1.6]
1030 9 (0.9)

[0.3, 1.5]
1.093

[0.446, 2.679]
1.094

[0.443, 2.703]
0.1

[-0.8, 1.0]
0.846

<= 1000 mg/g 1102 4 (0.4)
[0.0, 0.8]

1119 11 (1.0)
[0.4, 1.6]

0.369
[0.118, 1.156]

0.367
[0.116, 1.156]

-0.6
[-1.4, 0.1]

0.075

G: Baseline eGFR (cut-off 1) 0.602
< 45 ml/min/1.73**2 1270 7 (0.6)

[0.1, 1.0]
1248 8 (0.6)

[0.2, 1.1]
0.860

[0.313, 2.364]
0.859

[0.311, 2.376]
-0.1

[-0.8, 0.6]
0.770

>= 45 ml/min/1.73**2 879 7 (0.8)
[0.2, 1.4]

901 12 (1.3)
[0.5, 2.1]

0.598
[0.237, 1.512]

0.595
[0.233, 1.518]

-0.5
[-1.6, 0.5]

0.272

H: Baseline eGFR (cut-off 2) 0.716
< 30 ml/min/1.73**2 293 1 (0.3)

[0.0, 1.2]
331 1 (0.3)

[0.0, 1.0]
1.130

[0.071, 17.981]
1.130

[0.070, 18.149]
0.0

[-1.2, 1.3]
1.000#

>= 30 ml/min/1.73**2 1856 13 (0.7)
[0.3, 1.1]

1818 19 (1.0)
[0.6, 1.5]

0.670
[0.332, 1.353]

0.668
[0.329, 1.356]

-0.3
[-1.0, 0.3]

0.261

I: Baseline eGFR (cut-off 3) 0.154
< 60 ml/min/1.73**2 1915 13 (0.7)

[0.3, 1.1]
1929 15 (0.8)

[0.4, 1.2]
0.873

[0.417, 1.830]
0.872

[0.414, 1.838]
-0.1

[-0.7, 0.5]
0.719

>= 60 ml/min/1.73**2 234 1 (0.4)
[0.0, 1.5]

220 5 (2.3)
[0.1, 4.5]

0.188
[0.022, 1.597]

0.185
[0.021, 1.592]

-1.8
[-4.4, 0.7]

0.112#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AMN_SSIS: Proportion of subjects with AEOSI: Non-severe AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe AEs leading to
amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.330
<= 130 mmHg 793 3 (0.4)

[0.0, 0.9]
748 7 (0.9)

[0.2, 1.7]
0.404

[0.105, 1.558]
0.402

[0.104, 1.560]
-0.6

[-1.5, 0.4]
0.213#

> 130 mmHg 1356 11 (0.8)
[0.3, 1.3]

1401 13 (0.9)
[0.4, 1.5]

0.874
[0.393, 1.945]

0.873
[0.390, 1.956]

-0.1
[-0.9, 0.6]

0.742

K: Treatment at randomisation 0.176
ACE-I only 650 8 (1.2)

[0.3, 2.2]
651 8 (1.2)

[0.3, 2.2]
1.002

[0.378, 2.652]
1.002

[0.374, 2.685]
0.0

[-1.3, 1.4]
0.998

ARB only 1418 4 (0.3)
[0.0, 0.6]

1399 11 (0.8)
[0.3, 1.3]

0.359
[0.115, 1.124]

0.357
[0.113, 1.124]

-0.5
[-1.1, 0.1]

0.066



T1AMC_SAIS: Proportion of subjects with AEOSI: Severe AEs leading to amputation 
by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AMC_SAIS: Proportion of subjects with AEOSI: Severe AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe AEs leading to amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.701
<= 65 years 1246 13 (1.0)

[0.4, 1.6]
1238 12 (1.0)

[0.4, 1.6]
1.076

[0.493, 2.350]
1.077

[0.490, 2.370]
0.1

[-0.8, 0.9]
0.853

> 65 years 903 7 (0.8)
[0.1, 1.4]

911 5 (0.5)
[0.0, 1.1]

1.412
[0.450, 4.434]

1.416
[0.448, 4.477]

0.2
[-0.6, 1.1]

0.552

B: Sex 0.433
Male 1440 13 (0.9)

[0.4, 1.4]
1433 13 (0.9)

[0.4, 1.4]
0.995

[0.463, 2.139]
0.995

[0.460, 2.154]
-0.0

[-0.8, 0.8]
0.990

Female 709 7 (1.0)
[0.2, 1.8]

716 4 (0.6)
[0.0, 1.2]

1.767
[0.520, 6.011]

1.775
[0.517, 6.090]

0.4
[-0.6, 1.5]

0.355

C: Race 0.954
White 1123 14 (1.2)

[0.6, 1.9]
1163 13 (1.1)

[0.5, 1.8]
1.115

[0.527, 2.362]
1.117

[0.523, 2.386]
0.1

[-0.8, 1.1]
0.776

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000#

Asian 747 2 (0.3)
[0.0, 0.7]

718 1 (0.1)
[0.0, 0.5]

1.922
[0.175, 21.154]

1.925
[0.174, 21.274]

0.1
[-0.5, 0.7]

1.000#

Other 175 3 (1.7)
[0.0, 3.9]

181 2 (1.1)
[0.0, 2.9]

1.551
[0.262, 9.173]

1.561
[0.258, 9.457]

0.6
[-2.4, 3.6]

0.681#

D: Region 0.773
Asia 690 2 (0.3)

[0.0, 0.8]
654 1 (0.2)

[0.0, 0.5]
1.896

[0.172, 20.856]
1.898

[0.172, 20.984]
0.1

[-0.5, 0.8]
1.000#

Europe 609 6 (1.0)
[0.1, 1.9]

620 4 (0.6)
[0.0, 1.4]

1.527
[0.433, 5.385]

1.532
[0.430, 5.457]

0.3
[-0.8, 1.5]

0.544#

North America 401 6 (1.5)
[0.2, 2.8]

412 4 (1.0)
[0.0, 2.0]

1.541
[0.438, 5.420]

1.549
[0.434, 5.532]

0.5
[-1.2, 2.3]

0.541#

Latin/South America 449 6 (1.3)
[0.2, 2.5]

463 8 (1.7)
[0.4, 3.0]

0.773
[0.270, 2.211]

0.770
[0.265, 2.238]

-0.4
[-2.2, 1.4]

0.631



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AMC_SAIS: Proportion of subjects with AEOSI: Severe AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe AEs leading to amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.272
Yes 1453 20 (1.4)

[0.7, 2.0]
1450 16 (1.1)

[0.5, 1.7]
1.247

[0.649, 2.398]
1.251

[0.646, 2.424]
0.3

[-0.6, 1.1]
0.506

No 696 0 (0.0)
[0.0, 0.1]

699 1 (0.1)
[0.0, 0.5]

0.335 +
[0.014, 8.204]

0.334 +
[0.014, 8.220]

-0.1
[-0.6, 0.3]

1.000#

F: Baseline UACR status 0.373
> 1000 mg/g 1047 9 (0.9)

[0.3, 1.5]
1030 10 (1.0)

[0.3, 1.6]
0.885

[0.361, 2.170]
0.884

[0.358, 2.185]
-0.1

[-1.0, 0.8]
0.790

<= 1000 mg/g 1102 11 (1.0)
[0.4, 1.6]

1119 7 (0.6)
[0.1, 1.1]

1.596
[0.621, 4.101]

1.602
[0.619, 4.147]

0.4
[-0.5, 1.2]

0.328

G: Baseline eGFR (cut-off 1) 0.635
< 45 ml/min/1.73**2 1270 10 (0.8)

[0.3, 1.3]
1248 7 (0.6)

[0.1, 1.0]
1.404

[0.536, 3.676]
1.407

[0.534, 3.708]
0.2

[-0.5, 0.9]
0.488

>= 45 ml/min/1.73**2 879 10 (1.1)
[0.4, 1.9]

901 10 (1.1)
[0.4, 1.8]

1.025
[0.429, 2.451]

1.025
[0.425, 2.476]

0.0
[-1.1, 1.1]

0.956

H: Baseline eGFR (cut-off 2) 0.983
< 30 ml/min/1.73**2 293 1 (0.3)

[0.0, 1.2]
331 1 (0.3)

[0.0, 1.0]
1.130

[0.071, 17.981]
1.130

[0.070, 18.149]
0.0

[-1.2, 1.3]
1.000#

>= 30 ml/min/1.73**2 1856 19 (1.0)
[0.5, 1.5]

1818 16 (0.9)
[0.4, 1.3]

1.163
[0.600, 2.255]

1.165
[0.597, 2.272]

0.1
[-0.5, 0.8]

0.654

I: Baseline eGFR (cut-off 3) 0.918
< 60 ml/min/1.73**2 1915 16 (0.8)

[0.4, 1.3]
1929 14 (0.7)

[0.3, 1.1]
1.151

[0.563, 2.352]
1.152

[0.561, 2.368]
0.1

[-0.5, 0.7]
0.699

>= 60 ml/min/1.73**2 234 4 (1.7)
[0.0, 3.6]

220 3 (1.4)
[0.0, 3.1]

1.254
[0.284, 5.538]

1.258
[0.278, 5.685]

0.3
[-2.4, 3.0]

1.000#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AMC_SAIS: Proportion of subjects with AEOSI: Severe AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe AEs leading to amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.880
<= 130 mmHg 793 7 (0.9)

[0.2, 1.6]
748 6 (0.8)

[0.1, 1.5]
1.100

[0.372, 3.259]
1.101

[0.368, 3.292]
0.1

[-1.0, 1.1]
0.863

> 130 mmHg 1356 13 (1.0)
[0.4, 1.5]

1401 11 (0.8)
[0.3, 1.3]

1.221
[0.549, 2.716]

1.223
[0.546, 2.740]

0.2
[-0.6, 0.9]

0.624

K: Treatment at randomisation 0.125
ACE-I only 650 4 (0.6)

[0.0, 1.3]
651 8 (1.2)

[0.3, 2.2]
0.501

[0.152, 1.655]
0.498

[0.149, 1.661]
-0.6

[-1.8, 0.6]
0.247

ARB only 1418 14 (1.0)
[0.4, 1.5]

1399 9 (0.6)
[0.2, 1.1]

1.535
[0.666, 3.534]

1.540
[0.664, 3.570]

0.3
[-0.4, 1.1]

0.310



T1AMS_SAIS: Proportion of subjects with AEOSI: Serious AEs leading to amputation 
by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AMS_SAIS: Proportion of subjects with AEOSI: Serious AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious AEs leading to amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.158
<= 65 years 1246 18 (1.4)

[0.7, 2.1]
1238 25 (2.0)

[1.2, 2.8]
0.715

[0.392, 1.304]
0.711

[0.386, 1.310]
-0.6

[-1.7, 0.5]
0.272

> 65 years 903 11 (1.2)
[0.4, 2.0]

911 7 (0.8)
[0.1, 1.4]

1.585
[0.617, 4.071]

1.593
[0.615, 4.127]

0.4
[-0.6, 1.5]

0.334

B: Sex 0.395
Male 1440 21 (1.5)

[0.8, 2.1]
1433 26 (1.8)

[1.1, 2.5]
0.804

[0.454, 1.422]
0.801

[0.449, 1.430]
-0.4

[-1.4, 0.6]
0.452

Female 709 8 (1.1)
[0.3, 2.0]

716 6 (0.8)
[0.1, 1.6]

1.346
[0.470, 3.861]

1.350
[0.466, 3.912]

0.3
[-0.9, 1.5]

0.579

C: Race 0.835
White 1123 18 (1.6)

[0.8, 2.4]
1163 23 (2.0)

[1.1, 2.8]
0.810

[0.440, 1.494]
0.807

[0.433, 1.504]
-0.4

[-1.5, 0.8]
0.500

Black or African American 104 1 (1.0)
[0.0, 3.3]

87 1 (1.1)
[0.0, 4.0]

0.837
[0.053, 13.179]

0.835
[0.051, 13.547]

-0.2
[-4.2, 3.8]

1.000#

Asian 747 4 (0.5)
[0.0, 1.1]

718 4 (0.6)
[0.0, 1.2]

0.961
[0.241, 3.829]

0.961
[0.239, 3.857]

-0.0
[-0.9, 0.9]

1.000#

Other 175 6 (3.4)
[0.4, 6.4]

181 4 (2.2)
[0.0, 4.6]

1.551
[0.445, 5.404]

1.571
[0.436, 5.665]

1.2
[-2.8, 5.2]

0.537#

D: Region 0.947
Asia 690 3 (0.4)

[0.0, 1.0]
654 4 (0.6)

[0.0, 1.3]
0.711

[0.160, 3.164]
0.710

[0.158, 3.183]
-0.2

[-1.1, 0.7]
0.719#

Europe 609 8 (1.3)
[0.3, 2.3]

620 9 (1.5)
[0.4, 2.5]

0.905
[0.351, 2.330]

0.904
[0.346, 2.358]

-0.1
[-1.6, 1.3]

0.836

North America 401 8 (2.0)
[0.5, 3.5]

412 7 (1.7)
[0.3, 3.1]

1.174
[0.430, 3.208]

1.178
[0.423, 3.279]

0.3
[-1.8, 2.4]

0.754

Latin/South America 449 10 (2.2)
[0.8, 3.7]

463 12 (2.6)
[1.0, 4.1]

0.859
[0.375, 1.969]

0.856
[0.366, 2.002]

-0.4
[-2.6, 1.8]

0.720



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AMS_SAIS: Proportion of subjects with AEOSI: Serious AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious AEs leading to amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline 0.339
Yes 1453 29 (2.0)

[1.2, 2.7]
1450 31 (2.1)

[1.4, 2.9]
0.934

[0.566, 1.541]
0.932

[0.559, 1.555]
-0.1

[-1.2, 1.0]
0.788

No 696 0 (0.0)
[0.0, 0.1]

699 1 (0.1)
[0.0, 0.5]

0.335 +
[0.014, 8.204]

0.334 +
[0.014, 8.220]

-0.1
[-0.6, 0.3]

1.000#

F: Baseline UACR status 0.731
> 1000 mg/g 1047 16 (1.5)

[0.7, 2.3]
1030 16 (1.6)

[0.7, 2.4]
0.984

[0.495, 1.957]
0.984

[0.489, 1.977]
-0.0

[-1.2, 1.1]
0.963

<= 1000 mg/g 1102 13 (1.2)
[0.5, 1.9]

1119 16 (1.4)
[0.7, 2.2]

0.825
[0.399, 1.707]

0.823
[0.394, 1.719]

-0.3
[-1.3, 0.8]

0.604

G: Baseline eGFR (cut-off 1) 0.427
< 45 ml/min/1.73**2 1270 15 (1.2)

[0.5, 1.8]
1248 13 (1.0)

[0.4, 1.6]
1.134

[0.542, 2.373]
1.135

[0.538, 2.396]
0.1

[-0.8, 1.0]
0.739

>= 45 ml/min/1.73**2 879 14 (1.6)
[0.7, 2.5]

901 19 (2.1)
[1.1, 3.1]

0.755
[0.381, 1.497]

0.751
[0.374, 1.508]

-0.5
[-1.9, 0.8]

0.420

H: Baseline eGFR (cut-off 2) 0.809
< 30 ml/min/1.73**2 293 2 (0.7)

[0.0, 1.8]
331 2 (0.6)

[0.0, 1.6]
1.130

[0.160, 7.969]
1.131

[0.158, 8.077]
0.1

[-1.5, 1.7]
1.000#

>= 30 ml/min/1.73**2 1856 27 (1.5)
[0.9, 2.0]

1818 30 (1.7)
[1.0, 2.3]

0.882
[0.526, 1.477]

0.880
[0.521, 1.486]

-0.2
[-1.0, 0.7]

0.632

I: Baseline eGFR (cut-off 3) 0.350
< 60 ml/min/1.73**2 1915 25 (1.3)

[0.8, 1.8]
1929 25 (1.3)

[0.8, 1.8]
1.007

[0.581, 1.747]
1.007

[0.577, 1.760]
0.0

[-0.8, 0.8]
0.979

>= 60 ml/min/1.73**2 234 4 (1.7)
[0.0, 3.6]

220 7 (3.2)
[0.6, 5.7]

0.537
[0.159, 1.810]

0.529
[0.153, 1.833]

-1.5
[-4.8, 1.8]

0.308



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AMS_SAIS: Proportion of subjects with AEOSI: Serious AEs leading to amputation by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious AEs leading to amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.872
<= 130 mmHg 793 10 (1.3)

[0.4, 2.1]
748 11 (1.5)

[0.5, 2.4]
0.858

[0.366, 2.007]
0.856

[0.361, 2.027]
-0.2

[-1.5, 1.1]
0.723

> 130 mmHg 1356 19 (1.4)
[0.7, 2.1]

1401 21 (1.5)
[0.8, 2.2]

0.935
[0.505, 1.731]

0.934
[0.500, 1.745]

-0.1
[-1.1, 0.9]

0.830

K: Treatment at randomisation 0.430
ACE-I only 650 9 (1.4)

[0.4, 2.4]
651 14 (2.2)

[1.0, 3.3]
0.644

[0.281, 1.477]
0.639

[0.275, 1.487]
-0.8

[-2.4, 0.8]
0.295

ARB only 1418 17 (1.2)
[0.6, 1.8]

1399 17 (1.2)
[0.6, 1.8]

0.987
[0.506, 1.925]

0.986
[0.502, 1.940]

-0.0
[-0.9, 0.9]

0.968



T1AKN_SSIS: Proportion of subjects with AEOSI: Non-severe Diabetic ketoacidosis by 
subgroup 



T1AKC_SAIS: Proportion of subjects with AEOSI: Severe Diabetic ketoacidosis by 
subgroup 



T1AKS_SAIS: Proportion of subjects with AEOSI: Serious Diabetic ketoacidosis by 
subgroup 



T1AHN_SSIS: Proportion of subjects with AEOSI: Non-severe Major hypoglycemic 
events by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1AHN_SSIS: Proportion of subjects with AEOSI: Non-severe Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe Major hypoglycemic
events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.059
<= 65 years 1246 1 (0.1)

[0.0, 0.3]
1238 9 (0.7)

[0.2, 1.2]
0.110

[0.014, 0.870]
0.110

[0.014, 0.867]
-0.6

[-1.2, -0.1]
0.011#

> 65 years 903 6 (0.7)
[0.1, 1.2]

911 7 (0.8)
[0.1, 1.4]

0.865
[0.292, 2.563]

0.864
[0.289, 2.580]

-0.1
[-1.0, 0.8]

0.793

B: Sex 0.797
Male 1440 4 (0.3)

[0.0, 0.6]
1433 10 (0.7)

[0.2, 1.2]
0.398

[0.125, 1.266]
0.396

[0.124, 1.267]
-0.4

[-1.0, 0.2]
0.106

Female 709 3 (0.4)
[0.0, 1.0]

716 6 (0.8)
[0.1, 1.6]

0.505
[0.127, 2.011]

0.503
[0.125, 2.018]

-0.4
[-1.4, 0.5]

0.506#

C: Race 0.009i
White 1123 1 (0.1)

[0.0, 0.3]
1163 11 (0.9)

[0.3, 1.5]
0.094

[0.012, 0.728]
0.093

[0.012, 0.724]
-0.9

[-1.5, -0.2]
0.005

Black or African American 104 4 (3.8)
[0.0, 8.0]

87 0 (0.0)
[0.0, 0.6]

7.543 +
[0.412, 138.183]

7.836 +
[0.416, 147.594]

3.8
[-0.9, 8.6]

0.127#

Asian 747 2 (0.3)
[0.0, 0.7]

718 3 (0.4)
[0.0, 1.0]

0.641
[0.107, 3.824]

0.640
[0.107, 3.840]

-0.2
[-0.9, 0.6]

0.681#

Other 175 0 (0.0)
[0.0, 0.3]

181 2 (1.1)
[0.0, 2.9]

0.207 +
[0.010, 4.278]

0.205 +
[0.010, 4.291]

-1.1
[-3.2, 1.0]

0.499#

D: Region 0.520
Asia 690 2 (0.3)

[0.0, 0.8]
654 3 (0.5)

[0.0, 1.1]
0.632

[0.106, 3.770]
0.631

[0.105, 3.787]
-0.2

[-1.0, 0.6]
0.679#

Europe 609 0 (0.0)
[0.0, 0.1]

620 3 (0.5)
[0.0, 1.1]

0.145 +
[0.008, 2.810]

0.145 +
[0.007, 2.808]

-0.5
[-1.2, 0.2]

0.249#

North America 401 2 (0.5)
[0.0, 1.3]

412 2 (0.5)
[0.0, 1.3]

1.027
[0.145, 7.259]

1.028
[0.144, 7.330]

0.0
[-1.2, 1.2]

1.000#

Latin/South America 449 3 (0.7)
[0.0, 1.5]

463 8 (1.7)
[0.4, 3.0]

0.387
[0.103, 1.448]

0.383
[0.101, 1.451]

-1.1
[-2.7, 0.6]

0.143



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1AHN_SSIS: Proportion of subjects with AEOSI: Non-severe Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe Major hypoglycemic
events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline NE
Yes 1453 7 (0.5)

[0.1, 0.9]
1450 16 (1.1)

[0.5, 1.7]
0.437

[0.180, 1.058]
0.434

[0.178, 1.058]
-0.6

[-1.3, 0.1]
0.059

No 696 0 (0.0) 699 0 (0.0)

F: Baseline UACR status 0.400
> 1000 mg/g 1047 4 (0.4)

[0.0, 0.8]
1030 6 (0.6)

[0.1, 1.1]
0.656

[0.186, 2.317]
0.655

[0.184, 2.326]
-0.2

[-0.9, 0.5]
0.545#

<= 1000 mg/g 1102 3 (0.3)
[0.0, 0.6]

1119 10 (0.9)
[0.3, 1.5]

0.305
[0.084, 1.104]

0.303
[0.083, 1.103]

-0.6
[-1.3, 0.1]

0.055

G: Baseline eGFR (cut-off 1) 0.022i
< 45 ml/min/1.73**2 1270 7 (0.6)

[0.1, 1.0]
1248 8 (0.6)

[0.2, 1.1]
0.860

[0.313, 2.364]
0.859

[0.311, 2.376]
-0.1

[-0.8, 0.6]
0.770

>= 45 ml/min/1.73**2 879 0 (0.0)
[0.0, 0.1]

901 8 (0.9)
[0.2, 1.6]

0.060 +
[0.003, 1.043]

0.060 +
[0.003, 1.037]

-0.9
[-1.6, -0.2]

0.008#

H: Baseline eGFR (cut-off 2) 0.507
< 30 ml/min/1.73**2 293 2 (0.7)

[0.0, 1.8]
331 3 (0.9)

[0.0, 2.1]
0.753

[0.127, 4.476]
0.751

[0.125, 4.528]
-0.2

[-1.9, 1.5]
1.000#

>= 30 ml/min/1.73**2 1856 5 (0.3)
[0.0, 0.5]

1818 13 (0.7)
[0.3, 1.1]

0.377
[0.135, 1.055]

0.375
[0.133, 1.054]

-0.4
[-1.0, 0.1]

0.053

I: Baseline eGFR (cut-off 3) 0.311
< 60 ml/min/1.73**2 1915 7 (0.4)

[0.1, 0.7]
1929 14 (0.7)

[0.3, 1.1]
0.504

[0.204, 1.245]
0.502

[0.202, 1.246]
-0.4

[-0.9, 0.2]
0.130

>= 60 ml/min/1.73**2 234 0 (0.0)
[0.0, 0.2]

220 2 (0.9)
[0.0, 2.4]

0.188 +
[0.009, 3.896]

0.186 +
[0.009, 3.903]

-0.9
[-2.6, 0.8]

0.234#



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AHN_SSIS: Proportion of subjects with AEOSI: Non-severe Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe Major hypoglycemic
events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.230
<= 130 mmHg 793 1 (0.1)

[0.0, 0.4]
748 6 (0.8)

[0.1, 1.5]
0.157

[0.019, 1.303]
0.156

[0.019, 1.300]
-0.7

[-1.5, 0.1]
0.063#

> 130 mmHg 1356 6 (0.4)
[0.1, 0.8]

1401 10 (0.7)
[0.2, 1.2]

0.620
[0.226, 1.701]

0.618
[0.224, 1.706]

-0.3
[-0.9, 0.4]

0.349

K: Treatment at randomisation 0.197
ACE-I only 650 4 (0.6)

[0.0, 1.3]
651 4 (0.6)

[0.0, 1.3]
1.002

[0.252, 3.988]
1.002

[0.249, 4.022]
0.0

[-1.0, 1.0]
1.000#

ARB only 1418 3 (0.2)
[0.0, 0.5]

1399 10 (0.7)
[0.2, 1.2]

0.296
[0.082, 1.073]

0.294
[0.081, 1.072]

-0.5
[-1.1, 0.1]

0.049



T1AHC_SAIS: Proportion of subjects with AEOSI: Severe Major hypoglycemic events 
by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table T1AHC_SAIS: Proportion of subjects with AEOSI: Severe Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe Major hypoglycemic events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.196
<= 65 years 1246 1 (0.1)

[0.0, 0.3]
1238 5 (0.4)

[0.0, 0.8]
0.199

[0.023, 1.698]
0.198

[0.023, 1.698]
-0.3

[-0.8, 0.1]
0.123#

> 65 years 903 7 (0.8)
[0.1, 1.4]

911 8 (0.9)
[0.2, 1.5]

0.883
[0.321, 2.424]

0.882
[0.318, 2.442]

-0.1
[-1.0, 0.8]

0.809

B: Sex 0.346
Male 1440 7 (0.5)

[0.1, 0.9]
1433 9 (0.6)

[0.2, 1.1]
0.774

[0.289, 2.073]
0.773

[0.287, 2.081]
-0.1

[-0.8, 0.5]
0.609

Female 709 1 (0.1)
[0.0, 0.5]

716 4 (0.6)
[0.0, 1.2]

0.252
[0.028, 2.253]

0.251
[0.028, 2.255]

-0.4
[-1.2, 0.3]

0.374#

C: Race 0.396
White 1123 6 (0.5)

[0.1, 1.0]
1163 6 (0.5)

[0.1, 1.0]
1.036

[0.335, 3.201]
1.036

[0.333, 3.221]
0.0

[-0.7, 0.7]
0.952

Black or African American 104 0 (0.0)
[0.0, 0.5]

87 1 (1.1)
[0.0, 4.0]

0.279 +
[0.012, 6.772]

0.276 +
[0.011, 6.859]

-1.1
[-4.4, 2.1]

0.455#

Asian 747 1 (0.1)
[0.0, 0.5]

718 5 (0.7)
[0.0, 1.4]

0.192
[0.023, 1.641]

0.191
[0.022, 1.640]

-0.6
[-1.4, 0.2]

0.117#

Other 175 1 (0.6)
[0.0, 2.0]

181 1 (0.6)
[0.0, 1.9]

1.034
[0.065, 16.407]

1.034
[0.064, 16.669]

0.0
[-2.1, 2.1]

1.000#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AHC_SAIS: Proportion of subjects with AEOSI: Severe Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe Major hypoglycemic events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline NE
Yes 1453 8 (0.6)

[0.1, 1.0]
1450 13 (0.9)

[0.4, 1.4]
0.614

[0.255, 1.477]
0.612

[0.253, 1.481]
-0.3

[-1.0, 0.3]
0.271

No 696 0 (0.0) 699 0 (0.0)

F: Baseline UACR status 0.044i
> 1000 mg/g 1047 2 (0.2)

[0.0, 0.5]
1030 9 (0.9)

[0.3, 1.5]
0.219

[0.047, 1.009]
0.217

[0.047, 1.007]
-0.7

[-1.4, 0.0]
0.032

<= 1000 mg/g 1102 6 (0.5)
[0.1, 1.0]

1119 4 (0.4)
[0.0, 0.8]

1.523
[0.431, 5.383]

1.526
[0.429, 5.422]

0.2
[-0.5, 0.8]

0.545#

G: Baseline eGFR (cut-off 1) 0.187
< 45 ml/min/1.73**2 1270 4 (0.3)

[0.0, 0.7]
1248 10 (0.8)

[0.3, 1.3]
0.393

[0.124, 1.250]
0.391

[0.122, 1.250]
-0.5

[-1.1, 0.2]
0.101

>= 45 ml/min/1.73**2 879 4 (0.5)
[0.0, 1.0]

901 3 (0.3)
[0.0, 0.8]

1.367
[0.307, 6.089]

1.368
[0.305, 6.132]

0.1
[-0.6, 0.8]

0.723#

H: Baseline eGFR (cut-off 2) 0.249
< 30 ml/min/1.73**2 293 1 (0.3)

[0.0, 1.2]
331 5 (1.5)

[0.0, 3.0]
0.226

[0.027, 1.923]
0.223

[0.026, 1.922]
-1.2

[-3.0, 0.6]
0.222#

>= 30 ml/min/1.73**2 1856 7 (0.4)
[0.1, 0.7]

1818 8 (0.4)
[0.1, 0.8]

0.857
[0.311, 2.359]

0.857
[0.310, 2.367]

-0.1
[-0.5, 0.4]

0.765

I: Baseline eGFR (cut-off 3) NE
< 60 ml/min/1.73**2 1915 8 (0.4)

[0.1, 0.7]
1929 13 (0.7)

[0.3, 1.1]
0.620

[0.258, 1.492]
0.618

[0.256, 1.495]
-0.3

[-0.8, 0.3]
0.281

>= 60 ml/min/1.73**2 234 0 (0.0) 220 0 (0.0)



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AHC_SAIS: Proportion of subjects with AEOSI: Severe Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Severe Major hypoglycemic events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.708
<= 130 mmHg 793 2 (0.3)

[0.0, 0.7]
748 4 (0.5)

[0.0, 1.1]
0.472

[0.087, 2.567]
0.470

[0.086, 2.575]
-0.3

[-1.0, 0.5]
0.440#

> 130 mmHg 1356 6 (0.4)
[0.1, 0.8]

1401 9 (0.6)
[0.2, 1.1]

0.689
[0.246, 1.930]

0.687
[0.244, 1.936]

-0.2
[-0.8, 0.4]

0.476

K: Treatment at randomisation 0.038i
ACE-I only 650 6 (0.9)

[0.1, 1.7]
651 3 (0.5)

[0.0, 1.1]
2.003

[0.503, 7.975]
2.012

[0.501, 8.081]
0.5

[-0.6, 1.5]
0.342#

ARB only 1418 2 (0.1)
[0.0, 0.4]

1399 8 (0.6)
[0.1, 1.0]

0.247
[0.052, 1.159]

0.246
[0.052, 1.159]

-0.4
[-0.9, 0.1]

0.063#



T1AHS_SAIS: Proportion of subjects with AEOSI: Serious Major hypoglycemic events 
by subgroup 



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AHS_SAIS: Proportion of subjects with AEOSI: Serious Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious Major hypoglycemic events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.909
<= 65 years 1246 2 (0.2)

[0.0, 0.4]
1238 5 (0.4)

[0.0, 0.8]
0.397

[0.077, 2.045]
0.396

[0.077, 2.047]
-0.2

[-0.7, 0.3]
0.287#

> 65 years 903 4 (0.4)
[0.0, 0.9]

911 9 (1.0)
[0.3, 1.7]

0.448
[0.139, 1.451]

0.446
[0.137, 1.453]

-0.5
[-1.4, 0.3]

0.169

B: Sex 0.817
Male 1440 5 (0.3)

[0.0, 0.7]
1433 11 (0.8)

[0.3, 1.3]
0.452

[0.158, 1.299]
0.450

[0.156, 1.300]
-0.4

[-1.0, 0.2]
0.130

Female 709 1 (0.1)
[0.0, 0.5]

716 3 (0.4)
[0.0, 1.0]

0.337
[0.035, 3.228]

0.336
[0.035, 3.235]

-0.3
[-1.0, 0.4]

0.624#

C: Race n<10
White n<10
Black or African American n<10
Asian n<10
Other n<10

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table T1AHS_SAIS: Proportion of subjects with AEOSI: Serious Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious Major hypoglycemic events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

E: Type 2 diabetes at baseline NE
Yes 1453 6 (0.4)

[0.0, 0.8]
1450 14 (1.0)

[0.4, 1.5]
0.428

[0.165, 1.110]
0.425

[0.163, 1.110]
-0.6

[-1.2, 0.1]
0.072

No 696 0 (0.0) 699 0 (0.0)

F: Baseline UACR status 0.743
> 1000 mg/g 1047 3 (0.3)

[0.0, 0.7]
1030 8 (0.8)

[0.2, 1.4]
0.369

[0.098, 1.387]
0.367

[0.097, 1.388]
-0.5

[-1.2, 0.2]
0.124

<= 1000 mg/g 1102 3 (0.3)
[0.0, 0.6]

1119 6 (0.5)
[0.1, 1.0]

0.508
[0.127, 2.025]

0.506
[0.126, 2.030]

-0.3
[-0.9, 0.4]

0.507#

G: Baseline eGFR (cut-off 1) 0.952
< 45 ml/min/1.73**2 1270 4 (0.3)

[0.0, 0.7]
1248 9 (0.7)

[0.2, 1.2]
0.437

[0.135, 1.415]
0.435

[0.134, 1.416]
-0.4

[-1.0, 0.2]
0.155

>= 45 ml/min/1.73**2 879 2 (0.2)
[0.0, 0.6]

901 5 (0.6)
[0.0, 1.1]

0.410
[0.080, 2.108]

0.409
[0.079, 2.112]

-0.3
[-1.0, 0.4]

0.452#

H: Baseline eGFR (cut-off 2) 0.653
< 30 ml/min/1.73**2 293 1 (0.3)

[0.0, 1.2]
331 4 (1.2)

[0.0, 2.5]
0.282

[0.032, 2.513]
0.280

[0.031, 2.519]
-0.9

[-2.5, 0.8]
0.378#

>= 30 ml/min/1.73**2 1856 5 (0.3)
[0.0, 0.5]

1818 10 (0.6)
[0.2, 0.9]

0.490
[0.168, 1.430]

0.488
[0.167, 1.432]

-0.3
[-0.7, 0.2]

0.182

I: Baseline eGFR (cut-off 3) NE
< 60 ml/min/1.73**2 1915 6 (0.3)

[0.0, 0.6]
1929 14 (0.7)

[0.3, 1.1]
0.432

[0.166, 1.121]
0.430

[0.165, 1.121]
-0.4

[-0.9, 0.1]
0.076

>= 60 ml/min/1.73**2 234 0 (0.0) 220 0 (0.0)



Source Data: adae, created on: 19APR2021.
No analysis of subgroup L Baseline CKD stage (only required for baseline characteristics).
+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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ASTRA ZENECA Page 3 of 3
Value Dossier Analysis: D169AC0001 Program Name: IS_saf4.sas
Data Cut Date: 17JUL2020 Run Date: 21APR2021:17:29:29

Table T1AHS_SAIS: Proportion of subjects with AEOSI: Serious Major hypoglycemic events by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Serious Major hypoglycemic events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

J: Baseline systolic blood pressure 0.128
<= 130 mmHg 793 0 (0.0)

[0.0, 0.1]
748 4 (0.5)

[0.0, 1.1]
0.105 +

[0.006, 1.943]
0.104 +

[0.006, 1.940]
-0.5

[-1.2, 0.1]
0.055#

> 130 mmHg 1356 6 (0.4)
[0.1, 0.8]

1401 10 (0.7)
[0.2, 1.2]

0.620
[0.226, 1.701]

0.618
[0.224, 1.706]

-0.3
[-0.9, 0.4]

0.349

K: Treatment at randomisation 0.281
ACE-I only 650 3 (0.5)

[0.0, 1.1]
651 3 (0.5)

[0.0, 1.1]
1.002

[0.203, 4.944]
1.002

[0.201, 4.981]
0.0

[-0.9, 0.9]
1.000#

ARB only 1418 3 (0.2)
[0.0, 0.5]

1399 9 (0.6)
[0.2, 1.1]

0.329
[0.089, 1.212]

0.327
[0.088, 1.212]

-0.4
[-1.0, 0.1]

0.079



T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study medication by SOC/preferred term 



Source Data: adae, created on: 19APR2021.
Only events are presented which affect at least 1% of patients in a treatment group.
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study medication by SOC/preferred term
SAS

Source Data: adae, created on: 19APR2021.
Only events are presented which affect at least 1% of patients in a treatment group.
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Source Data: adae, created on: 19APR2021.
Only events are presented which affect at least 1% of patients in a treatment group.
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study medication by SOC/preferred term
SAS

Dapa 10 mg Placebo
AEs leading to discontinuation of
study medication by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Cardiac disorders 2149 6 (0.3)
[0.0, 0.5]

2149 11 (0.5)
[0.2, 0.8]

0.545
[0.202, 1.472]

0.544
[0.201, 1.474]

-0.2
[-0.7, 0.2]

0.224

Acute left ventricular
failure

2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Acute myocardial infarction 2149 2 (0.1)
[0.0, 0.2]

2149 5 (0.2)
[0.0, 0.5]

0.400
[0.078, 2.059]

0.399
[0.077, 2.061]

-0.1
[-0.4, 0.1]

0.453 #

Angina unstable 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Atrial fibrillation 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Cardiac failure 2149 2 (0.1)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

2.000
[0.181, 22.040]

2.001
[0.181, 22.083]

0.0
[-0.2, 0.3]

1.000 #

Cardiac failure congestive 2149 1 (0.0)
[0.0, 0.2]

2149 2 (0.1)
[0.0, 0.2]

0.500
[0.045, 5.510]

0.500
[0.045, 5.516]

-0.0
[-0.3, 0.2]

1.000 #

Myocardial infarction 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Pericarditis 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

SOC: Eye disorders 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Vision blurred 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

SOC: Gastrointestinal disorders 2149 6 (0.3)
[0.0, 0.5]

2149 4 (0.2)
[0.0, 0.4]

1.500
[0.424, 5.308]

1.501
[0.423, 5.328]

0.1
[-0.2, 0.4]

0.527

Diarrhoea 2149 4 (0.2)
[0.0, 0.4]

2149 3 (0.1)
[0.0, 0.3]

1.333
[0.299, 5.950]

1.334
[0.298, 5.967]

0.0
[-0.2, 0.3]

1.000 #

Dyspepsia 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Gastric ulcer haemorrhage 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Thrombosis mesenteric vessel 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #



Source Data: adae, created on: 19APR2021.
Only events are presented which affect at least 1% of patients in a treatment group.
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study medication by SOC/preferred term
SAS

Dapa 10 mg Placebo
AEs leading to discontinuation of
study medication by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: General disorders and
administration site
conditions

2149 0 (0.0)
[0.0, 0.0]

2149 2 (0.1)
[0.0, 0.2]

0.200 +
[0.010, 4.163]

0.200 +
[0.010, 4.164]

-0.1
[-0.3, 0.1]

0.500 #

Asthenia 2149 0 (0.0)
[0.0, 0.0]

2149 2 (0.1)
[0.0, 0.2]

0.200 +
[0.010, 4.163]

0.200 +
[0.010, 4.164]

-0.1
[-0.3, 0.1]

0.500 #

SOC: Hepatobiliary disorders 2149 1 (0.0)
[0.0, 0.2]

2149 2 (0.1)
[0.0, 0.2]

0.500
[0.045, 5.510]

0.500
[0.045, 5.516]

-0.0
[-0.3, 0.2]

1.000 #

Bile duct obstruction 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Cholelithiasis 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Hepatic function abnormal 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

SOC: Infections and infestations 2149 24 (1.1)
[0.6, 1.6]

2149 9 (0.4)
[0.1, 0.7]

2.667
[1.242, 5.723]

2.685
[1.245, 5.791]

0.7
[0.1, 1.3]

0.009*

Device related sepsis 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Encephalitis 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Escherichia sepsis 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Folliculitis 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Fungaemia 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Fungal oesophagitis 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Fungal skin infection 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Gangrene 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Infected skin ulcer 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Large intestine infection 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #



Source Data: adae, created on: 19APR2021.
Only events are presented which affect at least 1% of patients in a treatment group.
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study medication by SOC/preferred term
SAS

Dapa 10 mg Placebo
AEs leading to discontinuation of
study medication by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Liver abscess 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Osteomyelitis 2149 2 (0.1)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

5.000 +
[0.240, 104.085]

5.005 +
[0.240, 104.305]

0.1
[-0.1, 0.3]

0.500 #

Pneumonia 2149 0 (0.0)
[0.0, 0.0]

2149 3 (0.1)
[0.0, 0.3]

0.143 +
[0.007, 2.764]

0.143 +
[0.007, 2.763]

-0.1
[-0.3, 0.1]

0.250 #

Pneumonia influenzal 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Streptococcal bacteraemia 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Urinary tract infection 2149 7 (0.3)
[0.1, 0.6]

2149 3 (0.1)
[0.0, 0.3]

2.333
[0.604, 9.011]

2.338
[0.604, 9.052]

0.2
[-0.1, 0.5]

0.205

Urogenital infection
bacterial

2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Urosepsis 2149 1 (0.0)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

1.000
[0.063, 15.977]

1.000
[0.063, 15.998]

0.0
[-0.2, 0.2]

1.000 #

Vulvovaginal mycotic
infection

2149 2 (0.1)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

5.000 +
[0.240, 104.085]

5.005 +
[0.240, 104.305]

0.1
[-0.1, 0.3]

0.500 #

SOC: Injury, poisoning and
procedural complications

2149 0 (0.0)
[0.0, 0.0]

2149 4 (0.2)
[0.0, 0.4]

0.111 +
[0.006, 2.062]

0.111 +
[0.006, 2.061]

-0.2
[-0.4, 0.0]

0.125 #

Carbon monoxide poisoning 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Periprosthetic fracture 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Post procedural haemorrhage 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Rib fracture 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

SOC: Investigations 2149 12 (0.6)
[0.2, 0.9]

2149 11 (0.5)
[0.2, 0.8]

1.091
[0.482, 2.467]

1.091
[0.481, 2.479]

0.0
[-0.4, 0.5]

0.834



Source Data: adae, created on: 19APR2021.
Only events are presented which affect at least 1% of patients in a treatment group.
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 4 of 9
Value Dossier Analysis: D169AC0001 Program Name: T1AT_SAS0.sas
Data Cut Date: 17JUL2020 Run Date: 17JUN2021:11:32:33

Table T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study medication by SOC/preferred term
SAS

Dapa 10 mg Placebo
AEs leading to discontinuation of
study medication by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Blood creatinine increased 2149 2 (0.1)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

2.000
[0.181, 22.040]

2.001
[0.181, 22.083]

0.0
[-0.2, 0.3]

1.000 #

Glomerular filtration rate
decreased

2149 9 (0.4)
[0.1, 0.7]

2149 10 (0.5)
[0.2, 0.8]

0.900
[0.366, 2.210]

0.900
[0.365, 2.218]

-0.0
[-0.5, 0.4]

0.818

Haematocrit increased 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

SOC: Metabolism and nutrition
disorders

2149 3 (0.1)
[0.0, 0.3]

2149 8 (0.4)
[0.1, 0.7]

0.375
[0.100, 1.412]

0.374
[0.099, 1.412]

-0.2
[-0.6, 0.1]

0.131

Hypercalcaemia 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Hyperglycaemia 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Hyperkalaemia 2149 1 (0.0)
[0.0, 0.2]

2149 2 (0.1)
[0.0, 0.2]

0.500
[0.045, 5.510]

0.500
[0.045, 5.516]

-0.0
[-0.3, 0.2]

1.000 #

Hypoglycaemia 2149 0 (0.0)
[0.0, 0.0]

2149 2 (0.1)
[0.0, 0.2]

0.200 +
[0.010, 4.163]

0.200 +
[0.010, 4.164]

-0.1
[-0.3, 0.1]

0.500 #

Hypovolaemia 2149 2 (0.1)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

2.000
[0.181, 22.040]

2.001
[0.181, 22.083]

0.0
[-0.2, 0.3]

1.000 #

Polydipsia 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

SOC: Musculoskeletal and
connective tissue disorders

2149 0 (0.0)
[0.0, 0.0]

2149 2 (0.1)
[0.0, 0.2]

0.200 +
[0.010, 4.163]

0.200 +
[0.010, 4.164]

-0.1
[-0.3, 0.1]

0.500 #

Muscle spasms 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Myalgia 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

SOC: Neoplasms benign, malignant
and unspecified (incl cysts
and polyps)

2149 12 (0.6)
[0.2, 0.9]

2149 11 (0.5)
[0.2, 0.8]

1.091
[0.482, 2.467]

1.091
[0.481, 2.479]

0.0
[-0.4, 0.5]

0.834



Source Data: adae, created on: 19APR2021.
Only events are presented which affect at least 1% of patients in a treatment group.
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study medication by SOC/preferred term
SAS

Dapa 10 mg Placebo
AEs leading to discontinuation of
study medication by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Adenocarcinoma 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Adenocarcinoma gastric 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Bile duct cancer 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Bladder cancer 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Colon adenoma 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Colon cancer 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Colon cancer metastatic 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Endometrial adenocarcinoma 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Epithelioid mesothelioma 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Gallbladder cancer metastatic 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Gastric cancer 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Laryngeal cancer 2149 1 (0.0)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

1.000
[0.063, 15.977]

1.000
[0.063, 15.998]

0.0
[-0.2, 0.2]

1.000 #

Metastases to bladder 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Plasma cell myeloma 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Prostate cancer 2149 2 (0.1)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

2.000
[0.181, 22.040]

2.001
[0.181, 22.083]

0.0
[-0.2, 0.3]

1.000 #

Renal cell carcinoma 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Renal hamartoma 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Small cell lung cancer 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #



Source Data: adae, created on: 19APR2021.
Only events are presented which affect at least 1% of patients in a treatment group.
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study medication by SOC/preferred term
SAS

Dapa 10 mg Placebo
AEs leading to discontinuation of
study medication by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Squamous cell carcinoma of
lung

2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Vaginal cancer 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

SOC: Nervous system disorders 2149 13 (0.6)
[0.3, 1.0]

2149 10 (0.5)
[0.2, 0.8]

1.300
[0.571, 2.958]

1.302
[0.570, 2.975]

0.1
[-0.3, 0.6]

0.531

Brain stem haemorrhage 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Cerebral infarction 2149 1 (0.0)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

1.000
[0.063, 15.977]

1.000
[0.063, 15.998]

0.0
[-0.2, 0.2]

1.000 #

Cerebrovascular accident 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Dizziness 2149 1 (0.0)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

1.000
[0.063, 15.977]

1.000
[0.063, 15.998]

0.0
[-0.2, 0.2]

1.000 #

Dizziness postural 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Haemorrhagic stroke 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Ischaemic cerebral infarction 2149 1 (0.0)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

1.000
[0.063, 15.977]

1.000
[0.063, 15.998]

0.0
[-0.2, 0.2]

1.000 #

Ischaemic stroke 2149 4 (0.2)
[0.0, 0.4]

2149 2 (0.1)
[0.0, 0.2]

2.000
[0.367, 10.908]

2.002
[0.366, 10.941]

0.1
[-0.2, 0.4]

0.687 #

Loss of consciousness 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Memory impairment 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Parkinson's disease 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Seizure 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Subarachnoid haemorrhage 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Syncope 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Tremor 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #



Source Data: adae, created on: 19APR2021.
Only events are presented which affect at least 1% of patients in a treatment group.
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study medication by SOC/preferred term
SAS

Dapa 10 mg Placebo
AEs leading to discontinuation of
study medication by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Psychiatric disorders 2149 1 (0.0)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

1.000
[0.063, 15.977]

1.000
[0.063, 15.998]

0.0
[-0.2, 0.2]

1.000 #

Confusional state 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Depression 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

SOC: Renal and urinary disorders 2149 34 (1.6)
[1.0, 2.1]

2149 43 (2.0)
[1.4, 2.6]

0.791
[0.506, 1.235]

0.787
[0.500, 1.240]

-0.4
[-1.3, 0.4]

0.301

Acute kidney injury 2149 5 (0.2)
[0.0, 0.5]

2149 6 (0.3)
[0.0, 0.5]

0.833
[0.255, 2.726]

0.833
[0.254, 2.733]

-0.0
[-0.4, 0.3]

0.763

Chronic kidney disease 2149 11 (0.5)
[0.2, 0.8]

2149 6 (0.3)
[0.0, 0.5]

1.833
[0.679, 4.948]

1.838
[0.678, 4.978]

0.2
[-0.2, 0.7]

0.224

Diabetic nephropathy 2149 0 (0.0)
[0.0, 0.0]

2149 2 (0.1)
[0.0, 0.2]

0.200 +
[0.010, 4.163]

0.200 +
[0.010, 4.164]

-0.1
[-0.3, 0.1]

0.500 #

End stage renal disease 2149 6 (0.3)
[0.0, 0.5]

2149 7 (0.3)
[0.1, 0.6]

0.857
[0.289, 2.546]

0.857
[0.287, 2.553]

-0.0
[-0.4, 0.3]

0.781

Focal segmental
glomerulosclerosis

2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Haematuria 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

IgA nephropathy 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Microalbuminuria 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Nephropathy 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Nephrotic syndrome 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Nocturia 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Renal amyloidosis 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Renal failure 2149 2 (0.1)
[0.0, 0.2]

2149 2 (0.1)
[0.0, 0.2]

1.000
[0.141, 7.093]

1.000
[0.141, 7.106]

0.0
[-0.2, 0.2]

1.000 #



Source Data: adae, created on: 19APR2021.
Only events are presented which affect at least 1% of patients in a treatment group.
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study medication by SOC/preferred term
SAS

Dapa 10 mg Placebo
AEs leading to discontinuation of
study medication by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Renal impairment 2149 9 (0.4)
[0.1, 0.7]

2149 12 (0.6)
[0.2, 0.9]

0.750
[0.317, 1.776]

0.749
[0.315, 1.781]

-0.1
[-0.6, 0.3]

0.512

Urinary incontinence 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

SOC: Reproductive system and
breast disorders

2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Benign prostatic hyperplasia 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

SOC: Respiratory, thoracic and
mediastinal disorders

2149 2 (0.1)
[0.0, 0.2]

2149 3 (0.1)
[0.0, 0.3]

0.667
[0.112, 3.986]

0.666
[0.111, 3.992]

-0.0
[-0.3, 0.2]

1.000 #

Chronic obstructive pulmonary
disease

2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Dyspnoea 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Pulmonary embolism 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Respiratory failure 2149 0 (0.0)
[0.0, 0.0]

2149 2 (0.1)
[0.0, 0.2]

0.200 +
[0.010, 4.163]

0.200 +
[0.010, 4.164]

-0.1
[-0.3, 0.1]

0.500 #

SOC: Skin and subcutaneous tissue
disorders

2149 6 (0.3)
[0.0, 0.5]

2149 5 (0.2)
[0.0, 0.5]

1.200
[0.367, 3.926]

1.201
[0.366, 3.940]

0.0
[-0.3, 0.4]

0.763

Dermal cyst 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #

Dermatitis allergic 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Diabetic foot 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Eczema 2149 1 (0.0)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

1.000
[0.063, 15.977]

1.000
[0.063, 15.998]

0.0
[-0.2, 0.2]

1.000 #

Pruritus 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Purpura 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #



Source Data: adae, created on: 19APR2021.
Only events are presented which affect at least 1% of patients in a treatment group.
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table T1AT_SAS0: Proportion of subjects with AEs leading to discontinuation of study medication by SOC/preferred term
SAS

Dapa 10 mg Placebo
AEs leading to discontinuation of
study medication by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Rash 2149 1 (0.0)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

1.000
[0.063, 15.977]

1.000
[0.063, 15.998]

0.0
[-0.2, 0.2]

1.000 #

Skin ulcer 2149 2 (0.1)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

5.000 +
[0.240, 104.085]

5.005 +
[0.240, 104.305]

0.1
[-0.1, 0.3]

0.500 #

SOC: Vascular disorders 2149 2 (0.1)
[0.0, 0.2]

2149 2 (0.1)
[0.0, 0.2]

1.000
[0.141, 7.093]

1.000
[0.141, 7.106]

0.0
[-0.2, 0.2]

1.000 #

Arterial occlusive disease 2149 0 (0.0)
[0.0, 0.0]

2149 1 (0.0)
[0.0, 0.2]

0.333 +
[0.014, 8.178]

0.333 +
[0.014, 8.183]

-0.0
[-0.2, 0.1]

1.000 #

Deep vein thrombosis 2149 1 (0.0)
[0.0, 0.2]

2149 1 (0.0)
[0.0, 0.2]

1.000
[0.063, 15.977]

1.000
[0.063, 15.998]

0.0
[-0.2, 0.2]

1.000 #

Hypotension 2149 1 (0.0)
[0.0, 0.2]

2149 0 (0.0)
[0.0, 0.0]

3.000 +
[0.122, 73.601]

3.001 +
[0.122, 73.718]

0.0
[-0.1, 0.2]

1.000 #
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Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to composite of HF hospitalization or CV death                                                                                                                                                      

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                         228/2962 (  7.7)    1.97           278/2954 (  9.4)    2.45            0.82 (  0.69,  0.97)  0.0239                        0.81 (  0.68,  0.97)  0.0197                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.5012                                              0.4961                  

    <=65 years                   101/1693 (  6.0)    1.52           130/1661 (  7.8)    2.02            0.76 (  0.59,  0.99)  0.0432                        0.76 (  0.59,  0.99)  0.0386                             

    >65 years                    127/1269 ( 10.0)    2.58           148/1293 ( 11.4)    3.01            0.86 (  0.68,  1.10)  0.2292                        0.86 (  0.68,  1.09)  0.2107                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.6384                                              0.8434                  

    male                         162/2030 (  8.0)    2.04           195/1971 (  9.9)    2.58            0.79 (  0.64,  0.97)  0.0276                        0.80 (  0.65,  0.98)  0.0334                             

    female                        66/ 932 (  7.1)    1.83            83/ 983 (  8.4)    2.19            0.86 (  0.62,  1.20)  0.3758                        0.83 (  0.60,  1.15)  0.2605                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.1007                                              0.1206                  

    White                        191/2308 (  8.3)    2.11           226/2267 ( 10.0)    2.57            0.84 (  0.69,  1.02)  0.0814                        0.83 (  0.68,  1.00)  0.0554                             

    Black Or African American      6/ 104 (  5.8)    1.45            18/ 116 ( 15.5)    4.49            0.30 (  0.11,  0.81)  0.0119                        0.32 (  0.13,  0.81)  0.0113                             

    Asian                         20/ 440 (  4.5)    1.18            26/ 458 (  5.7)    1.49            0.76 (  0.42,  1.36)  0.3561                        0.79 (  0.44,  1.41)  0.4170                             

    Other                         11/ 110 ( 10.0)    2.70             8/ 113 (  7.1)    1.87            1.41 (  0.56,  3.50)  0.4624                        1.44 (  0.58,  3.57)  0.4344                             

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.5171                                              0.5536                  

    North America                 79/1000 (  7.9)    1.98           112/1001 ( 11.2)    2.87            0.70 (  0.52,  0.93)  0.0138                        0.69 (  0.52,  0.93)  0.0123                             

    Latin America                 19/ 361 (  5.3)    1.41            21/ 322 (  6.5)    1.79            0.79 (  0.43,  1.47)  0.4613                        0.80 (  0.43,  1.48)  0.4694                             

    Asia/Pacific                  21/ 404 (  5.2)    1.36            25/ 422 (  5.9)    1.57            0.88 (  0.49,  1.58)  0.6753                        0.89 (  0.50,  1.60)  0.7078                             

    Europe                       109/1197 (  9.1)    2.34           120/1209 (  9.9)    2.56            0.93 (  0.72,  1.20)  0.5789                        0.92 (  0.71,  1.19)  0.5074                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.2072                                              0.2267                  

    <45 mL/min/1.73m^2            10/  93 ( 10.8)    2.74            19/  96 ( 19.8)    5.32            0.48 (  0.21,  1.06)  0.0627                        0.50 (  0.23,  1.08)  0.0710                             

    >=45 mL/min/1.73m^2          218/2868 (  7.6)    1.95           259/2858 (  9.1)    2.35            0.83 (  0.70,  1.00)  0.0488                        0.83 (  0.69,  0.99)  0.0390                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.3963                                              0.4096                  

    <60 mL/min/1.73m^2            55/ 606 (  9.1)    2.33            81/ 659 ( 12.3)    3.25            0.72 (  0.51,  1.02)  0.0634                        0.72 (  0.51,  1.01)  0.0553                             

    >=60 mL/min/1.73m^2          173/2355 (  7.3)    1.88           197/2295 (  8.6)    2.22            0.85 (  0.70,  1.05)  0.1268                        0.85 (  0.69,  1.04)  0.1087                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.1797                                              0.2141                  

    <30 mL/min/1.73m^2             2/  13 ( 15.4)    4.13             0/   7 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2          226/2948 (  7.7)    1.97           278/2947 (  9.4)    2.45            0.81 (  0.68,  0.96)  0.0158                        0.80 (  0.67,  0.95)  0.0125                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.4808                                              0.4720                  

    <30 mg/g                      29/ 334 (  8.7)    2.19            27/ 352 (  7.7)    1.96            1.09 (  0.65,  1.85)  0.7420                        1.09 (  0.65,  1.85)  0.7420                             

    >=30 - <=300 mg/g            133/2017 (  6.6)    1.68           170/2013 (  8.4)    2.18            0.78 (  0.62,  0.98)  0.0326                        0.78 (  0.62,  0.98)  0.0326                             

    >300 mg/g                     64/ 594 ( 10.8)    2.85            79/ 575 ( 13.7)    3.72            0.78 (  0.56,  1.09)  0.1475                        0.77 (  0.55,  1.07)  0.1214                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.7877                                              0.8614                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                     74/ 908 (  8.1)    2.08            93/ 912 ( 10.2)    2.65            0.79 (  0.58,  1.08)  0.1375                        0.80 (  0.59,  1.08)  0.1460                             

    >=130 mmHg                   154/2054 (  7.5)    1.93           185/2042 (  9.1)    2.36            0.83 (  0.67,  1.03)  0.0914                        0.82 (  0.66,  1.02)  0.0698                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.9355                                              0.8909                  

    no                           150/2608 (  5.8)    1.46           179/2581 (  6.9)    1.77            0.83 (  0.67,  1.03)  0.0960                        0.82 (  0.66,  1.02)  0.0816                             

    yes                           78/ 354 ( 22.0)    6.25            99/ 373 ( 26.5)    7.86            0.81 (  0.60,  1.09)  0.1659                        0.80 (  0.60,  1.08)  0.1439                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to HF hospitalization                                                                                                                                                                               

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                         124/2962 (  4.2)    1.08           167/2954 (  5.7)    1.47            0.73 (  0.58,  0.93)  0.0094                        0.74 (  0.58,  0.93)  0.0093                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.7868                                              0.8265                  

    <=65 years                    58/1693 (  3.4)    0.88            75/1661 (  4.5)    1.17            0.76 (  0.54,  1.07)  0.1145                        0.75 (  0.54,  1.06)  0.1065                             

    >65 years                     66/1269 (  5.2)    1.35            92/1293 (  7.1)    1.87            0.71 (  0.52,  0.98)  0.0362                        0.72 (  0.52,  0.99)  0.0398                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.1391                                              0.2242                  

    male                          83/2030 (  4.1)    1.05           120/1971 (  6.1)    1.59            0.65 (  0.49,  0.86)  0.0027                        0.67 (  0.50,  0.88)  0.0041                             

    female                        41/ 932 (  4.4)    1.14            47/ 983 (  4.8)    1.24            0.95 (  0.62,  1.45)  0.8224                        0.91 (  0.60,  1.39)  0.6628                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.2084                                              0.2939                  

    White                        109/2308 (  4.7)    1.21           136/2267 (  6.0)    1.55            0.80 (  0.62,  1.03)  0.0785                        0.79 (  0.61,  1.01)  0.0614                             

    Black Or African American      4/ 104 (  3.8)    0.97            14/ 116 ( 12.1)    3.50            0.23 (  0.07,  0.82)  0.0139                        0.27 (  0.09,  0.83)  0.0147                             

    Asian                          9/ 440 (  2.0)    0.53            13/ 458 (  2.8)    0.74            0.68 (  0.29,  1.59)  0.3692                        0.71 (  0.30,  1.66)  0.4286                             

    Other                          2/ 110 (  1.8)    0.49             4/ 113 (  3.5)    0.94            0.39 (  0.07,  2.38)  0.2948                        0.51 (  0.09,  2.80)  0.4297                             

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.1932                                              0.2148                  

    North America                 54/1000 (  5.4)    1.35            80/1001 (  8.0)    2.06            0.66 (  0.46,  0.93)  0.0180                        0.66 (  0.47,  0.93)  0.0182                             

    Latin America                  3/ 361 (  0.8)    0.22            10/ 322 (  3.1)    0.85            0.27 (  0.07,  0.98)  0.0329                        0.26 (  0.07,  0.96)  0.0296                             

    Asia/Pacific                  14/ 404 (  3.5)    0.91            14/ 422 (  3.3)    0.88            1.04 (  0.50,  2.19)  0.9111                        1.06 (  0.50,  2.22)  0.8802                             

    Europe                        53/1197 (  4.4)    1.14            63/1209 (  5.2)    1.35            0.86 (  0.60,  1.24)  0.4218                        0.85 (  0.59,  1.22)  0.3792                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.3188                                              0.4575                  

    <45 mL/min/1.73m^2             7/  93 (  7.5)    1.92            13/  96 ( 13.5)    3.65            0.43 (  0.16,  1.14)  0.0805                        0.51 (  0.20,  1.27)  0.1384                             

    >=45 mL/min/1.73m^2          117/2868 (  4.1)    1.05           154/2858 (  5.4)    1.40            0.75 (  0.59,  0.96)  0.0212                        0.75 (  0.59,  0.95)  0.0168                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.3970                                              0.4859                  

    <60 mL/min/1.73m^2            29/ 606 (  4.8)    1.23            48/ 659 (  7.3)    1.93            0.62 (  0.39,  1.00)  0.0456                        0.64 (  0.40,  1.01)  0.0533                             

    >=60 mL/min/1.73m^2           95/2355 (  4.0)    1.04           119/2295 (  5.2)    1.34            0.78 (  0.59,  1.02)  0.0662                        0.77 (  0.59,  1.01)  0.0554                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.1484                                              0.1925                  

    <30 mL/min/1.73m^2             2/  13 ( 15.4)    4.13             0/   7 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2          122/2948 (  4.1)    1.06           167/2947 (  5.7)    1.48            0.72 (  0.57,  0.91)  0.0056                        0.72 (  0.57,  0.91)  0.0053                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.7747                                              0.7833                  

    <30 mg/g                      11/ 334 (  3.3)    0.83            12/ 352 (  3.4)    0.87            0.92 (  0.40,  2.09)  0.8427                        0.92 (  0.40,  2.09)  0.8427                             

    >=30 - <=300 mg/g             69/2017 (  3.4)    0.87           100/2013 (  5.0)    1.28            0.69 (  0.51,  0.94)  0.0179                        0.69 (  0.51,  0.94)  0.0179                             

    >300 mg/g                     42/ 594 (  7.1)    1.87            54/ 575 (  9.4)    2.55            0.75 (  0.50,  1.12)  0.1625                        0.74 (  0.49,  1.11)  0.1394                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.8539                                              0.7724                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                     38/ 908 (  4.2)    1.07            49/ 912 (  5.4)    1.40            0.76 (  0.50,  1.17)  0.2127                        0.78 (  0.51,  1.19)  0.2435                             

    >=130 mmHg                    86/2054 (  4.2)    1.08           118/2042 (  5.8)    1.50            0.72 (  0.55,  0.96)  0.0233                        0.72 (  0.54,  0.95)  0.0193                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.5466                                              0.6040                  

    no                            73/2608 (  2.8)    0.71           102/2581 (  4.0)    1.01            0.70 (  0.52,  0.95)  0.0225                        0.70 (  0.52,  0.95)  0.0217                             

    yes                           51/ 354 ( 14.4)    4.10            65/ 373 ( 17.4)    5.18            0.80 (  0.55,  1.16)  0.2335                        0.80 (  0.55,  1.15)  0.2246                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to CV death                                                                                                                                                                                         

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                         126/2962 (  4.3)    1.06           139/2954 (  4.7)    1.18            0.92 (  0.72,  1.17)  0.5011                        0.91 (  0.71,  1.16)  0.4310                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.4250                                              0.4489                  

    <=65 years                    53/1693 (  3.1)    0.78            64/1661 (  3.9)    0.96            0.82 (  0.57,  1.19)  0.2958                        0.82 (  0.57,  1.18)  0.2816                             

    >65 years                     73/1269 (  5.8)    1.43            75/1293 (  5.8)    1.45            1.01 (  0.73,  1.39)  0.9729                        0.99 (  0.71,  1.36)  0.9289                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.3738                                              0.3131                  

    male                          93/2030 (  4.6)    1.14            93/1971 (  4.7)    1.17            0.98 (  0.74,  1.31)  0.9024                        0.98 (  0.73,  1.30)  0.8701                             

    female                        33/ 932 (  3.5)    0.88            46/ 983 (  4.7)    1.18            0.76 (  0.48,  1.19)  0.2295                        0.74 (  0.48,  1.16)  0.1922                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.1363                                              0.1193                  

    White                        101/2308 (  4.4)    1.08           114/2267 (  5.0)    1.25            0.89 (  0.68,  1.17)  0.4054                        0.87 (  0.67,  1.14)  0.3257                             

    Black Or African American      3/ 104 (  2.9)    0.70             7/ 116 (  6.0)    1.54            0.45 (  0.12,  1.76)  0.2409                        0.45 (  0.12,  1.75)  0.2388                             

    Asian                         11/ 440 (  2.5)    0.64            14/ 458 (  3.1)    0.78            0.80 (  0.36,  1.77)  0.5837                        0.81 (  0.37,  1.79)  0.6096                             

    Other                         11/ 110 ( 10.0)    2.68             4/ 113 (  3.5)    0.91            2.94 (  0.94,  9.25)  0.0527                        2.93 (  0.93,  9.21)  0.0532                             

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.6927                                              0.6865                  

    North America                 35/1000 (  3.5)    0.83            46/1001 (  4.6)    1.10            0.78 (  0.50,  1.22)  0.2744                        0.77 (  0.49,  1.19)  0.2366                             

    Latin America                 16/ 361 (  4.4)    1.18            13/ 322 (  4.0)    1.09            1.07 (  0.51,  2.22)  0.8596                        1.09 (  0.52,  2.26)  0.8187                             

    Asia/Pacific                   8/ 404 (  2.0)    0.51            12/ 422 (  2.8)    0.73            0.72 (  0.29,  1.75)  0.4630                        0.73 (  0.30,  1.78)  0.4817                             

    Europe                        67/1197 (  5.6)    1.40            68/1209 (  5.6)    1.41            1.02 (  0.73,  1.43)  0.9123                        1.00 (  0.71,  1.40)  0.9924                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.5250                                              0.3789                  

    <45 mL/min/1.73m^2             5/  93 (  5.4)    1.34             9/  96 (  9.4)    2.38            0.63 (  0.21,  1.92)  0.4129                        0.56 (  0.19,  1.66)  0.2872                             

    >=45 mL/min/1.73m^2          121/2868 (  4.2)    1.05           130/2858 (  4.5)    1.14            0.93 (  0.73,  1.19)  0.5737                        0.92 (  0.72,  1.18)  0.5312                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.8834                                              0.7929                  

    <60 mL/min/1.73m^2            32/ 606 (  5.3)    1.31            40/ 659 (  6.1)    1.52            0.89 (  0.56,  1.42)  0.6308                        0.86 (  0.54,  1.37)  0.5230                             

    >=60 mL/min/1.73m^2           94/2355 (  4.0)    0.99            99/2295 (  4.3)    1.08            0.93 (  0.70,  1.23)  0.6143                        0.92 (  0.70,  1.22)  0.5795                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.9981                                              0.9969                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             0/   7 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2          126/2948 (  4.3)    1.06           139/2947 (  4.7)    1.18            0.91 (  0.72,  1.17)  0.4706                        0.90 (  0.71,  1.15)  0.4013                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.4206                                              0.4111                  

    <30 mg/g                      22/ 334 (  6.6)    1.63            17/ 352 (  4.8)    1.19            1.34 (  0.71,  2.52)  0.3680                        1.34 (  0.71,  2.52)  0.3680                             

    >=30 - <=300 mg/g             75/2017 (  3.7)    0.92            87/2013 (  4.3)    1.08            0.87 (  0.64,  1.18)  0.3602                        0.87 (  0.64,  1.18)  0.3602                             

    >300 mg/g                     29/ 594 (  4.9)    1.23            34/ 575 (  5.9)    1.50            0.84 (  0.51,  1.38)  0.4988                        0.83 (  0.50,  1.36)  0.4529                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.4273                                              0.4499                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                     42/ 908 (  4.6)    1.14            53/ 912 (  5.8)    1.45            0.81 (  0.54,  1.22)  0.3093                        0.80 (  0.54,  1.20)  0.2877                             

    >=130 mmHg                    84/2054 (  4.1)    1.02            86/2042 (  4.2)    1.05            0.99 (  0.73,  1.34)  0.9600                        0.97 (  0.72,  1.31)  0.8590                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.9264                                              0.9424                  

    no                            88/2608 (  3.4)    0.83            95/2581 (  3.7)    0.91            0.93 (  0.70,  1.24)  0.6263                        0.92 (  0.69,  1.22)  0.5537                             

    yes                           38/ 354 ( 10.7)    2.83            44/ 373 ( 11.8)    3.10            0.94 (  0.61,  1.46)  0.7944                        0.93 (  0.60,  1.44)  0.7512                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to all-cause mortality                                                                                                                                                                              

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                         255/2962 (  8.6)    2.14           318/2954 ( 10.8)    2.69            0.81 (  0.69,  0.96)  0.0151                        0.80 (  0.68,  0.95)  0.0093                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.4470                                              0.4301                  

    <=65 years                   108/1693 (  6.4)    1.59           143/1661 (  8.6)    2.14            0.76 (  0.59,  0.98)  0.0318                        0.75 (  0.58,  0.96)  0.0230                             

    >65 years                    147/1269 ( 11.6)    2.88           175/1293 ( 13.5)    3.39            0.86 (  0.69,  1.07)  0.1873                        0.85 (  0.68,  1.06)  0.1521                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.1259                                              0.1016                  

    male                         189/2030 (  9.3)    2.31           212/1971 ( 10.8)    2.67            0.88 (  0.73,  1.08)  0.2150                        0.88 (  0.72,  1.07)  0.1842                             

    female                        66/ 932 (  7.1)    1.77           106/ 983 ( 10.8)    2.72            0.67 (  0.49,  0.91)  0.0095                        0.65 (  0.48,  0.88)  0.0054                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.1140                                              0.0838                  

    White                        214/2308 (  9.3)    2.29           258/2267 ( 11.4)    2.82            0.83 (  0.70,  1.00)  0.0509                        0.82 (  0.68,  0.98)  0.0321                             

    Black Or African American      5/ 104 (  4.8)    1.16            20/ 116 ( 17.2)    4.39            0.27 (  0.10,  0.74)  0.0061                        0.26 (  0.10,  0.68)  0.0034                             

    Asian                         21/ 440 (  4.8)    1.22            26/ 458 (  5.7)    1.46            0.82 (  0.46,  1.46)  0.4982                        0.84 (  0.47,  1.49)  0.5408                             

    Other                         15/ 110 ( 13.6)    3.66            14/ 113 ( 12.4)    3.19            1.13 (  0.55,  2.35)  0.7371                        1.15 (  0.56,  2.39)  0.7033                             

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.7795                                              0.8245                  

    North America                 86/1000 (  8.6)    2.04           114/1001 ( 11.4)    2.73            0.77 (  0.58,  1.02)  0.0631                        0.76 (  0.58,  1.01)  0.0558                             

    Latin America                 28/ 361 (  7.8)    2.06            34/ 322 ( 10.6)    2.86            0.72 (  0.44,  1.18)  0.1914                        0.73 (  0.44,  1.20)  0.2082                             

    Asia/Pacific                  20/ 404 (  5.0)    1.28            29/ 422 (  6.9)    1.78            0.76 (  0.43,  1.35)  0.3411                        0.74 (  0.42,  1.32)  0.3088                             

    Europe                       121/1197 ( 10.1)    2.54           141/1209 ( 11.7)    2.92            0.89 (  0.70,  1.14)  0.3707                        0.87 (  0.68,  1.11)  0.2659                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.8139                                              0.7840                  

    <45 mL/min/1.73m^2            13/  93 ( 14.0)    3.48            15/  96 ( 15.6)    3.96            0.87 (  0.40,  1.88)  0.7256                        0.87 (  0.42,  1.83)  0.7178                             

    >=45 mL/min/1.73m^2          242/2868 (  8.4)    2.10           303/2858 ( 10.6)    2.65            0.81 (  0.68,  0.95)  0.0123                        0.79 (  0.67,  0.94)  0.0072                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.4244                                              0.5069                  

    <60 mL/min/1.73m^2            71/ 606 ( 11.7)    2.91            87/ 659 ( 13.2)    3.31            0.91 (  0.66,  1.25)  0.5535                        0.88 (  0.64,  1.20)  0.4077                             

    >=60 mL/min/1.73m^2          184/2355 (  7.8)    1.94           231/2295 ( 10.1)    2.51            0.78 (  0.64,  0.95)  0.0124                        0.78 (  0.64,  0.94)  0.0100                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.3601                                              0.3885                  

    <30 mL/min/1.73m^2             1/  13 (  7.7)    1.95             0/   7 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2          254/2948 (  8.6)    2.14           318/2947 ( 10.8)    2.70            0.81 (  0.68,  0.95)  0.0110                        0.80 (  0.67,  0.94)  0.0065                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.2825                                              0.2710                  

    <30 mg/g                      39/ 334 ( 11.7)    2.89            36/ 352 ( 10.2)    2.53            1.13 (  0.72,  1.78)  0.5884                        1.13 (  0.72,  1.78)  0.5884                             

    >=30 - <=300 mg/g            150/2017 (  7.4)    1.84           193/2013 (  9.6)    2.39            0.78 (  0.63,  0.97)  0.0237                        0.78 (  0.63,  0.97)  0.0237                             

    >300 mg/g                     65/ 594 ( 10.9)    2.76            86/ 575 ( 15.0)    3.79            0.75 (  0.54,  1.03)  0.0767                        0.74 (  0.53,  1.02)  0.0637                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.9377                                              0.8279                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                     83/ 908 (  9.1)    2.26           102/ 912 ( 11.2)    2.80            0.83 (  0.62,  1.11)  0.2041                        0.83 (  0.62,  1.11)  0.2102                             

    >=130 mmHg                   172/2054 (  8.4)    2.09           216/2042 ( 10.6)    2.64            0.81 (  0.66,  0.99)  0.0406                        0.79 (  0.65,  0.97)  0.0235                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.7314                                              0.8347                  

    no                           195/2608 (  7.5)    1.85           240/2581 (  9.3)    2.31            0.81 (  0.67,  0.98)  0.0311                        0.80 (  0.67,  0.97)  0.0239                             

    yes                           60/ 354 ( 16.9)    4.47            78/ 373 ( 20.9)    5.50            0.86 (  0.61,  1.20)  0.3740                        0.83 (  0.59,  1.17)  0.2830                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to composite endpoint of worsening renal function (>=50% sustained decline in eGFR/ESRD/renal or CV death)                                                                                          

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                         159/2962 (  5.4)    1.36           213/2954 (  7.2)    1.85            0.76 (  0.61,  0.93)  0.0073                        0.74 (  0.60,  0.91)  0.0042                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.0803                                              0.0932                  

    <=65 years                    74/1693 (  4.4)    1.11           116/1661 (  7.0)    1.79            0.63 (  0.47,  0.85)  0.0018                        0.62 (  0.47,  0.84)  0.0014                             

    >65 years                     85/1269 (  6.7)    1.70            97/1293 (  7.5)    1.92            0.91 (  0.68,  1.22)  0.5188                        0.89 (  0.66,  1.19)  0.4170                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.6883                                              0.5446                  

    male                         111/2030 (  5.5)    1.38           139/1971 (  7.1)    1.80            0.78 (  0.61,  1.00)  0.0473                        0.77 (  0.60,  0.99)  0.0420                             

    female                        48/ 932 (  5.2)    1.31            74/ 983 (  7.5)    1.94            0.70 (  0.49,  1.01)  0.0560                        0.67 (  0.47,  0.97)  0.0325                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.3266                                              0.1968                  

    White                        124/2308 (  5.4)    1.35           168/2267 (  7.4)    1.88            0.75 (  0.59,  0.94)  0.0129                        0.72 (  0.57,  0.91)  0.0063                             

    Black Or African American      4/ 104 (  3.8)    0.96            13/ 116 ( 11.2)    3.10            0.35 (  0.11,  1.09)  0.0584                        0.29 (  0.10,  0.90)  0.0222                             

    Asian                         20/ 440 (  4.5)    1.18            23/ 458 (  5.0)    1.30            0.78 (  0.43,  1.43)  0.4250                        0.90 (  0.50,  1.64)  0.7362                             

    Other                         11/ 110 ( 10.0)    2.70             9/ 113 (  8.0)    2.09            1.24 (  0.51,  3.01)  0.6290                        1.28 (  0.53,  3.10)  0.5769                             

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.7169                                              0.8172                  

    North America                 49/1000 (  4.9)    1.21            70/1001 (  7.0)    1.75            0.72 (  0.50,  1.04)  0.0749                        0.70 (  0.49,  1.01)  0.0546                             

    Latin America                 17/ 361 (  4.7)    1.25            24/ 322 (  7.5)    2.04            0.60 (  0.32,  1.12)  0.1056                        0.61 (  0.33,  1.14)  0.1208                             

    Asia/Pacific                  16/ 404 (  4.0)    1.03            24/ 422 (  5.7)    1.49            0.69 (  0.37,  1.30)  0.2512                        0.71 (  0.38,  1.34)  0.2921                             

    Europe                        77/1197 (  6.4)    1.63            95/1209 (  7.9)    2.00            0.84 (  0.62,  1.14)  0.2656                        0.82 (  0.61,  1.10)  0.1873                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.1952                                              0.1679                  

    <45 mL/min/1.73m^2             6/  93 (  6.5)    1.62            15/  96 ( 15.6)    4.09            0.42 (  0.16,  1.09)  0.0644                        0.39 (  0.15,  1.00)  0.0423                             

    >=45 mL/min/1.73m^2          153/2868 (  5.3)    1.35           198/2858 (  6.9)    1.77            0.78 (  0.63,  0.96)  0.0179                        0.76 (  0.62,  0.94)  0.0114                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.4593                                              0.5078                  

    <60 mL/min/1.73m^2            43/ 606 (  7.1)    1.81            55/ 659 (  8.3)    2.16            0.86 (  0.58,  1.28)  0.4626                        0.83 (  0.56,  1.24)  0.3638                             

    >=60 mL/min/1.73m^2          116/2355 (  4.9)    1.25           158/2295 (  6.9)    1.76            0.72 (  0.57,  0.91)  0.0069                        0.71 (  0.56,  0.90)  0.0047                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.2796                                              0.2421                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             1/   7 ( 14.3)    3.66             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2          159/2948 (  5.4)    1.37           212/2947 (  7.2)    1.84            0.76 (  0.62,  0.93)  0.0076                        0.74 (  0.60,  0.91)  0.0041                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.0641                                              0.0470                  

    <30 mg/g                      24/ 334 (  7.2)    1.80            19/ 352 (  5.4)    1.36            1.28 (  0.70,  2.34)  0.4227                        1.28 (  0.70,  2.34)  0.4227                             

    >=30 - <=300 mg/g             90/2017 (  4.5)    1.13           116/2013 (  5.8)    1.46            0.78 (  0.59,  1.03)  0.0757                        0.78 (  0.59,  1.03)  0.0757                             

    >300 mg/g                     45/ 594 (  7.6)    1.97            77/ 575 ( 13.4)    3.58            0.57 (  0.40,  0.83)  0.0026                        0.55 (  0.38,  0.79)  0.0012                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.9542                                              0.9995                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                     51/ 908 (  5.6)    1.41            69/ 912 (  7.6)    1.93            0.75 (  0.52,  1.07)  0.1147                        0.74 (  0.52,  1.07)  0.1048                             

    >=130 mmHg                   108/2054 (  5.3)    1.34           144/2042 (  7.1)    1.81            0.76 (  0.59,  0.98)  0.0305                        0.74 (  0.58,  0.95)  0.0185                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.3567                                              0.4784                  

    no                           114/2608 (  4.4)    1.10           157/2581 (  6.1)    1.54            0.72 (  0.57,  0.92)  0.0086                        0.72 (  0.56,  0.91)  0.0062                             

    yes                           45/ 354 ( 12.7)    3.42            56/ 373 ( 15.0)    4.12            0.87 (  0.58,  1.29)  0.4790                        0.84 (  0.57,  1.24)  0.3761                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to composite endpoint of worsening renal function excl. CV death (>=50% sustained decline in eGFR/ESRD/renal death)                                                                                 

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                          35/2962 (  1.2)    0.30            79/2954 (  2.7)    0.69            0.45 (  0.30,  0.67)  <.0001                        0.44 (  0.29,  0.65)  <.0001                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.3246                                              0.3413                  

    <=65 years                    21/1693 (  1.2)    0.31            54/1661 (  3.3)    0.83            0.39 (  0.23,  0.64)  0.0001                        0.38 (  0.23,  0.63)  <.0001                             

    >65 years                     14/1269 (  1.1)    0.28            25/1293 (  1.9)    0.50            0.59 (  0.31,  1.14)  0.1103                        0.57 (  0.29,  1.09)  0.0843                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.1924                                              0.2764                  

    male                          19/2030 (  0.9)    0.24            50/1971 (  2.5)    0.65            0.37 (  0.22,  0.62)  0.0001                        0.37 (  0.22,  0.63)  0.0001                             

    female                        16/ 932 (  1.7)    0.44            29/ 983 (  3.0)    0.76            0.61 (  0.33,  1.13)  0.1113                        0.58 (  0.31,  1.06)  0.0726                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.1849                                              0.1183                  

    White                         25/2308 (  1.1)    0.27            58/2267 (  2.6)    0.65            0.44 (  0.28,  0.71)  0.0005                        0.42 (  0.26,  0.68)  0.0002                             

    Black Or African American      1/ 104 (  1.0)    0.24             6/ 116 (  5.2)    1.44            0.25 (  0.03,  2.13)  0.1713                        0.16 (  0.02,  1.31)  0.0496                             

    Asian                          9/ 440 (  2.0)    0.53            10/ 458 (  2.2)    0.57            0.68 (  0.27,  1.70)  0.4026                        0.93 (  0.38,  2.30)  0.8804                             

    Other                          0/ 110 (  0.0)    0.00             5/ 113 (  4.4)    1.17             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.1738                                              0.2045                  

    North America                 15/1000 (  1.5)    0.37            28/1001 (  2.8)    0.70            0.55 (  0.29,  1.03)  0.0595                        0.54 (  0.29,  1.00)  0.0471                             

    Latin America                  1/ 361 (  0.3)    0.07            11/ 322 (  3.4)    0.94            0.07 (  0.01,  0.58)  0.0012                        0.08 (  0.01,  0.59)  0.0014                             

    Asia/Pacific                   8/ 404 (  2.0)    0.51            13/ 422 (  3.1)    0.81            0.62 (  0.26,  1.50)  0.2858                        0.65 (  0.27,  1.57)  0.3357                             

    Europe                        11/1197 (  0.9)    0.23            27/1209 (  2.2)    0.57            0.44 (  0.22,  0.88)  0.0172                        0.41 (  0.20,  0.83)  0.0099                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.2617                                              0.3160                  

    <45 mL/min/1.73m^2             1/  93 (  1.1)    0.27             6/  96 (  6.3)    1.64            0.15 (  0.02,  1.29)  0.0471                        0.16 (  0.02,  1.35)  0.0545                             

    >=45 mL/min/1.73m^2           34/2868 (  1.2)    0.30            73/2858 (  2.6)    0.65            0.48 (  0.32,  0.72)  0.0003                        0.46 (  0.31,  0.69)  0.0001                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.1905                                              0.1804                  

    <60 mL/min/1.73m^2            11/ 606 (  1.8)    0.46            17/ 659 (  2.6)    0.67            0.71 (  0.33,  1.51)  0.3658                        0.69 (  0.32,  1.47)  0.3282                             

    >=60 mL/min/1.73m^2           24/2355 (  1.0)    0.26            62/2295 (  2.7)    0.69            0.39 (  0.24,  0.62)  <.0001                        0.37 (  0.23,  0.60)  <.0001                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.4375                                              0.3623                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             1/   7 ( 14.3)    3.66             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2           35/2948 (  1.2)    0.30            78/2947 (  2.6)    0.68            0.46 (  0.31,  0.68)  <.0001                        0.44 (  0.30,  0.66)  <.0001                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.4127                                              0.3503                  

    <30 mg/g                       2/ 334 (  0.6)    0.15             2/ 352 (  0.6)    0.14            0.97 (  0.13,  6.93)  0.9721                        0.97 (  0.13,  6.93)  0.9721                             

    >=30 - <=300 mg/g             16/2017 (  0.8)    0.20            30/2013 (  1.5)    0.38            0.53 (  0.29,  0.98)  0.0395                        0.53 (  0.29,  0.98)  0.0395                             

    >300 mg/g                     17/ 594 (  2.9)    0.74            47/ 575 (  8.2)    2.19            0.35 (  0.20,  0.62)  0.0001                        0.34 (  0.19,  0.59)  <.0001                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.6391                                              0.6042                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                      9/ 908 (  1.0)    0.25            17/ 912 (  1.9)    0.48            0.54 (  0.24,  1.21)  0.1283                        0.53 (  0.23,  1.18)  0.1126                             

    >=130 mmHg                    26/2054 (  1.3)    0.32            62/2042 (  3.0)    0.78            0.43 (  0.27,  0.68)  0.0002                        0.41 (  0.26,  0.66)  <.0001                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.2153                                              0.3432                  

    no                            26/2608 (  1.0)    0.25            64/2581 (  2.5)    0.63            0.40 (  0.26,  0.64)  <.0001                        0.40 (  0.25,  0.63)  <.0001                             

    yes                            9/ 354 (  2.5)    0.69            15/ 373 (  4.0)    1.11            0.68 (  0.29,  1.56)  0.3560                        0.62 (  0.27,  1.41)  0.2464                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to composite endpoint of >=50% sustained decline in eGFR, ESRD and all-cause mortality                                                                                                              

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                         279/2962 (  9.4)    2.38           379/2954 ( 12.8)    3.27            0.74 (  0.64,  0.87)  0.0002                        0.73 (  0.63,  0.86)  <.0001                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.1276                                              0.1321                  

    <=65 years                   125/1693 (  7.4)    1.87           189/1661 ( 11.4)    2.90            0.66 (  0.53,  0.83)  0.0003                        0.65 (  0.52,  0.81)  0.0002                             

    >65 years                    154/1269 ( 12.1)    3.07           190/1293 ( 14.7)    3.75            0.83 (  0.67,  1.03)  0.0957                        0.82 (  0.66,  1.01)  0.0678                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.2444                                              0.1866                  

    male                         203/2030 ( 10.0)    2.52           252/1971 ( 12.8)    3.25            0.79 (  0.66,  0.95)  0.0120                        0.78 (  0.65,  0.94)  0.0092                             

    female                        76/ 932 (  8.2)    2.07           127/ 983 ( 12.9)    3.31            0.64 (  0.48,  0.85)  0.0021                        0.62 (  0.47,  0.83)  0.0010                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.1216                                              0.0760                  

    White                        230/2308 ( 10.0)    2.50           303/2267 ( 13.4)    3.38            0.76 (  0.64,  0.91)  0.0020                        0.75 (  0.63,  0.89)  0.0008                             

    Black Or African American      6/ 104 (  5.8)    1.43            24/ 116 ( 20.7)    5.61            0.27 (  0.11,  0.66)  0.0021                        0.25 (  0.10,  0.60)  0.0009                             

    Asian                         28/ 440 (  6.4)    1.64            34/ 458 (  7.4)    1.93            0.78 (  0.47,  1.28)  0.3222                        0.85 (  0.52,  1.40)  0.5279                             

    Other                         15/ 110 ( 13.6)    3.66            18/ 113 ( 15.9)    4.18            0.86 (  0.43,  1.70)  0.6569                        0.88 (  0.44,  1.75)  0.7185                             

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.4652                                              0.5773                  

    North America                 95/1000 (  9.5)    2.33           130/1001 ( 13.0)    3.23            0.74 (  0.57,  0.97)  0.0261                        0.73 (  0.56,  0.95)  0.0198                             

    Latin America                 28/ 361 (  7.8)    2.06            44/ 322 ( 13.7)    3.72            0.55 (  0.34,  0.88)  0.0112                        0.56 (  0.35,  0.89)  0.0135                             

    Asia/Pacific                  26/ 404 (  6.4)    1.67            40/ 422 (  9.5)    2.48            0.69 (  0.42,  1.14)  0.1438                        0.69 (  0.42,  1.13)  0.1395                             

    Europe                       130/1197 ( 10.9)    2.75           165/1209 ( 13.6)    3.46            0.82 (  0.65,  1.03)  0.0943                        0.80 (  0.63,  1.00)  0.0518                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.8359                                              0.9346                  

    <45 mL/min/1.73m^2            13/  93 ( 14.0)    3.49            18/  96 ( 18.8)    4.90            0.69 (  0.33,  1.45)  0.3232                        0.70 (  0.34,  1.42)  0.3194                             

    >=45 mL/min/1.73m^2          266/2868 (  9.3)    2.35           361/2858 ( 12.6)    3.22            0.74 (  0.63,  0.87)  0.0002                        0.73 (  0.62,  0.85)  <.0001                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.2081                                              0.2523                  

    <60 mL/min/1.73m^2            76/ 606 ( 12.5)    3.18            95/ 659 ( 14.4)    3.72            0.88 (  0.65,  1.20)  0.4205                        0.85 (  0.63,  1.15)  0.2920                             

    >=60 mL/min/1.73m^2          203/2355 (  8.6)    2.18           284/2295 ( 12.4)    3.14            0.70 (  0.59,  0.84)  0.0001                        0.69 (  0.58,  0.83)  <.0001                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.8887                                              0.8258                  

    <30 mL/min/1.73m^2             1/  13 (  7.7)    1.95             1/   7 ( 14.3)    3.66            0.91 (  0.05, 18.11)  0.9523                        0.56 (  0.04,  8.97)  0.6781                             

    >=30 mL/min/1.73m^2          278/2948 (  9.4)    2.38           378/2947 ( 12.8)    3.27            0.74 (  0.63,  0.87)  0.0001                        0.73 (  0.62,  0.85)  <.0001                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.1333                                              0.1076                  

    <30 mg/g                      39/ 334 ( 11.7)    2.91            37/ 352 ( 10.5)    2.65            1.08 (  0.69,  1.70)  0.7243                        1.08 (  0.69,  1.70)  0.7243                             

    >=30 - <=300 mg/g            161/2017 (  8.0)    2.01           219/2013 ( 10.9)    2.75            0.74 (  0.60,  0.91)  0.0036                        0.74 (  0.60,  0.91)  0.0036                             

    >300 mg/g                     78/ 594 ( 13.1)    3.40           120/ 575 ( 20.9)    5.52            0.63 (  0.48,  0.84)  0.0015                        0.62 (  0.46,  0.82)  0.0007                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.7637                                              0.6585                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                     89/ 908 (  9.8)    2.46           116/ 912 ( 12.7)    3.23            0.77 (  0.59,  1.02)  0.0705                        0.78 (  0.59,  1.02)  0.0716                             

    >=130 mmHg                   190/2054 (  9.3)    2.35           263/2042 ( 12.9)    3.29            0.73 (  0.61,  0.88)  0.0010                        0.72 (  0.59,  0.86)  0.0004                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.5441                                              0.7119                  

    no                           214/2608 (  8.2)    2.06           291/2581 ( 11.3)    2.85            0.73 (  0.61,  0.87)  0.0005                        0.73 (  0.61,  0.87)  0.0004                             

    yes                           65/ 354 ( 18.4)    4.92            88/ 373 ( 23.6)    6.42            0.80 (  0.58,  1.11)  0.1821                        0.77 (  0.56,  1.06)  0.1135                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to >=50% sustained decline in eGFR                                                                                                                                                                  

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                          29/2962 (  1.0)    0.25            66/2954 (  2.2)    0.57            0.45 (  0.29,  0.69)  0.0002                        0.43 (  0.28,  0.67)  0.0001                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.6004                                              0.6260                  

    <=65 years                    19/1693 (  1.1)    0.28            46/1661 (  2.8)    0.71            0.41 (  0.24,  0.70)  0.0007                        0.40 (  0.24,  0.69)  0.0006                             

    >65 years                     10/1269 (  0.8)    0.20            20/1293 (  1.5)    0.40            0.53 (  0.25,  1.14)  0.0967                        0.50 (  0.24,  1.08)  0.0713                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.3438                                              0.4106                  

    male                          16/2030 (  0.8)    0.20            41/1971 (  2.1)    0.53            0.38 (  0.21,  0.68)  0.0007                        0.38 (  0.21,  0.67)  0.0005                             

    female                        13/ 932 (  1.4)    0.36            25/ 983 (  2.5)    0.66            0.57 (  0.29,  1.12)  0.0972                        0.54 (  0.28,  1.06)  0.0698                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.2878                                              0.2070                  

    White                         20/2308 (  0.9)    0.22            49/2267 (  2.2)    0.55            0.42 (  0.25,  0.70)  0.0007                        0.40 (  0.24,  0.67)  0.0003                             

    Black Or African American      1/ 104 (  1.0)    0.24             4/ 116 (  3.4)    0.95            0.31 (  0.03,  2.87)  0.2789                        0.24 (  0.03,  2.13)  0.1627                             

    Asian                          8/ 440 (  1.8)    0.47             9/ 458 (  2.0)    0.51            0.70 (  0.26,  1.84)  0.4644                        0.92 (  0.36,  2.39)  0.8682                             

    Other                          0/ 110 (  0.0)    0.00             4/ 113 (  3.5)    0.93             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.0828                                              0.0971                  

    North America                 12/1000 (  1.2)    0.30            20/1001 (  2.0)    0.50            0.62 (  0.30,  1.27)  0.1880                        0.60 (  0.29,  1.22)  0.1521                             

    Latin America                  0/ 361 (  0.0)    0.00            10/ 322 (  3.1)    0.85             NE                                                  NE                                                      

    Asia/Pacific                   7/ 404 (  1.7)    0.45            12/ 422 (  2.8)    0.75            0.60 (  0.24,  1.52)  0.2745                        0.62 (  0.24,  1.57)  0.3042                             

    Europe                        10/1197 (  0.8)    0.21            24/1209 (  2.0)    0.51            0.44 (  0.21,  0.92)  0.0257                        0.42 (  0.20,  0.87)  0.0166                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.7413                                              0.7902                  

    <45 mL/min/1.73m^2             1/  93 (  1.1)    0.27             3/  96 (  3.1)    0.81            0.32 (  0.03,  3.10)  0.3019                        0.32 (  0.03,  3.12)  0.3048                             

    >=45 mL/min/1.73m^2           28/2868 (  1.0)    0.25            63/2858 (  2.2)    0.56            0.45 (  0.29,  0.71)  0.0004                        0.44 (  0.28,  0.68)  0.0002                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.1639                                              0.1603                  

    <60 mL/min/1.73m^2             8/ 606 (  1.3)    0.34            11/ 659 (  1.7)    0.43            0.79 (  0.32,  1.96)  0.6081                        0.77 (  0.31,  1.92)  0.5766                             

    >=60 mL/min/1.73m^2           21/2355 (  0.9)    0.23            55/2295 (  2.4)    0.61            0.38 (  0.23,  0.63)  <.0001                        0.37 (  0.22,  0.61)  <.0001                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.9977                                              0.9981                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             0/   7 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2           29/2948 (  1.0)    0.25            66/2947 (  2.2)    0.57            0.45 (  0.29,  0.69)  0.0002                        0.43 (  0.28,  0.67)  0.0001                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.6563                                              0.5906                  

    <30 mg/g                       1/ 334 (  0.3)    0.08             1/ 352 (  0.3)    0.07            0.84 (  0.05, 13.99)  0.9059                        0.84 (  0.05, 13.99)  0.9059                             

    >=30 - <=300 mg/g             14/2017 (  0.7)    0.18            28/2013 (  1.4)    0.35            0.50 (  0.26,  0.95)  0.0309                        0.50 (  0.26,  0.95)  0.0309                             

    >300 mg/g                     14/ 594 (  2.4)    0.61            37/ 575 (  6.4)    1.72            0.37 (  0.20,  0.69)  0.0010                        0.35 (  0.19,  0.65)  0.0005                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.6288                                              0.6180                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                      7/ 908 (  0.8)    0.19            13/ 912 (  1.4)    0.36            0.55 (  0.22,  1.38)  0.1977                        0.53 (  0.21,  1.33)  0.1672                             

    >=130 mmHg                    22/2054 (  1.1)    0.27            53/2042 (  2.6)    0.67            0.42 (  0.26,  0.70)  0.0005                        0.41 (  0.25,  0.67)  0.0003                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.2448                                              0.3384                  

    no                            22/2608 (  0.8)    0.21            55/2581 (  2.1)    0.54            0.40 (  0.24,  0.65)  0.0002                        0.39 (  0.24,  0.64)  0.0001                             

    yes                            7/ 354 (  2.0)    0.54            11/ 373 (  2.9)    0.81            0.70 (  0.27,  1.82)  0.4660                        0.64 (  0.25,  1.66)  0.3599                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to ESRD                                                                                                                                                                                             

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                           6/2962 (  0.2)    0.05            18/2954 (  0.6)    0.16            0.32 (  0.12,  0.80)  0.0102                        0.33 (  0.13,  0.83)  0.0136                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.9988                                              0.8026                  

    <=65 years                     4/1693 (  0.2)    0.06            13/1661 (  0.8)    0.20            0.33 (  0.11,  1.01)  0.0403                        0.31 (  0.10,  0.95)  0.0294                             

    >65 years                      2/1269 (  0.2)    0.04             5/1293 (  0.4)    0.10            0.24 (  0.04,  1.44)  0.0971                        0.38 (  0.07,  1.98)  0.2354                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.9287                                              0.5768                  

    male                           5/2030 (  0.2)    0.06            13/1971 (  0.7)    0.17            0.30 (  0.11,  0.87)  0.0189                        0.38 (  0.14,  1.07)  0.0582                             

    female                         1/ 932 (  0.1)    0.03             5/ 983 (  0.5)    0.13            0.25 (  0.03,  2.18)  0.1764                        0.20 (  0.02,  1.68)  0.0985                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.2845                                              0.1116                  

    White                          3/2308 (  0.1)    0.03            10/2267 (  0.4)    0.11            0.32 (  0.09,  1.17)  0.0686                        0.30 (  0.08,  1.08)  0.0506                             

    Black Or African American      0/ 104 (  0.0)    0.00             5/ 116 (  4.3)    1.18             NE                                                  NE                                                      

    Asian                          3/ 440 (  0.7)    0.18             2/ 458 (  0.4)    0.11            1.00 (  0.16,  6.40)  0.9985                        1.70 (  0.28, 10.45)  0.5618                             

    Other                          0/ 110 (  0.0)    0.00             1/ 113 (  0.9)    0.23             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.2148                                              0.1301                  

    North America                  2/1000 (  0.2)    0.05            14/1001 (  1.4)    0.35            0.15 (  0.03,  0.66)  0.0038                        0.14 (  0.03,  0.62)  0.0026                             

    Latin America                  0/ 361 (  0.0)    0.00             0/ 322 (  0.0)    0.00             NE                                                  NE                                                      

    Asia/Pacific                   3/ 404 (  0.7)    0.19             2/ 422 (  0.5)    0.12            1.53 (  0.25,  9.26)  0.6397                        1.88 (  0.30, 11.69)  0.4921                             

    Europe                         1/1197 (  0.1)    0.02             2/1209 (  0.2)    0.04            0.59 (  0.05,  6.49)  0.6591                        0.51 (  0.05,  5.59)  0.5718                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.9203                                              0.9944                  

    <45 mL/min/1.73m^2             1/  93 (  1.1)    0.27             3/  96 (  3.1)    0.81            0.33 (  0.03,  3.21)  0.3180                        0.33 (  0.03,  3.17)  0.3126                             

    >=45 mL/min/1.73m^2            5/2868 (  0.2)    0.04            15/2858 (  0.5)    0.13            0.36 (  0.13,  0.98)  0.0367                        0.33 (  0.12,  0.91)  0.0238                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.0632                                              0.0595                  

    <60 mL/min/1.73m^2             6/ 606 (  1.0)    0.25            11/ 659 (  1.7)    0.43            0.60 (  0.22,  1.63)  0.3140                        0.58 (  0.21,  1.56)  0.2743                             

    >=60 mL/min/1.73m^2            0/2355 (  0.0)    0.00             7/2295 (  0.3)    0.08             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.5404                                              0.4275                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             1/   7 ( 14.3)    3.66             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2            6/2948 (  0.2)    0.05            17/2947 (  0.6)    0.15            0.38 (  0.15,  0.95)  0.0321                        0.35 (  0.14,  0.89)  0.0206                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.0998                                              0.1046                  

    <30 mg/g                       2/ 334 (  0.6)    0.15             1/ 352 (  0.3)    0.07            2.05 (  0.19, 22.73)  0.5495                        2.05 (  0.19, 22.73)  0.5495                             

    >=30 - <=300 mg/g              1/2017 (  0.0)    0.01             1/2013 (  0.0)    0.01            1.02 (  0.06, 16.29)  0.9899                        1.02 (  0.06, 16.29)  0.9899                             

    >300 mg/g                      3/ 594 (  0.5)    0.13            16/ 575 (  2.8)    0.73            0.17 (  0.05,  0.59)  0.0015                        0.17 (  0.05,  0.59)  0.0016                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.0821                                              0.1529                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                      0/ 908 (  0.0)    0.00             5/ 912 (  0.5)    0.14             NE                                                  NE                                                      

    >=130 mmHg                     6/2054 (  0.3)    0.07            13/2042 (  0.6)    0.16            0.49 (  0.19,  1.29)  0.1384                        0.45 (  0.17,  1.18)  0.0961                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.7442                                              0.5008                  

    no                             5/2608 (  0.2)    0.05            12/2581 (  0.5)    0.12            0.34 (  0.12,  0.98)  0.0377                        0.40 (  0.14,  1.14)  0.0776                             

    yes                            1/ 354 (  0.3)    0.08             6/ 373 (  1.6)    0.44            0.20 (  0.02,  1.64)  0.0942                        0.18 (  0.02,  1.52)  0.0773                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to sustained eGFR <15 mL/min/1.73m^2                                                                                                                                                                

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                           3/2962 (  0.1)    0.03             4/2954 (  0.1)    0.03            0.65 (  0.14,  2.96)  0.5732                        0.70 (  0.16,  3.15)  0.6390                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.9353                                              0.8147                  

    <=65 years                     2/1693 (  0.1)    0.03             3/1661 (  0.2)    0.05            0.69 (  0.11,  4.18)  0.6852                        0.61 (  0.10,  3.69)  0.5830                             

    >65 years                      1/1269 (  0.1)    0.02             1/1293 (  0.1)    0.02            0.69 (  0.03, 13.87)  0.8053                        1.00 (  0.06, 16.06)  0.9992                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.5283                                              0.8608                  

    male                           2/2030 (  0.1)    0.02             3/1971 (  0.2)    0.04            0.50 (  0.08,  3.11)  0.4511                        0.65 (  0.11,  3.91)  0.6372                             

    female                         1/ 932 (  0.1)    0.03             1/ 983 (  0.1)    0.03            1.40 (  0.07, 27.30)  0.8235                        0.75 (  0.04, 13.51)  0.8474                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.4517                                              0.1160                  

    White                          1/2308 (  0.0)    0.01             2/2267 (  0.1)    0.02            0.59 (  0.05,  6.46)  0.6583                        0.48 (  0.04,  5.36)  0.5445                             

    Black Or African American      0/ 104 (  0.0)    0.00             2/ 116 (  1.7)    0.47             NE                                                  NE                                                      

    Asian                          2/ 440 (  0.5)    0.12             0/ 458 (  0.0)    0.00             NE                                                  NE                                                      

    Other                          0/ 110 (  0.0)    0.00             0/ 113 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.3058                                              0.1282                  

    North America                  1/1000 (  0.1)    0.02             4/1001 (  0.4)    0.10            0.30 (  0.03,  2.68)  0.2518                        0.25 (  0.03,  2.23)  0.1789                             

    Latin America                  0/ 361 (  0.0)    0.00             0/ 322 (  0.0)    0.00             NE                                                  NE                                                      

    Asia/Pacific                   2/ 404 (  0.5)    0.13             0/ 422 (  0.0)    0.00             NE                                                  NE                                                      

    Europe                         0/1197 (  0.0)    0.00             0/1209 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.8398                                              0.8124                  

    <45 mL/min/1.73m^2             1/  93 (  1.1)    0.27             1/  96 (  1.0)    0.27            1.01 (  0.06, 16.19)  0.9929                        0.99 (  0.06, 15.88)  0.9959                             

    >=45 mL/min/1.73m^2            2/2868 (  0.1)    0.02             3/2858 (  0.1)    0.03            0.72 (  0.12,  4.31)  0.7179                        0.66 (  0.11,  3.94)  0.6449                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.3439                                              0.3305                  

    <60 mL/min/1.73m^2             3/ 606 (  0.5)    0.13             3/ 659 (  0.5)    0.12            1.10 (  0.22,  5.45)  0.9069                        1.06 (  0.21,  5.26)  0.9423                             

    >=60 mL/min/1.73m^2            0/2355 (  0.0)    0.00             1/2295 (  0.0)    0.01             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.9980                                              0.9977                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             0/   7 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2            3/2948 (  0.1)    0.03             4/2947 (  0.1)    0.03            0.80 (  0.18,  3.59)  0.7723                        0.74 (  0.17,  3.32)  0.6966                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.1204                                              0.1350                  

    <30 mg/g                       1/ 334 (  0.3)    0.07             0/ 352 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 - <=300 mg/g              1/2017 (  0.0)    0.01             0/2013 (  0.0)    0.00             NE                                                  NE                                                      

    >300 mg/g                      1/ 594 (  0.2)    0.04             4/ 575 (  0.7)    0.18            0.21 (  0.02,  1.89)  0.1244                        0.21 (  0.02,  1.95)  0.1336                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.1924                                              0.3387                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                      0/ 908 (  0.0)    0.00             1/ 912 (  0.1)    0.03             NE                                                  NE                                                      

    >=130 mmHg                     3/2054 (  0.1)    0.04             3/2042 (  0.1)    0.04            1.10 (  0.22,  5.47)  0.9078                        0.92 (  0.18,  4.58)  0.9184                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.9983                                              0.9990                  

    no                             3/2608 (  0.1)    0.03             4/2581 (  0.2)    0.04            0.59 (  0.13,  2.71)  0.4929                        0.68 (  0.15,  3.07)  0.6163                             

    yes                            0/ 354 (  0.0)    0.00             0/ 373 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to chronic dialysis treatment                                                                                                                                                                       

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                           4/2962 (  0.1)    0.03            15/2954 (  0.5)    0.13            0.26 (  0.09,  0.79)  0.0103                        0.27 (  0.09,  0.80)  0.0116                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.5020                                              0.3770                  

    <=65 years                     2/1693 (  0.1)    0.03            11/1661 (  0.7)    0.17            0.20 (  0.04,  0.89)  0.0184                        0.18 (  0.04,  0.83)  0.0130                             

    >65 years                      2/1269 (  0.2)    0.04             4/1293 (  0.3)    0.08            0.29 (  0.04,  1.88)  0.1731                        0.47 (  0.08,  2.56)  0.3694                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.3691                                              0.2447                  

    male                           4/2030 (  0.2)    0.05            11/1971 (  0.6)    0.14            0.29 (  0.09,  0.91)  0.0250                        0.36 (  0.12,  1.14)  0.0701                             

    female                         0/ 932 (  0.0)    0.00             4/ 983 (  0.4)    0.10             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.7112                                              0.6759                  

    White                          3/2308 (  0.1)    0.03             9/2267 (  0.4)    0.10            0.35 (  0.10,  1.31)  0.1037                        0.33 (  0.09,  1.22)  0.0799                             

    Black Or African American      0/ 104 (  0.0)    0.00             3/ 116 (  2.6)    0.71             NE                                                  NE                                                      

    Asian                          1/ 440 (  0.2)    0.06             2/ 458 (  0.4)    0.11            0.31 (  0.02,  3.78)  0.3344                        0.51 (  0.05,  5.65)  0.5774                             

    Other                          0/ 110 (  0.0)    0.00             1/ 113 (  0.9)    0.23             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.8559                                              0.8243                  

    North America                  2/1000 (  0.2)    0.05            11/1001 (  1.1)    0.27            0.20 (  0.04,  0.89)  0.0186                        0.18 (  0.04,  0.82)  0.0123                             

    Latin America                  0/ 361 (  0.0)    0.00             0/ 322 (  0.0)    0.00             NE                                                  NE                                                      

    Asia/Pacific                   1/ 404 (  0.2)    0.06             2/ 422 (  0.5)    0.12            0.52 (  0.05,  5.84)  0.5931                        0.53 (  0.05,  5.90)  0.6026                             

    Europe                         1/1197 (  0.1)    0.02             2/1209 (  0.2)    0.04            0.59 (  0.05,  6.49)  0.6591                        0.51 (  0.05,  5.59)  0.5718                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.4152                                              0.4392                  

    <45 mL/min/1.73m^2             0/  93 (  0.0)    0.00             2/  96 (  2.1)    0.54             NE                                                  NE                                                      

    >=45 mL/min/1.73m^2            4/2868 (  0.1)    0.04            13/2858 (  0.5)    0.12            0.33 (  0.11,  1.02)  0.0428                        0.30 (  0.10,  0.93)  0.0276                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.1175                                              0.1119                  

    <60 mL/min/1.73m^2             4/ 606 (  0.7)    0.17             9/ 659 (  1.4)    0.35            0.49 (  0.15,  1.61)  0.2311                        0.47 (  0.15,  1.53)  0.2009                             

    >=60 mL/min/1.73m^2            0/2355 (  0.0)    0.00             6/2295 (  0.3)    0.07             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.5916                                              0.4778                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             1/   7 ( 14.3)    3.66             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2            4/2948 (  0.1)    0.03            14/2947 (  0.5)    0.12            0.31 (  0.10,  0.94)  0.0279                        0.28 (  0.09,  0.86)  0.0176                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.5155                                              0.5188                  

    <30 mg/g                       1/ 334 (  0.3)    0.07             1/ 352 (  0.3)    0.07            1.06 (  0.07, 16.96)  0.9670                        1.06 (  0.07, 16.96)  0.9670                             

    >=30 - <=300 mg/g              0/2017 (  0.0)    0.00             1/2013 (  0.0)    0.01             NE                                                  NE                                                      

    >300 mg/g                      3/ 594 (  0.5)    0.13            13/ 575 (  2.3)    0.59            0.22 (  0.06,  0.76)  0.0089                        0.22 (  0.06,  0.76)  0.0089                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.1637                                              0.2529                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                      0/ 908 (  0.0)    0.00             4/ 912 (  0.4)    0.11             NE                                                  NE                                                      

    >=130 mmHg                     4/2054 (  0.2)    0.05            11/2042 (  0.5)    0.14            0.39 (  0.13,  1.24)  0.0993                        0.36 (  0.11,  1.12)  0.0658                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.8873                                              0.6445                  

    no                             3/2608 (  0.1)    0.03             9/2581 (  0.3)    0.09            0.28 (  0.08,  1.07)  0.0476                        0.33 (  0.09,  1.21)  0.0777                             

    yes                            1/ 354 (  0.3)    0.08             6/ 373 (  1.6)    0.44            0.20 (  0.02,  1.64)  0.0942                        0.18 (  0.02,  1.52)  0.0773                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to receiving a renal transplant                                                                                                                                                                     

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                           0/2962 (  0.0)    0.00             0/2954 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                          NE                     

    <=65 years                     0/1693 (  0.0)    0.00             0/1661 (  0.0)    0.00             NE                                                  NE                                                      

    >65 years                      0/1269 (  0.0)    0.00             0/1293 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                       NE                     

    male                           0/2030 (  0.0)    0.00             0/1971 (  0.0)    0.00             NE                                                  NE                                                      

    female                         0/ 932 (  0.0)    0.00             0/ 983 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                         NE                     

    White                          0/2308 (  0.0)    0.00             0/2267 (  0.0)    0.00             NE                                                  NE                                                      

    Black Or African American      0/ 104 (  0.0)    0.00             0/ 116 (  0.0)    0.00             NE                                                  NE                                                      

    Asian                          0/ 440 (  0.0)    0.00             0/ 458 (  0.0)    0.00             NE                                                  NE                                                      

    Other                          0/ 110 (  0.0)    0.00             0/ 113 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                            NE                     

    North America                  0/1000 (  0.0)    0.00             0/1001 (  0.0)    0.00             NE                                                  NE                                                      

    Latin America                  0/ 361 (  0.0)    0.00             0/ 322 (  0.0)    0.00             NE                                                  NE                                                      

    Asia/Pacific                   0/ 404 (  0.0)    0.00             0/ 422 (  0.0)    0.00             NE                                                  NE                                                      

    Europe                         0/1197 (  0.0)    0.00             0/1209 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                                     NE                     

    <45 mL/min/1.73m^2             0/  93 (  0.0)    0.00             0/  96 (  0.0)    0.00             NE                                                  NE                                                      

    >=45 mL/min/1.73m^2            0/2868 (  0.0)    0.00             0/2858 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                                     NE                     

    <60 mL/min/1.73m^2             0/ 606 (  0.0)    0.00             0/ 659 (  0.0)    0.00             NE                                                  NE                                                      

    >=60 mL/min/1.73m^2            0/2355 (  0.0)    0.00             0/2295 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                                     NE                     

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             0/   7 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2            0/2948 (  0.0)    0.00             0/2947 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                                   NE                     

    <30 mg/g                       0/ 334 (  0.0)    0.00             0/ 352 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 - <=300 mg/g              0/2017 (  0.0)    0.00             0/2013 (  0.0)    0.00             NE                                                  NE                                                      

    >300 mg/g                      0/ 594 (  0.0)    0.00             0/ 575 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                                                                      NE                     

 Pressure                                                                                                                                                                                                            

    <130 mmHg                      0/ 908 (  0.0)    0.00             0/ 912 (  0.0)    0.00             NE                                                  NE                                                      

    >=130 mmHg                     0/2054 (  0.0)    0.00             0/2042 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                                     NE                     

    no                             0/2608 (  0.0)    0.00             0/2581 (  0.0)    0.00             NE                                                  NE                                                      

    yes                            0/ 354 (  0.0)    0.00             0/ 373 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to renal death                                                                                                                                                                                      

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                           5/2962 (  0.2)    0.04             7/2954 (  0.2)    0.06            0.74 (  0.23,  2.32)  0.5984                        0.73 (  0.23,  2.30)  0.5869                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.9998                                              0.9300                  

    <=65 years                     2/1693 (  0.1)    0.03             3/1661 (  0.2)    0.04            0.83 (  0.14,  4.98)  0.8357                        0.68 (  0.11,  4.09)  0.6734                             

    >65 years                      3/1269 (  0.2)    0.06             4/1293 (  0.3)    0.08            0.77 (  0.17,  3.45)  0.7330                        0.77 (  0.17,  3.45)  0.7334                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.7569                                              0.9218                  

    male                           2/2030 (  0.1)    0.02             3/1971 (  0.2)    0.04            0.65 (  0.11,  3.93)  0.6371                        0.67 (  0.11,  4.02)  0.6585                             

    female                         3/ 932 (  0.3)    0.08             4/ 983 (  0.4)    0.10            1.00 (  0.22,  4.57)  0.9973                        0.78 (  0.18,  3.50)  0.7478                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.3795                                              0.2350                  

    White                          3/2308 (  0.1)    0.03             5/2267 (  0.2)    0.05            0.62 (  0.15,  2.62)  0.5157                        0.61 (  0.15,  2.55)  0.4924                             

    Black Or African American      0/ 104 (  0.0)    0.00             2/ 116 (  1.7)    0.44             NE                                                  NE                                                      

    Asian                          2/ 440 (  0.5)    0.12             0/ 458 (  0.0)    0.00             NE                                                  NE                                                      

    Other                          0/ 110 (  0.0)    0.00             0/ 113 (  0.0)    0.00             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.1725                                              0.1479                  

    North America                  2/1000 (  0.2)    0.05             3/1001 (  0.3)    0.07            0.71 (  0.12,  4.25)  0.7047                        0.69 (  0.12,  4.12)  0.6813                             

    Latin America                  1/ 361 (  0.3)    0.07             1/ 322 (  0.3)    0.08            0.85 (  0.05, 13.57)  0.9075                        0.86 (  0.05, 13.74)  0.9143                             

    Asia/Pacific                   2/ 404 (  0.5)    0.13             0/ 422 (  0.0)    0.00             NE                                                  NE                                                      

    Europe                         0/1197 (  0.0)    0.00             3/1209 (  0.2)    0.06             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.7343                                              0.7505                  

    <45 mL/min/1.73m^2             1/  93 (  1.1)    0.27             2/  96 (  2.1)    0.53            0.54 (  0.05,  6.02)  0.6147                        0.50 (  0.05,  5.50)  0.5624                             

    >=45 mL/min/1.73m^2            4/2868 (  0.1)    0.03             5/2858 (  0.2)    0.04            0.83 (  0.22,  3.10)  0.7817                        0.80 (  0.22,  2.98)  0.7410                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.9547                                              0.9887                  

    <60 mL/min/1.73m^2             2/ 606 (  0.3)    0.08             3/ 659 (  0.5)    0.11            0.75 (  0.12,  4.46)  0.7471                        0.71 (  0.12,  4.25)  0.7068                             

    >=60 mL/min/1.73m^2            3/2355 (  0.1)    0.03             4/2295 (  0.2)    0.04            0.78 (  0.17,  3.50)  0.7454                        0.74 (  0.16,  3.29)  0.6881                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.9977                                              0.9981                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             0/   7 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2            5/2948 (  0.2)    0.04             7/2947 (  0.2)    0.06            0.75 (  0.24,  2.37)  0.6228                        0.72 (  0.23,  2.25)  0.5656                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.3660                                              0.3684                  

    <30 mg/g                       1/ 334 (  0.3)    0.07             0/ 352 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 - <=300 mg/g              2/2017 (  0.1)    0.02             2/2013 (  0.1)    0.02            1.04 (  0.15,  7.42)  0.9650                        1.04 (  0.15,  7.42)  0.9650                             

    >300 mg/g                      2/ 594 (  0.3)    0.08             5/ 575 (  0.9)    0.22            0.43 (  0.08,  2.21)  0.2971                        0.42 (  0.08,  2.17)  0.2847                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.3513                                              0.2934                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                      2/ 908 (  0.2)    0.05             1/ 912 (  0.1)    0.03            2.18 (  0.20, 24.08)  0.5157                        2.11 (  0.19, 23.31)  0.5329                             

    >=130 mmHg                     3/2054 (  0.1)    0.04             6/2042 (  0.3)    0.07            0.54 (  0.14,  2.17)  0.3802                        0.50 (  0.12,  2.00)  0.3156                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.5983                                              0.7050                  

    no                             4/2608 (  0.2)    0.04             6/2581 (  0.2)    0.06            0.64 (  0.18,  2.28)  0.4885                        0.66 (  0.19,  2.34)  0.5167                             

    yes                            1/ 354 (  0.3)    0.07             1/ 373 (  0.3)    0.07            1.57 (  0.09, 28.62)  0.7599                        1.23 (  0.08, 19.78)  0.8858                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to myocardial infarction (MI)                                                                                                                                                                       

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                         177/2962 (  6.0)    1.56           194/2954 (  6.6)    1.72            0.90 (  0.73,  1.11)  0.3229                        0.91 (  0.74,  1.12)  0.3714                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.3633                                              0.2595                  

    <=65 years                    90/1693 (  5.3)    1.38           109/1661 (  6.6)    1.71            0.82 (  0.62,  1.09)  0.1755                        0.82 (  0.62,  1.08)  0.1504                             

    >65 years                     87/1269 (  6.9)    1.79            85/1293 (  6.6)    1.74            1.00 (  0.74,  1.35)  0.9991                        1.03 (  0.77,  1.39)  0.8285                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.2688                                              0.1996                  

    male                         144/2030 (  7.1)    1.85           145/1971 (  7.4)    1.93            0.95 (  0.75,  1.19)  0.6455                        0.97 (  0.77,  1.22)  0.7777                             

    female                        33/ 932 (  3.5)    0.92            49/ 983 (  5.0)    1.31            0.72 (  0.46,  1.12)  0.1465                        0.70 (  0.45,  1.09)  0.1094                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.4104                                              0.5130                  

    White                        149/2308 (  6.5)    1.68           151/2267 (  6.7)    1.74            0.97 (  0.77,  1.22)  0.8009                        0.98 (  0.78,  1.22)  0.8311                             

    Black Or African American      5/ 104 (  4.8)    1.23            10/ 116 (  8.6)    2.47            0.44 (  0.14,  1.41)  0.1546                        0.51 (  0.17,  1.49)  0.2069                             

    Asian                         19/ 440 (  4.3)    1.14            27/ 458 (  5.9)    1.56            0.73 (  0.41,  1.31)  0.2927                        0.73 (  0.41,  1.31)  0.2885                             

    Other                          4/ 110 (  3.6)    0.99             6/ 113 (  5.3)    1.42            0.72 (  0.20,  2.56)  0.6108                        0.69 (  0.20,  2.46)  0.5689                             

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.2685                                              0.2481                  

    North America                 72/1000 (  7.2)    1.84            84/1001 (  8.4)    2.17            0.85 (  0.62,  1.17)  0.3197                        0.85 (  0.62,  1.17)  0.3203                             

    Latin America                  2/ 361 (  0.6)    0.15             6/ 322 (  1.9)    0.51            0.29 (  0.06,  1.43)  0.1052                        0.29 (  0.06,  1.43)  0.1054                             

    Asia/Pacific                  18/ 404 (  4.5)    1.18            25/ 422 (  5.9)    1.58            0.75 (  0.41,  1.38)  0.3562                        0.76 (  0.41,  1.39)  0.3712                             

    Europe                        85/1197 (  7.1)    1.86            79/1209 (  6.5)    1.70            1.09 (  0.80,  1.48)  0.5948                        1.10 (  0.81,  1.49)  0.5482                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.4213                                              0.7627                  

    <45 mL/min/1.73m^2             8/  93 (  8.6)    2.25            10/  96 ( 10.4)    2.85            0.61 (  0.22,  1.67)  0.3262                        0.79 (  0.31,  2.01)  0.6208                             

    >=45 mL/min/1.73m^2          169/2868 (  5.9)    1.54           184/2858 (  6.4)    1.69            0.91 (  0.74,  1.13)  0.3925                        0.91 (  0.74,  1.12)  0.3866                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.4355                                              0.5577                  

    <60 mL/min/1.73m^2            40/ 606 (  6.6)    1.73            52/ 659 (  7.9)    2.12            0.78 (  0.51,  1.19)  0.2454                        0.82 (  0.54,  1.23)  0.3364                             

    >=60 mL/min/1.73m^2          137/2355 (  5.8)    1.52           142/2295 (  6.2)    1.61            0.94 (  0.74,  1.19)  0.6104                        0.94 (  0.74,  1.19)  0.6084                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.9962                                              0.9962                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             0/   7 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2          177/2948 (  6.0)    1.57           194/2947 (  6.6)    1.73            0.90 (  0.73,  1.10)  0.3029                        0.91 (  0.74,  1.11)  0.3490                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.8756                                              0.8943                  

    <30 mg/g                      17/ 334 (  5.1)    1.32            22/ 352 (  6.3)    1.63            0.78 (  0.41,  1.48)  0.4498                        0.78 (  0.41,  1.48)  0.4498                             

    >=30 - <=300 mg/g            111/2017 (  5.5)    1.43           120/2013 (  6.0)    1.55            0.93 (  0.72,  1.20)  0.5722                        0.93 (  0.72,  1.20)  0.5722                             

    >300 mg/g                     46/ 594 (  7.7)    2.07            51/ 575 (  8.9)    2.41            0.86 (  0.57,  1.28)  0.4437                        0.87 (  0.58,  1.30)  0.4938                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.6877                                              0.6845                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                     56/ 908 (  6.2)    1.60            58/ 912 (  6.4)    1.67            0.95 (  0.66,  1.38)  0.8058                        0.97 (  0.67,  1.40)  0.8601                             

    >=130 mmHg                   121/2054 (  5.9)    1.54           136/2042 (  6.7)    1.75            0.88 (  0.69,  1.12)  0.3021                        0.89 (  0.69,  1.13)  0.3322                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.7811                                              0.8438                  

    no                           140/2608 (  5.4)    1.38           153/2581 (  5.9)    1.54            0.89 (  0.71,  1.12)  0.3351                        0.91 (  0.72,  1.14)  0.3963                             

    yes                           37/ 354 ( 10.5)    2.97            41/ 373 ( 11.0)    3.16            0.96 (  0.62,  1.50)  0.8623                        0.96 (  0.61,  1.50)  0.8538                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to stroke                                                                                                                                                                                           

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                         121/2962 (  4.1)    1.05           122/2954 (  4.1)    1.07            1.00 (  0.77,  1.28)  0.9751                        0.98 (  0.76,  1.26)  0.8957                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.5088                                              0.4837                  

    <=65 years                    63/1693 (  3.7)    0.95            68/1661 (  4.1)    1.06            0.92 (  0.65,  1.29)  0.6254                        0.90 (  0.64,  1.27)  0.5524                             

    >65 years                     58/1269 (  4.6)    1.18            54/1293 (  4.2)    1.09            1.09 (  0.75,  1.59)  0.6431                        1.08 (  0.75,  1.57)  0.6667                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.1394                                              0.1375                  

    male                          83/2030 (  4.1)    1.05            92/1971 (  4.7)    1.21            0.88 (  0.65,  1.19)  0.4124                        0.87 (  0.65,  1.17)  0.3648                             

    female                        38/ 932 (  4.1)    1.05            30/ 983 (  3.1)    0.79            1.37 (  0.84,  2.23)  0.2012                        1.33 (  0.83,  2.15)  0.2359                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.2225                                              0.2022                  

    White                         95/2308 (  4.1)    1.05           100/2267 (  4.4)    1.14            0.94 (  0.71,  1.25)  0.6803                        0.93 (  0.70,  1.23)  0.6109                             

    Black Or African American      4/ 104 (  3.8)    0.98             6/ 116 (  5.2)    1.44            0.81 (  0.22,  3.01)  0.7474                        0.66 (  0.19,  2.34)  0.5163                             

    Asian                         22/ 440 (  5.0)    1.31            14/ 458 (  3.1)    0.80            1.64 (  0.84,  3.21)  0.1435                        1.66 (  0.85,  3.24)  0.1359                             

    Other                          0/ 110 (  0.0)    0.00             2/ 113 (  1.8)    0.46             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.2815                                              0.3311                  

    North America                 35/1000 (  3.5)    0.87            47/1001 (  4.7)    1.19            0.72 (  0.46,  1.12)  0.1414                        0.73 (  0.47,  1.14)  0.1630                             

    Latin America                  5/ 361 (  1.4)    0.37             4/ 322 (  1.2)    0.34            1.13 (  0.30,  4.20)  0.8592                        1.11 (  0.30,  4.15)  0.8716                             

    Asia/Pacific                  20/ 404 (  5.0)    1.31            14/ 422 (  3.3)    0.87            1.53 (  0.77,  3.03)  0.2223                        1.49 (  0.75,  2.96)  0.2474                             

    Europe                        61/1197 (  5.1)    1.31            57/1209 (  4.7)    1.22            1.12 (  0.78,  1.61)  0.5528                        1.08 (  0.75,  1.55)  0.6827                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.7064                                              0.7057                  

    <45 mL/min/1.73m^2             5/  93 (  5.4)    1.38             4/  96 (  4.2)    1.10            1.29 (  0.35,  4.81)  0.7023                        1.26 (  0.34,  4.69)  0.7300                             

    >=45 mL/min/1.73m^2          116/2868 (  4.0)    1.04           118/2858 (  4.1)    1.07            0.98 (  0.76,  1.27)  0.8994                        0.97 (  0.75,  1.25)  0.8176                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.3335                                              0.4198                  

    <60 mL/min/1.73m^2            28/ 606 (  4.6)    1.19            25/ 659 (  3.8)    1.00            1.27 (  0.72,  2.25)  0.4019                        1.20 (  0.70,  2.05)  0.5145                             

    >=60 mL/min/1.73m^2           93/2355 (  3.9)    1.01            97/2295 (  4.2)    1.09            0.93 (  0.70,  1.24)  0.6359                        0.93 (  0.70,  1.23)  0.6036                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.1865                                              0.1687                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             1/   7 ( 14.3)    3.81             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2          121/2948 (  4.1)    1.06           121/2947 (  4.1)    1.07            1.00 (  0.78,  1.29)  0.9850                        0.99 (  0.77,  1.27)  0.9353                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.9445                                              0.9445                  

    <30 mg/g                      11/ 334 (  3.3)    0.84            10/ 352 (  2.8)    0.73            1.15 (  0.49,  2.72)  0.7428                        1.15 (  0.49,  2.72)  0.7428                             

    >=30 - <=300 mg/g             77/2017 (  3.8)    0.98            79/2013 (  3.9)    1.01            0.97 (  0.71,  1.33)  0.8534                        0.97 (  0.71,  1.33)  0.8534                             

    >300 mg/g                     31/ 594 (  5.2)    1.38            30/ 575 (  5.2)    1.40            1.00 (  0.60,  1.65)  0.9962                        1.00 (  0.60,  1.65)  0.9954                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.4905                                              0.4240                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                     31/ 908 (  3.4)    0.87            37/ 912 (  4.1)    1.05            0.85 (  0.52,  1.39)  0.5217                        0.83 (  0.51,  1.34)  0.4372                             

    >=130 mmHg                    90/2054 (  4.4)    1.13            85/2042 (  4.2)    1.08            1.05 (  0.78,  1.42)  0.7368                        1.05 (  0.78,  1.41)  0.7517                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.2645                                              0.2685                  

    no                            97/2608 (  3.7)    0.95           103/2581 (  4.0)    1.03            0.94 (  0.71,  1.24)  0.6500                        0.93 (  0.70,  1.22)  0.5867                             

    yes                           24/ 354 (  6.8)    1.87            19/ 373 (  5.1)    1.41            1.29 (  0.70,  2.35)  0.4106                        1.29 (  0.70,  2.35)  0.4120                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to doubling of serum-creatinin-levels accompanied by eGFR <=45 ml/min/1.73m^2                                                                                                                       

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                          62/2962 (  2.1)    0.53           118/2954 (  4.0)    1.03            0.53 (  0.39,  0.72)  <.0001                        0.52 (  0.38,  0.71)  <.0001                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.2374                                              0.1953                  

    <=65 years                    35/1693 (  2.1)    0.53            77/1661 (  4.6)    1.19            0.45 (  0.30,  0.68)  <.0001                        0.44 (  0.30,  0.66)  <.0001                             

    >65 years                     27/1269 (  2.1)    0.54            41/1293 (  3.2)    0.82            0.66 (  0.41,  1.09)  0.0997                        0.67 (  0.41,  1.09)  0.1035                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.4468                                              0.5786                  

    male                          39/2030 (  1.9)    0.49            77/1971 (  3.9)    1.00            0.49 (  0.33,  0.72)  0.0002                        0.49 (  0.33,  0.72)  0.0002                             

    female                        23/ 932 (  2.5)    0.63            41/ 983 (  4.2)    1.08            0.61 (  0.37,  1.03)  0.0599                        0.59 (  0.35,  0.98)  0.0378                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.6841                                              0.5698                  

    White                         46/2308 (  2.0)    0.51            84/2267 (  3.7)    0.95            0.54 (  0.38,  0.78)  0.0008                        0.54 (  0.37,  0.77)  0.0006                             

    Black Or African American      2/ 104 (  1.9)    0.48             9/ 116 (  7.8)    2.17            0.28 (  0.06,  1.30)  0.0821                        0.22 (  0.05,  1.02)  0.0335                             

    Asian                         11/ 440 (  2.5)    0.65            17/ 458 (  3.7)    0.97            0.53 (  0.25,  1.15)  0.1047                        0.67 (  0.31,  1.43)  0.2940                             

    Other                          3/ 110 (  2.7)    0.74             8/ 113 (  7.1)    1.88            0.37 (  0.10,  1.41)  0.1314                        0.38 (  0.10,  1.44)  0.1386                             

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.2370                                              0.2899                  

    North America                 24/1000 (  2.4)    0.60            34/1001 (  3.4)    0.86            0.70 (  0.41,  1.18)  0.1776                        0.70 (  0.42,  1.18)  0.1811                             

    Latin America                  6/ 361 (  1.7)    0.45            20/ 322 (  6.2)    1.71            0.25 (  0.10,  0.63)  0.0014                        0.26 (  0.10,  0.64)  0.0015                             

    Asia/Pacific                   8/ 404 (  2.0)    0.52            18/ 422 (  4.3)    1.12            0.45 (  0.20,  1.04)  0.0560                        0.47 (  0.20,  1.07)  0.0652                             

    Europe                        24/1197 (  2.0)    0.51            46/1209 (  3.8)    0.97            0.58 (  0.35,  0.96)  0.0303                        0.54 (  0.33,  0.89)  0.0140                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.0318                                              0.0088                  

    <45 mL/min/1.73m^2             5/  93 (  5.4)    1.37             1/  96 (  1.0)    0.27            4.11 (  0.46, 36.76)  0.1705                        4.95 (  0.58, 42.36)  0.1052                             

    >=45 mL/min/1.73m^2           57/2868 (  2.0)    0.51           117/2858 (  4.1)    1.05            0.50 (  0.36,  0.68)  <.0001                        0.48 (  0.35,  0.66)  <.0001                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.0074                                              0.0041                  

    <60 mL/min/1.73m^2            19/ 606 (  3.1)    0.81            17/ 659 (  2.6)    0.67            1.15 (  0.59,  2.23)  0.6800                        1.19 (  0.62,  2.30)  0.5935                             

    >=60 mL/min/1.73m^2           43/2355 (  1.8)    0.46           101/2295 (  4.4)    1.13            0.42 (  0.30,  0.60)  <.0001                        0.41 (  0.29,  0.59)  <.0001                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.9981                                              0.9984                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             0/   7 (  0.0)    0.00             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2           62/2948 (  2.1)    0.54           118/2947 (  4.0)    1.03            0.53 (  0.39,  0.72)  <.0001                        0.52 (  0.38,  0.71)  <.0001                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.0596                                              0.0620                  

    <30 mg/g                       7/ 334 (  2.1)    0.53             4/ 352 (  1.1)    0.29            1.77 (  0.52,  6.08)  0.3552                        1.77 (  0.52,  6.08)  0.3552                             

    >=30 - <=300 mg/g             27/2017 (  1.3)    0.34            66/2013 (  3.3)    0.84            0.41 (  0.26,  0.65)  <.0001                        0.41 (  0.26,  0.65)  <.0001                             

    >300 mg/g                     27/ 594 (  4.5)    1.19            48/ 575 (  8.3)    2.23            0.56 (  0.35,  0.90)  0.0147                        0.53 (  0.33,  0.85)  0.0070                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.4673                                              0.5979                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                     13/ 908 (  1.4)    0.36            29/ 912 (  3.2)    0.82            0.41 (  0.21,  0.81)  0.0079                        0.44 (  0.23,  0.84)  0.0110                             

    >=130 mmHg                    49/2054 (  2.4)    0.61            89/2042 (  4.4)    1.12            0.56 (  0.40,  0.80)  0.0010                        0.55 (  0.39,  0.77)  0.0006                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.2870                                              0.4022                  

    no                            50/2608 (  1.9)    0.49           100/2581 (  3.9)    0.99            0.49 (  0.35,  0.69)  <.0001                        0.49 (  0.35,  0.69)  <.0001                             

    yes                           12/ 354 (  3.4)    0.92            18/ 373 (  4.8)    1.33            0.73 (  0.35,  1.52)  0.4019                        0.69 (  0.33,  1.43)  0.3133                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to doubling of serum creatinin-levels                                                                                                                                                               

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                         149/2962 (  5.0)    1.30           227/2954 (  7.7)    2.01            0.66 (  0.54,  0.81)  <.0001                        0.65 (  0.53,  0.80)  <.0001                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.3415                                              0.3398                  

    <=65 years                    83/1693 (  4.9)    1.26           136/1661 (  8.2)    2.13            0.60 (  0.46,  0.79)  0.0003                        0.59 (  0.45,  0.78)  0.0002                             

    >65 years                     66/1269 (  5.2)    1.34            91/1293 (  7.0)    1.84            0.74 (  0.54,  1.02)  0.0676                        0.73 (  0.53,  1.00)  0.0509                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.3092                                              0.4437                  

    male                          96/2030 (  4.7)    1.21           151/1971 (  7.7)    2.00            0.61 (  0.47,  0.79)  0.0002                        0.61 (  0.48,  0.79)  0.0002                             

    female                        53/ 932 (  5.7)    1.48            76/ 983 (  7.7)    2.03            0.76 (  0.54,  1.08)  0.1282                        0.73 (  0.51,  1.03)  0.0751                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.3832                                              0.3401                  

    White                        117/2308 (  5.1)    1.30           175/2267 (  7.7)    2.00            0.67 (  0.53,  0.85)  0.0007                        0.65 (  0.52,  0.83)  0.0003                             

    Black Or African American      7/ 104 (  6.7)    1.75            15/ 116 ( 12.9)    3.69            0.57 (  0.23,  1.41)  0.2153                        0.48 (  0.19,  1.17)  0.0985                             

    Asian                         21/ 440 (  4.8)    1.25            24/ 458 (  5.2)    1.38            0.79 (  0.44,  1.42)  0.4289                        0.91 (  0.50,  1.63)  0.7404                             

    Other                          4/ 110 (  3.6)    0.99            13/ 113 ( 11.5)    3.10            0.30 (  0.10,  0.92)  0.0260                        0.32 (  0.10,  0.98)  0.0359                             

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.0351                                              0.0512                  

    North America                 66/1000 (  6.6)    1.67            87/1001 (  8.7)    2.23            0.76 (  0.55,  1.05)  0.1009                        0.76 (  0.55,  1.04)  0.0883                             

    Latin America                  9/ 361 (  2.5)    0.67            29/ 322 (  9.0)    2.50            0.26 (  0.12,  0.55)  0.0001                        0.26 (  0.13,  0.56)  0.0002                             

    Asia/Pacific                  21/ 404 (  5.2)    1.37            25/ 422 (  5.9)    1.58            0.89 (  0.50,  1.58)  0.6800                        0.89 (  0.50,  1.59)  0.6863                             

    Europe                        53/1197 (  4.4)    1.13            86/1209 (  7.1)    1.84            0.65 (  0.46,  0.92)  0.0151                        0.62 (  0.44,  0.88)  0.0064                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.1141                                              0.2709                  

    <45 mL/min/1.73m^2             5/  93 (  5.4)    1.37            13/  96 ( 13.5)    3.67            0.29 (  0.09,  0.90)  0.0220                        0.37 (  0.13,  1.03)  0.0476                             

    >=45 mL/min/1.73m^2          144/2868 (  5.0)    1.29           214/2858 (  7.5)    1.95            0.68 (  0.55,  0.84)  0.0004                        0.66 (  0.54,  0.82)  0.0001                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.0256                                              0.0234                  

    <60 mL/min/1.73m^2            44/ 606 (  7.3)    1.89            48/ 659 (  7.3)    1.93            1.00 (  0.66,  1.52)  0.9933                        0.98 (  0.65,  1.47)  0.9069                             

    >=60 mL/min/1.73m^2          105/2355 (  4.5)    1.15           179/2295 (  7.8)    2.03            0.58 (  0.45,  0.73)  <.0001                        0.56 (  0.44,  0.72)  <.0001                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.3333                                              0.2688                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             1/   7 ( 14.3)    3.66             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2          149/2948 (  5.1)    1.30           226/2947 (  7.7)    2.00            0.66 (  0.54,  0.81)  <.0001                        0.65 (  0.53,  0.80)  <.0001                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.6369                                              0.7249                  

    <30 mg/g                      12/ 334 (  3.6)    0.92            17/ 352 (  4.8)    1.25            0.72 (  0.34,  1.52)  0.3889                        0.72 (  0.34,  1.52)  0.3889                             

    >=30 - <=300 mg/g             76/2017 (  3.8)    0.96           128/2013 (  6.4)    1.64            0.60 (  0.45,  0.79)  0.0003                        0.60 (  0.45,  0.79)  0.0003                             

    >300 mg/g                     60/ 594 ( 10.1)    2.69            81/ 575 ( 14.1)    3.83            0.73 (  0.52,  1.01)  0.0600                        0.70 (  0.50,  0.98)  0.0346                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.0907                                              0.1077                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                     34/ 908 (  3.7)    0.95            69/ 912 (  7.6)    1.98            0.48 (  0.32,  0.73)  0.0004                        0.49 (  0.32,  0.73)  0.0004                             

    >=130 mmHg                   115/2054 (  5.6)    1.45           158/2042 (  7.7)    2.02            0.74 (  0.58,  0.94)  0.0125                        0.72 (  0.57,  0.92)  0.0071                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.1253                                              0.2235                  

    no                           113/2608 (  4.3)    1.11           182/2581 (  7.1)    1.82            0.61 (  0.49,  0.78)  <.0001                        0.61 (  0.48,  0.77)  <.0001                             

    yes                           36/ 354 ( 10.2)    2.81            45/ 373 ( 12.1)    3.43            0.86 (  0.55,  1.34)  0.5069                        0.83 (  0.53,  1.28)  0.3897                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to renal composite of chronic dialysis, renal transplant or renal death                                                                                                                             

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                                                                                      ________________Stratified Analysis________________ _____________Unstratified Analysis_____________            

 Subgroup                       _______Dapa 10 mg (N=2962)________ _________Placebo (N=2954)_________                                    p-Value for                                         p-Value for             

    Level                          n/   N (%)      Event rate         n/   N (%)      Event rate       Hazard Ratio (95% CI)   p-Value   interaction       Hazard Ratio (95% CI)   p-Value   interaction             

 ________________________________________________________________________________________________________________________________________________________________________________________________________            

                                                                                                                                                                                                                     

 Overall                           9/2962 (  0.3)    0.08            20/2954 (  0.7)    0.17            0.45 (  0.20,  0.98)  0.0395                        0.45 (  0.21,  0.99)  0.0421                             

                                                                                                                                                                                                                     

 Age                                                                                                                                     0.5637                                              0.4417                  

    <=65 years                     4/1693 (  0.2)    0.06            12/1661 (  0.7)    0.18            0.36 (  0.12,  1.13)  0.0670                        0.34 (  0.11,  1.04)  0.0470                             

    >65 years                      5/1269 (  0.4)    0.10             8/1293 (  0.6)    0.16            0.60 (  0.19,  1.85)  0.3661                        0.63 (  0.21,  1.93)  0.4157                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                  0.6950                                              0.9345                  

    male                           6/2030 (  0.3)    0.07            13/1971 (  0.7)    0.17            0.38 (  0.14,  1.02)  0.0466                        0.46 (  0.17,  1.21)  0.1070                             

    female                         3/ 932 (  0.3)    0.08             7/ 983 (  0.7)    0.18            0.52 (  0.13,  2.03)  0.3368                        0.44 (  0.11,  1.71)  0.2229                             

                                                                                                                                                                                                                     

 Race                                                                                                                                    0.4182                                              0.2635                  

    White                          6/2308 (  0.3)    0.07            14/2267 (  0.6)    0.16            0.45 (  0.17,  1.18)  0.0974                        0.43 (  0.16,  1.12)  0.0742                             

    Black Or African American      0/ 104 (  0.0)    0.00             3/ 116 (  2.6)    0.71             NE                                                  NE                                                      

    Asian                          3/ 440 (  0.7)    0.18             2/ 458 (  0.4)    0.11            0.78 (  0.12,  5.17)  0.7985                        1.62 (  0.27,  9.81)  0.5957                             

    Other                          0/ 110 (  0.0)    0.00             1/ 113 (  0.9)    0.23             NE                                                  NE                                                      

                                                                                                                                                                                                                     

 Geographic region                                                                                                                       0.4551                                              0.3173                  

    North America                  4/1000 (  0.4)    0.10            12/1001 (  1.2)    0.30            0.36 (  0.12,  1.11)  0.0635                        0.33 (  0.11,  1.04)  0.0462                             

    Latin America                  1/ 361 (  0.3)    0.07             1/ 322 (  0.3)    0.08            0.85 (  0.05, 13.57)  0.9075                        0.86 (  0.05, 13.74)  0.9143                             

    Asia/Pacific                   3/ 404 (  0.7)    0.19             2/ 422 (  0.5)    0.12            1.37 (  0.23,  8.29)  0.7322                        1.77 (  0.29, 10.82)  0.5310                             

    Europe                         1/1197 (  0.1)    0.02             5/1209 (  0.4)    0.10            0.22 (  0.03,  1.92)  0.1343                        0.20 (  0.02,  1.72)  0.1038                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                0.7299                                              0.7765                  

    <45 mL/min/1.73m^2             1/  93 (  1.1)    0.27             3/  96 (  3.1)    0.81            0.35 (  0.04,  3.41)  0.3474                        0.33 (  0.03,  3.16)  0.3104                             

    >=45 mL/min/1.73m^2            8/2868 (  0.3)    0.07            17/2858 (  0.6)    0.15            0.50 (  0.21,  1.15)  0.0966                        0.47 (  0.20,  1.08)  0.0688                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                0.5050                                              0.4852                  

    <60 mL/min/1.73m^2             6/ 606 (  1.0)    0.25            11/ 659 (  1.7)    0.43            0.61 (  0.22,  1.65)  0.3232                        0.58 (  0.21,  1.56)  0.2746                             

    >=60 mL/min/1.73m^2            3/2355 (  0.1)    0.03             9/2295 (  0.4)    0.10            0.35 (  0.09,  1.29)  0.0994                        0.32 (  0.09,  1.20)  0.0755                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                0.4577                                              0.3576                  

    <30 mL/min/1.73m^2             0/  13 (  0.0)    0.00             1/   7 ( 14.3)    3.66             NE                                                  NE                                                      

    >=30 mL/min/1.73m^2            9/2948 (  0.3)    0.08            19/2947 (  0.6)    0.16            0.50 (  0.23,  1.11)  0.0817                        0.47 (  0.21,  1.04)  0.0567                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                              0.2757                                              0.2802                  

    <30 mg/g                       2/ 334 (  0.6)    0.15             1/ 352 (  0.3)    0.07            2.04 (  0.18, 22.61)  0.5527                        2.04 (  0.18, 22.61)  0.5527                             

    >=30 - <=300 mg/g              2/2017 (  0.1)    0.03             3/2013 (  0.1)    0.04            0.69 (  0.11,  4.11)  0.6782                        0.69 (  0.11,  4.11)  0.6782                             

    >300 mg/g                      5/ 594 (  0.8)    0.22            16/ 575 (  2.8)    0.73            0.30 (  0.11,  0.83)  0.0137                        0.30 (  0.11,  0.83)  0.0134                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood                                                                                                                 0.6883                                              0.8998                  

 Pressure                                                                                                                                                                                                            

    <130 mmHg                      2/ 908 (  0.2)    0.06             5/ 912 (  0.5)    0.14            0.40 (  0.08,  2.07)  0.2571                        0.41 (  0.08,  2.14)  0.2774                             

    >=130 mmHg                     7/2054 (  0.3)    0.09            15/2042 (  0.7)    0.19            0.50 (  0.20,  1.22)  0.1175                        0.46 (  0.19,  1.13)  0.0822                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                0.9798                                              0.7604                  

    no                             7/2608 (  0.3)    0.07            14/2581 (  0.5)    0.14            0.46 (  0.18,  1.14)  0.0850                        0.49 (  0.20,  1.22)  0.1189                             

    yes                            2/ 354 (  0.6)    0.15             6/ 373 (  1.6)    0.44            0.39 (  0.08,  1.94)  0.2338                        0.37 (  0.07,  1.82)  0.2016                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test), with factors for treatment group and baseline eGFR.                 

p-Value for interaction from Cox proportional hazards model with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between treatment group and the subgroup variable.   

Stratification factor: Baseline UACR (<=1000 mg/g vs >1000 mg/g).                                                                                                                                                    

Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                                                         

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Summary of completion rates of eGFR by visit                                                                                                                                                                         

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                          ____________Dapa 10 mg (N=2962)____________ ________Placebo (N=2954)_________                                                                                              

 Visit                                       n/  N#    Compliance                        n/  N#    Compliance                                                                                                        

 ______________________________________________________________________________________________________________________                                                                                              

                                                                                                                                                                                                                     

 BASELINE                                 2961/2962    99.97%                         2954/2954    100.0%                                                                                                            

                                                                                                                                                                                                                     

 EFFICACY MONTH 6                         2837/2951    96.14%                         2809/2945    95.38%                                                                                                            

                                                                                                                                                                                                                     

 EFFICACY MONTH 12                        2720/2927    92.93%                         2665/2918    91.33%                                                                                                            

                                                                                                                                                                                                                     

 EFFICACY MONTH 24                        2531/2865    88.34%                         2435/2839    85.77%                                                                                                            

                                                                                                                                                                                                                     

 EFFICACY MONTH 36                        2368/2790    84.87%                         2219/2746    80.81%                                                                                                            

                                                                                                                                                                                                                     

 EFFICACY MONTH 48                        1967/2443    80.52%                         1820/2400    75.83%                                                                                                            

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

N# is the number of patients still in study at time of beginning of eGFR visit window.                                                                                                                               

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Summary of mean values and change from baseline of eGFR                                                                                                                                                              

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                          __________________Dapa 10 mg (N=2962)___________________ _______________Placebo (N=2954)________________                                                                   

                                          _____Value at Visit_____ _____Change from Baseline______ _____Value at Visit_____ _Change from Baseline_                                                                   

 Visit                                      N   Mean (SD)            N   Mean (SD)                   N   Mean (SD)            N   Mean (SD)                                                                          

 _________________________________________________________________________________________________________________________________________________                                                                   

                                                                                                                                                                                                                     

 BASELINE                                 2961   80.32 (19.52)        0                            2954   79.40 (19.38)        0                                                                                     

                                                                                                                                                                                                                     

 EFFICACY MONTH 6                         2837   77.44 (19.67)     2836   -3.10 (10.24)            2809   78.31 (19.44)     2809   -1.25 (10.60)                                                                     

                                                                                                                                                                                                                     

 EFFICACY MONTH 12                        2720   77.02 (19.70)     2719   -3.60 (10.74)            2665   77.38 (19.42)     2665   -2.38 (11.36)                                                                     

                                                                                                                                                                                                                     

 EFFICACY MONTH 24                        2531   76.13 (19.67)     2530   -4.82 (11.59)            2435   74.58 (20.28)     2435   -5.32 (12.75)                                                                     

                                                                                                                                                                                                                     

 EFFICACY MONTH 36                        2368   74.32 (20.03)     2367   -6.73 (12.56)            2219   71.56 (20.45)     2219   -8.48 (13.87)                                                                     

                                                                                                                                                                                                                     

 EFFICACY MONTH 48                        1967   71.78 (20.41)     1966   -9.25 (13.74)            1820   68.49 (21.09)     1820  -11.55 (14.98)                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca 

Protocol: D1693C00001 

Dapa-CKD population 

Graphical summary of mean change from baseline of eGFR 

Full Analysis Set 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of change from baseline of eGFR                                                                                                                                                                             

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                           _____Dapa 10 mg (N=2962)______ _______Placebo (N=2954)________  Difference of                                                                                                             

 Visit                       N     LSMean (SE)              N     LSMean (SE)              LSMeans (95% CI)     p-Value      Hedge`s g (95% CI)                                                                      

 _____________________________________________________________________________________________________________________________________________________                                                               

                                                                                                                                                                                                                     

 EFFICACY MONTH 6                 -3.07 ( 0.19)                  -1.36 ( 0.19)             -1.71 (-2.24,-1.18)  <.0001        -0.17 (-0.22,-0.12)                                                                    

                                                                                                                                                                                                                     

 EFFICACY MONTH 12                -3.57 ( 0.20)                  -2.51 ( 0.21)             -1.06 (-1.62,-0.49)  0.0002        -0.10 (-0.15,-0.05)                                                                    

                                                                                                                                                                                                                     

 EFFICACY MONTH 24                -4.72 ( 0.23)                  -5.44 ( 0.23)              0.72 ( 0.08, 1.37)  0.0281         0.06 ( 0.01, 0.12)                                                                    

                                                                                                                                                                                                                     

 EFFICACY MONTH 36                -6.74 ( 0.26)                  -8.84 ( 0.26)              2.10 ( 1.37, 2.83)  <.0001         0.17 ( 0.11, 0.23)                                                                    

                                                                                                                                                                                                                     

 EFFICACY MONTH 48                -9.49 ( 0.30)                 -12.10 ( 0.31)              2.61 ( 1.77, 3.45)  <.0001         0.20 ( 0.13, 0.26)                                                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

 OVERALL                   2881   -5.52 ( 0.19)           2852   -6.05 ( 0.19)              0.53 ( 0.02, 1.05)  0.0436         0.05 ( 0.00, 0.11)                                                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

N displays the number of subjects included in the regression model, e.g. all patients with non-missing values at baseline and at least one timepoint after baseline before visit 10.                                 

OVERALL row displays model estimates over time.                                                                                                                                                                      

LS Means and difference of LS Means estimated from repeated measures model (MMRM) with terms for treatment group, baseline measurement, visit and visit by treatment group interaction.                              

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of change from baseline of eGFR - Subgroup analysis                                                                                                                                                         

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                     ______________Dapa 10 mg (N=2962)_______________ _______________Placebo (N=2954)_______________                                                                                 

 Subgroup                            _______Baseline_______ _________Overall_________ _______Baseline_______ ________Overall________  Difference of                                        Interaction               

    Level                              N   Mean (SD)         N*    LSMean (SE)          N   Mean (SD)         N*    LSMean (SE)       LSMeans (95% CI)     p-Value  Hedge`s g (95% CI)     p-Value                   

 _____________________________________________________________________________________________________________________________________________________________________________________________________               

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                       <.0001                    

    <=65 years                       1692  85.78 (19.22)    1651  -5.52 ( 0.26)       1661  84.72 (19.40)    1615  -6.79 ( 0.26)       1.27 ( 0.55, 1.98)  0.0005     0.12 ( 0.05, 0.19)                             

    >65 years                        1269  73.05 (17.45)    1230  -5.49 ( 0.26)       1293  72.56 (17.09)    1237  -5.06 ( 0.26)      -0.43 (-1.17, 0.30)  0.2443    -0.05 (-0.13, 0.03)                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                    0.9172                    

    male                             2029  80.97 (19.32)    1974  -5.33 ( 0.22)       1971  79.77 (19.37)    1907  -5.90 ( 0.23)       0.57 (-0.06, 1.19)  0.0742     0.06 (-0.01, 0.12)                             

    female                            932  78.92 (19.91)     907  -5.94 ( 0.34)        983  78.65 (19.40)     945  -6.35 ( 0.33)       0.41 (-0.52, 1.33)  0.3885     0.04 (-0.05, 0.13)                             

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                      0.6183                    

    White                            2307  79.19 (19.74)    2238  -5.42 ( 0.21)       2267  78.00 (19.61)    2176  -5.79 ( 0.21)       0.37 (-0.22, 0.96)  0.2149     0.04 (-0.02, 0.10)                             

    Black Or African American         104  80.33 (23.34)      99  -5.74 ( 1.16)        116  78.73 (22.90)     112  -8.69 ( 1.12)       2.95 (-0.24, 6.14)  0.0695     0.25 (-0.02, 0.52)                             

    Asian                             440  85.63 (16.20)     438  -5.63 ( 0.45)        458  85.97 (15.56)     452  -6.35 ( 0.44)       0.72 (-0.53, 1.96)  0.2574     0.08 (-0.06, 0.21)                             

    Other                             110  82.96 (19.76)     106  -6.60 ( 1.14)        113  81.42 (19.52)     112  -7.69 ( 1.13)       1.08 (-2.08, 4.24)  0.5002     0.09 (-0.17, 0.36)                             

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                         0.8088                    

    North America                     999  75.74 (20.45)     954  -5.54 ( 0.33)       1001  74.76 (20.39)     941  -5.75 ( 0.34)       0.21 (-0.72, 1.14)  0.6585     0.02 (-0.07, 0.11)                             

    Latin America                     361  84.53 (19.11)     351  -5.89 ( 0.60)        322  83.01 (19.57)     309  -7.40 ( 0.65)       1.51 (-0.22, 3.24)  0.0872     0.13 (-0.02, 0.29)                             

    Asia/Pacific                      404  84.62 (16.20)     403  -5.28 ( 0.48)        422  84.03 (16.41)     415  -6.23 ( 0.47)       0.94 (-0.38, 2.27)  0.1615     0.10 (-0.04, 0.24)                             

    Europe                           1197  81.43 (19.12)    1173  -5.36 ( 0.27)       1209  80.66 (18.66)    1187  -5.81 ( 0.27)       0.45 (-0.31, 1.21)  0.2415     0.05 (-0.03, 0.13)                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                                  0.6331                    

    <45 mL/min/1.73m^2                 93  37.03 ( 7.59)      86   5.70 ( 1.60)         96  38.84 ( 5.62)      89   6.61 ( 1.57)      -0.91 (-5.34, 3.53)  0.6868    -0.06 (-0.36, 0.24)                             

    >=45 mL/min/1.73m^2              2868  81.73 (18.14)    2795  -5.88 ( 0.18)       2858  80.76 (18.17)    2763  -6.40 ( 0.18)       0.53 ( 0.02, 1.03)  0.0409     0.05 ( 0.00, 0.11)                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                                  0.3768                    

    <60 mL/min/1.73m^2                606  51.13 ( 7.66)     588   0.42 ( 0.48)        659  51.57 ( 6.80)     626   0.43 ( 0.46)      -0.02 (-1.32, 1.29)  0.9818    -0.00 (-0.11, 0.11)                             

    >=60 mL/min/1.73m^2              2355  87.84 (13.72)    2293  -7.05 ( 0.19)       2295  87.39 (13.57)    2226  -7.74 ( 0.20)       0.69 ( 0.14, 1.23)  0.0131     0.07 ( 0.02, 0.13)                             

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                                  0.2440                    

    <30 mL/min/1.73m^2                 13  21.38 ( 6.16)       9  40.55 ( 8.70)          7  23.71 ( 5.15)       7  38.07 ( 9.94)       2.48 (-25.9,30.90)  0.8532     0.09 (-0.90, 1.08)                             

    >=30 mL/min/1.73m^2              2948  80.58 (19.17)    2872  -5.64 ( 0.18)       2947  79.53 (19.21)    2845  -6.14 ( 0.18)       0.49 (-0.01, 1.00)  0.0551     0.05 (-0.00, 0.10)                             

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                                0.6328                    

    <30 mg/g                          334  51.54 ( 7.83)     325   2.39 ( 0.66)        352  52.17 ( 6.63)     335   2.82 ( 0.65)      -0.42 (-2.24, 1.39)  0.6464    -0.04 (-0.19, 0.12)                             

    >=30 - <=300 mg/g                2016  85.08 (16.86)    1968  -5.87 ( 0.20)       2013  84.13 (17.05)    1946  -6.10 ( 0.20)       0.23 (-0.32, 0.77)  0.4177     0.03 (-0.04, 0.09)                             

    >300 mg/g                         594  81.18 (18.26)     571  -9.13 ( 0.46)        575  80.17 (18.26)     559 -11.24 ( 0.47)       2.11 ( 0.82, 3.40)  0.0014     0.19 ( 0.07, 0.31)                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                          0.8547                    

    <130 mmHg                         907  78.91 (20.79)     880  -3.57 ( 0.34)        912  76.98 (21.13)     873  -4.07 ( 0.35)       0.49 (-0.47, 1.45)  0.3128     0.05 (-0.05, 0.14)                             

    >=130 mmHg                       2054  80.95 (18.91)    2001  -6.37 ( 0.22)       2042  80.47 (18.45)    1979  -6.91 ( 0.22)       0.54 (-0.06, 1.15)  0.0793     0.06 (-0.01, 0.12)                             

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                                  0.3040                    

    no                               2607  80.91 (19.36)    2543  -5.50 ( 0.19)       2581  80.25 (19.09)    2492  -6.00 ( 0.20)       0.50 (-0.05, 1.04)  0.0728     0.05 (-0.00, 0.11)                             

    yes                               354  76.04 (20.18)     338  -5.64 ( 0.59)        373  73.50 (20.40)     360  -6.40 ( 0.59)       0.76 (-0.87, 2.39)  0.3613     0.07 (-0.08, 0.22)                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Repeated measures analysis displays overall results.                                                                                                                                                                 

N* displays the number of subjects included in the regression model, e.g. all patients with non-missing values at baseline and at least one timepoint after baseline before visit 10.                                

LSMeans and difference of LSMeans estimated from repeated measures model (MMRM) with terms for treatment group, baseline measurement, visit and visit by treatment group interaction.                                

Factors for subgroup and subgroup*treatment interaction were added to the model for calculation of p-Value for interaction.                                                                                          
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Incidences of Adverse Events leading to discontinuation of study drug by SOC, PT                                                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                                                                            Dapa 10 mg                      Placebo                                                                                  

                                                                                            (N=2958)                        (N=2950)                                                                                 

 System Organ Class (SOC)                                                                   _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _                                                          

    Preferred Term (PT)                                                                        n (%)                           n (%)                                                                                 

 __________________________________________________________________________________________________________________________________________________________                                                          

                                                                                                                                                                                                                     

 Subjects with events                                                                        293 (  9.9)                     273 (  9.3)                                                                             

                                                                                                                                                                                                                     

 Renal and urinary disorders                                                                  55 (  1.9)                      57 (  1.9)                                                                             

    Renal impairment                                                                          11 (  0.4)                      11 (  0.4)                                                                             

    Acute kidney injury                                                                        6 (  0.2)                      14 (  0.5)                                                                             

    Pollakiuria                                                                                6 (  0.2)                       5 (  0.2)                                                                             

    Renal failure                                                                              7 (  0.2)                       4 (  0.1)                                                                             

    Chronic kidney disease                                                                     2 (  0.1)                       8 (  0.3)                                                                             

    Diabetic nephropathy                                                                       4 (  0.1)                       3 (  0.1)                                                                             

    Polyuria                                                                                   5 (  0.2)                       0                                                                                     

    Dysuria                                                                                    4 (  0.1)                       0                                                                                     

    Haematuria                                                                                 2 (  0.1)                       1 (  0.0)                                                                             

    Micturition urgency                                                                        1 (  0.0)                       1 (  0.0)                                                                             

    Nocturia                                                                                   2 (  0.1)                       0                                                                                     

    Proteinuria                                                                                0                               2 (  0.1)                                                                             

    Albuminuria                                                                                0                               1 (  0.0)                                                                             

    Chromaturia                                                                                0                               1 (  0.0)                                                                             

    End stage renal disease                                                                    0                               1 (  0.0)                                                                             

    Glomerulonephritis chronic                                                                 0                               1 (  0.0)                                                                             

    Glycosuria                                                                                 1 (  0.0)                       0                                                                                     

    Microalbuminuria                                                                           0                               1 (  0.0)                                                                             

    Myeloma cast nephropathy                                                                   0                               1 (  0.0)                                                                             

    Nephritis                                                                                  1 (  0.0)                       0                                                                                     

    Nephrolithiasis                                                                            1 (  0.0)                       0                                                                                     

    Nephropathy                                                                                0                               1 (  0.0)                                                                             

    Nephrotic syndrome                                                                         0                               1 (  0.0)                                                                             

    Urinary incontinence                                                                       1 (  0.0)                       0                                                                                     

    Urinary tract discomfort                                                                   1 (  0.0)                       0                                                                                     

                                                                                                                                                                                                                     

 Neoplasms benign, malignant and unspecified (incl cysts and polyps)                          53 (  1.8)                      51 (  1.7)                                                                             

    Bladder cancer                                                                             4 (  0.1)                       5 (  0.2)                                                                             

    Transitional cell carcinoma                                                                3 (  0.1)                       5 (  0.2)                                                                             

    Bladder transitional cell carcinoma                                                        1 (  0.0)                       6 (  0.2)                                                                             

    Lung cancer metastatic                                                                     2 (  0.1)                       3 (  0.1)                                                                             

    Prostate cancer                                                                            5 (  0.2)                       0                                                                                     

    Renal cancer                                                                               4 (  0.1)                       1 (  0.0)                                                                             

    Breast cancer female                                                                       3 (  0.1)                       1 (  0.0)                                                                             

    Lung neoplasm malignant                                                                    4 (  0.1)                       0                                                                                     

    Cholangiocarcinoma                                                                         1 (  0.0)                       2 (  0.1)                                                                             

    Hepatocellular carcinoma                                                                   2 (  0.1)                       1 (  0.0)                                                                             

    Pancreatic carcinoma metastatic                                                            0                               3 (  0.1)                                                                             

    Adenocarcinoma pancreas                                                                    1 (  0.0)                       1 (  0.0)                                                                             

    Endometrial adenocarcinoma                                                                 0                               2 (  0.1)                                                                             

    Gastric cancer                                                                             0                               2 (  0.1)                                                                             

    Gastric cancer stage III                                                                   0                               2 (  0.1)                                                                             

    Lung adenocarcinoma                                                                        0                               2 (  0.1)                                                                             

    Oesophageal adenocarcinoma                                                                 1 (  0.0)                       1 (  0.0)                                                                             

    Prostate cancer metastatic                                                                 1 (  0.0)                       1 (  0.0)                                                                             

    Renal neoplasm                                                                             2 (  0.1)                       0                                                                                     

    Squamous cell carcinoma of lung                                                            2 (  0.1)                       0                                                                                     

    Acute myeloid leukaemia                                                                    1 (  0.0)                       0                                                                                     

    Adenocarcinoma of colon                                                                    1 (  0.0)                       0                                                                                     

    Bladder cancer stage II                                                                    1 (  0.0)                       0                                                                                     

    Brain neoplasm malignant                                                                   0                               1 (  0.0)                                                                             

    Cervix carcinoma                                                                           0                               1 (  0.0)                                                                             

    Diffuse large B-cell lymphoma                                                              1 (  0.0)                       0                                                                                     

    Gastrointestinal adenocarcinoma                                                            0                               1 (  0.0)                                                                             

    Gastrointestinal carcinoma                                                                 0                               1 (  0.0)                                                                             

_______________________________________________________________________________________________________________________________________________________________                                                      
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AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Incidences of Adverse Events leading to discontinuation of study drug by SOC, PT                                                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                                                                            Dapa 10 mg                      Placebo                                                                                  

                                                                                            (N=2958)                        (N=2950)                                                                                 

 System Organ Class (SOC)                                                                   _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _                                                          

    Preferred Term (PT)                                                                        n (%)                           n (%)                                                                                 

 __________________________________________________________________________________________________________________________________________________________                                                          

    Glioblastoma                                                                               0                               1 (  0.0)                                                                             

    Glioblastoma multiforme                                                                    1 (  0.0)                       0                                                                                     

    Hepatic cancer                                                                             0                               1 (  0.0)                                                                             

    Hypopharyngeal cancer                                                                      1 (  0.0)                       0                                                                                     

    Intraductal proliferative breast lesion                                                    1 (  0.0)                       0                                                                                     

    Lung squamous cell carcinoma metastatic                                                    0                               1 (  0.0)                                                                             

    Malignant neoplasm of ampulla of Vater                                                     0                               1 (  0.0)                                                                             

    Malignant peritoneal neoplasm                                                              1 (  0.0)                       0                                                                                     

    Metastatic gastric cancer                                                                  1 (  0.0)                       0                                                                                     

    Non-small cell lung cancer                                                                 0                               1 (  0.0)                                                                             

    Non-small cell lung cancer recurrent                                                       1 (  0.0)                       0                                                                                     

    Non-small cell lung cancer stage IV                                                        1 (  0.0)                       0                                                                                     

    Oesophageal carcinoma                                                                      0                               1 (  0.0)                                                                             

    Pancreatic carcinoma                                                                       1 (  0.0)                       0                                                                                     

    Pancreatic neuroendocrine tumour                                                           1 (  0.0)                       0                                                                                     

    Papillary tumour of renal pelvis                                                           1 (  0.0)                       0                                                                                     

    Prostate cancer recurrent                                                                  1 (  0.0)                       0                                                                                     

    Rectal adenocarcinoma                                                                      1 (  0.0)                       0                                                                                     

    Rectal cancer metastatic                                                                   0                               1 (  0.0)                                                                             

    Renal cell carcinoma                                                                       1 (  0.0)                       0                                                                                     

    Small intestine adenocarcinoma                                                             0                               1 (  0.0)                                                                             

    Squamous cell carcinoma of the tongue                                                      0                               1 (  0.0)                                                                             

                                                                                                                                                                                                                     

 Infections and infestations                                                                  58 (  2.0)                      31 (  1.1)                                                                             

    Urinary tract infection                                                                   18 (  0.6)                       8 (  0.3)                                                                             

    Pneumonia                                                                                  4 (  0.1)                       3 (  0.1)                                                                             

    Fungal infection                                                                           4 (  0.1)                       1 (  0.0)                                                                             

    Vulvovaginal candidiasis                                                                   5 (  0.2)                       0                                                                                     

    Vulvovaginal mycotic infection                                                             5 (  0.2)                       0                                                                                     

    Candida infection                                                                          1 (  0.0)                       3 (  0.1)                                                                             

    Pyelonephritis acute                                                                       2 (  0.1)                       2 (  0.1)                                                                             

    Genital candidiasis                                                                        3 (  0.1)                       0                                                                                     

    Urethritis                                                                                 3 (  0.1)                       0                                                                                     

    Cystitis                                                                                   2 (  0.1)                       0                                                                                     

    Genital infection fungal                                                                   1 (  0.0)                       1 (  0.0)                                                                             

    Sepsis                                                                                     1 (  0.0)                       1 (  0.0)                                                                             

    Balanoposthitis infective                                                                  1 (  0.0)                       0                                                                                     

    Cellulitis                                                                                 0                               1 (  0.0)                                                                             

    Cholecystitis infective                                                                    0                               1 (  0.0)                                                                             

    Chronic hepatitis C                                                                        1 (  0.0)                       0                                                                                     

    Endocarditis staphylococcal                                                                0                               1 (  0.0)                                                                             

    Eye infection                                                                              1 (  0.0)                       0                                                                                     

    Gangrene                                                                                   0                               1 (  0.0)                                                                             

    Genital infection                                                                          1 (  0.0)                       0                                                                                     

    Hepatitis E                                                                                0                               1 (  0.0)                                                                             

    Intervertebral discitis                                                                    1 (  0.0)                       0                                                                                     

    Mucormycosis                                                                               0                               1 (  0.0)                                                                             

    Onychomycosis                                                                              0                               1 (  0.0)                                                                             

    Osteomyelitis                                                                              0                               1 (  0.0)                                                                             

    Penile infection                                                                           1 (  0.0)                       0                                                                                     

    Post procedural infection                                                                  1 (  0.0)                       0                                                                                     

    Pulmonary sepsis                                                                           1 (  0.0)                       0                                                                                     

    Pyelonephritis                                                                             0                               1 (  0.0)                                                                             

    Septic shock                                                                               1 (  0.0)                       0                                                                                     

    Urinary tract infection enterococcal                                                       0                               1 (  0.0)                                                                             

    Urinary tract infection fungal                                                             1 (  0.0)                       0                                                                                     

    Urosepsis                                                                                  0                               1 (  0.0)                                                                             

    Wound infection                                                                            0                               1 (  0.0)                                                                             

                                                                                                                                                                                                                     

_______________________________________________________________________________________________________________________________________________________________                                                      

                                                                                                                                                                                                                     

MedDRA version 21.0.                                                                                                                                                                                                 

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Incidences of Adverse Events leading to discontinuation of study drug by SOC, PT                                                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                                                                            Dapa 10 mg                      Placebo                                                                                  

                                                                                            (N=2958)                        (N=2950)                                                                                 

 System Organ Class (SOC)                                                                   _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _                                                          

    Preferred Term (PT)                                                                        n (%)                           n (%)                                                                                 

 __________________________________________________________________________________________________________________________________________________________                                                          

 Cardiac disorders                                                                            22 (  0.7)                      19 (  0.6)                                                                             

    Acute myocardial infarction                                                                5 (  0.2)                       6 (  0.2)                                                                             

    Cardiac failure                                                                            5 (  0.2)                       2 (  0.1)                                                                             

    Cardiac failure congestive                                                                 4 (  0.1)                       2 (  0.1)                                                                             

    Myocardial infarction                                                                      1 (  0.0)                       4 (  0.1)                                                                             

    Angina unstable                                                                            1 (  0.0)                       2 (  0.1)                                                                             

    Coronary artery disease                                                                    2 (  0.1)                       1 (  0.0)                                                                             

    Acute coronary syndrome                                                                    0                               1 (  0.0)                                                                             

    Atrioventricular block complete                                                            1 (  0.0)                       0                                                                                     

    Cardiac arrest                                                                             1 (  0.0)                       0                                                                                     

    Cardiogenic shock                                                                          1 (  0.0)                       0                                                                                     

    Myocardial ischaemia                                                                       1 (  0.0)                       0                                                                                     

    Palpitations                                                                               0                               1 (  0.0)                                                                             

                                                                                                                                                                                                                     

 Nervous system disorders                                                                     20 (  0.7)                      21 (  0.7)                                                                             

    Cerebrovascular accident                                                                   5 (  0.2)                       5 (  0.2)                                                                             

    Dementia                                                                                   1 (  0.0)                       3 (  0.1)                                                                             

    Dizziness                                                                                  4 (  0.1)                       0                                                                                     

    Haemorrhagic stroke                                                                        1 (  0.0)                       3 (  0.1)                                                                             

    Ischaemic stroke                                                                           2 (  0.1)                       2 (  0.1)                                                                             

    Cerebral infarction                                                                        1 (  0.0)                       2 (  0.1)                                                                             

    Brain stem infarction                                                                      2 (  0.1)                       0                                                                                     

    Brain stem stroke                                                                          1 (  0.0)                       0                                                                                     

    Cerebral artery occlusion                                                                  0                               1 (  0.0)                                                                             

    Cerebral haemorrhage                                                                       1 (  0.0)                       0                                                                                     

    Cognitive disorder                                                                         1 (  0.0)                       0                                                                                     

    Dysgeusia                                                                                  1 (  0.0)                       0                                                                                     

    Haemorrhage intracranial                                                                   0                               1 (  0.0)                                                                             

    Lethargy                                                                                   0                               1 (  0.0)                                                                             

    Myoclonus                                                                                  0                               1 (  0.0)                                                                             

    Senile dementia                                                                            0                               1 (  0.0)                                                                             

    Somnolence                                                                                 0                               1 (  0.0)                                                                             

                                                                                                                                                                                                                     

 Investigations                                                                               19 (  0.6)                      13 (  0.4)                                                                             

    Blood creatinine increased                                                                 7 (  0.2)                       2 (  0.1)                                                                             

    Creatinine renal clearance decreased                                                       3 (  0.1)                       3 (  0.1)                                                                             

    Glomerular filtration rate decreased                                                       4 (  0.1)                       0                                                                                     

    Liver function test increased                                                              1 (  0.0)                       2 (  0.1)                                                                             

    Blood alkaline phosphatase increased                                                       0                               1 (  0.0)                                                                             

    Blood creatine increased                                                                   0                               1 (  0.0)                                                                             

    Blood electrolytes decreased                                                               0                               1 (  0.0)                                                                             

    Glomerular filtration rate increased                                                       0                               1 (  0.0)                                                                             

    Haemoglobin increased                                                                      1 (  0.0)                       0                                                                                     

    Hepatic enzyme increased                                                                   0                               1 (  0.0)                                                                             

    Hepatitis C antibody positive                                                              0                               1 (  0.0)                                                                             

    Liver function test abnormal                                                               1 (  0.0)                       0                                                                                     

    Tumour marker increased                                                                    1 (  0.0)                       0                                                                                     

    Urine albumin/creatinine ratio increased                                                   1 (  0.0)                       0                                                                                     

                                                                                                                                                                                                                     

 Metabolism and nutrition disorders                                                           12 (  0.4)                      19 (  0.6)                                                                             

    Hyperglycaemia                                                                             1 (  0.0)                       5 (  0.2)                                                                             

    Hypoglycaemia                                                                              3 (  0.1)                       3 (  0.1)                                                                             

    Type 1 diabetes mellitus                                                                   3 (  0.1)                       2 (  0.1)                                                                             

    Diabetes mellitus                                                                          0                               4 (  0.1)                                                                             

    Diabetes mellitus inadequate control                                                       0                               2 (  0.1)                                                                             

    Latent autoimmune diabetes in adults                                                       0                               2 (  0.1)                                                                             

    Abnormal loss of weight                                                                    0                               1 (  0.0)                                                                             

    Diabetic ketoacidosis                                                                      1 (  0.0)                       0                                                                                     

    Diabetic metabolic decompensation                                                          1 (  0.0)                       0                                                                                     
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AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Incidences of Adverse Events leading to discontinuation of study drug by SOC, PT                                                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                                                                            Dapa 10 mg                      Placebo                                                                                  

                                                                                            (N=2958)                        (N=2950)                                                                                 

 System Organ Class (SOC)                                                                   _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _                                                          

    Preferred Term (PT)                                                                        n (%)                           n (%)                                                                                 

 __________________________________________________________________________________________________________________________________________________________                                                          

    Hyperkalaemia                                                                              1 (  0.0)                       0                                                                                     

    Hypokalaemia                                                                               1 (  0.0)                       0                                                                                     

    Polydipsia                                                                                 1 (  0.0)                       0                                                                                     

                                                                                                                                                                                                                     

 Gastrointestinal disorders                                                                    9 (  0.3)                      15 (  0.5)                                                                             

    Diarrhoea                                                                                  4 (  0.1)                       8 (  0.3)                                                                             

    Constipation                                                                               1 (  0.0)                       2 (  0.1)                                                                             

    Nausea                                                                                     1 (  0.0)                       2 (  0.1)                                                                             

    Abdominal pain                                                                             0                               1 (  0.0)                                                                             

    Abdominal pain upper                                                                       0                               1 (  0.0)                                                                             

    Dyspepsia                                                                                  1 (  0.0)                       0                                                                                     

    Gastrointestinal disorder                                                                  1 (  0.0)                       0                                                                                     

    Lower gastrointestinal haemorrhage                                                         0                               1 (  0.0)                                                                             

    Stomatitis                                                                                 1 (  0.0)                       0                                                                                     

                                                                                                                                                                                                                     

 Skin and subcutaneous tissue disorders                                                       11 (  0.4)                       9 (  0.3)                                                                             

    Dermatitis allergic                                                                        2 (  0.1)                       2 (  0.1)                                                                             

    Pruritus generalised                                                                       1 (  0.0)                       2 (  0.1)                                                                             

    Rash                                                                                       1 (  0.0)                       2 (  0.1)                                                                             

    Pruritus                                                                                   1 (  0.0)                       1 (  0.0)                                                                             

    Urticaria                                                                                  2 (  0.1)                       0                                                                                     

    Lichen sclerosus                                                                           1 (  0.0)                       0                                                                                     

    Psoriasis                                                                                  0                               1 (  0.0)                                                                             

    Rash generalised                                                                           0                               1 (  0.0)                                                                             

    Rash pruritic                                                                              1 (  0.0)                       0                                                                                     

    Seborrhoeic dermatitis                                                                     1 (  0.0)                       0                                                                                     

    Skin odour abnormal                                                                        1 (  0.0)                       0                                                                                     

                                                                                                                                                                                                                     

 Reproductive system and breast disorders                                                     13 (  0.4)                       2 (  0.1)                                                                             

    Balanoposthitis                                                                            7 (  0.2)                       2 (  0.1)                                                                             

    Pruritus genital                                                                           3 (  0.1)                       0                                                                                     

    Vulvovaginal pruritus                                                                      3 (  0.1)                       0                                                                                     

                                                                                                                                                                                                                     

 Musculoskeletal and connective tissue disorders                                               5 (  0.2)                       8 (  0.3)                                                                             

    Myalgia                                                                                    0                               3 (  0.1)                                                                             

    Back pain                                                                                  2 (  0.1)                       0                                                                                     

    Rheumatoid arthritis                                                                       0                               2 (  0.1)                                                                             

    Intervertebral disc degeneration                                                           0                               1 (  0.0)                                                                             

    Muscle spasms                                                                              1 (  0.0)                       0                                                                                     

    Musculoskeletal pain                                                                       1 (  0.0)                       0                                                                                     

    Pain in extremity                                                                          0                               1 (  0.0)                                                                             

    Rhabdomyolysis                                                                             0                               1 (  0.0)                                                                             

    Spinal column stenosis                                                                     1 (  0.0)                       0                                                                                     

                                                                                                                                                                                                                     

 Respiratory, thoracic and mediastinal disorders                                               3 (  0.1)                       9 (  0.3)                                                                             

    Respiratory failure                                                                        0                               3 (  0.1)                                                                             

    Acute respiratory distress syndrome                                                        2 (  0.1)                       0                                                                                     

    Dyspnoea                                                                                   0                               2 (  0.1)                                                                             

    Acute respiratory failure                                                                  1 (  0.0)                       0                                                                                     

    Chronic obstructive pulmonary disease                                                      0                               1 (  0.0)                                                                             

    Lung infiltration                                                                          0                               1 (  0.0)                                                                             

    Pneumonia aspiration                                                                       0                               1 (  0.0)                                                                             

    Pulmonary embolism                                                                         0                               1 (  0.0)                                                                             

                                                                                                                                                                                                                     

 General disorders and administration site conditions                                          5 (  0.2)                       6 (  0.2)                                                                             

    Asthenia                                                                                   2 (  0.1)                       1 (  0.0)                                                                             

    Fatigue                                                                                    1 (  0.0)                       2 (  0.1)                                                                             

    Peripheral swelling                                                                        1 (  0.0)                       1 (  0.0)                                                                             

    Non-cardiac chest pain                                                                     1 (  0.0)                       0                                                                                     
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AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Incidences of Adverse Events leading to discontinuation of study drug by SOC, PT                                                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                                                                            Dapa 10 mg                      Placebo                                                                                  

                                                                                            (N=2958)                        (N=2950)                                                                                 

 System Organ Class (SOC)                                                                   _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _                                                          

    Preferred Term (PT)                                                                        n (%)                           n (%)                                                                                 

 __________________________________________________________________________________________________________________________________________________________                                                          

    Pyrexia                                                                                    0                               1 (  0.0)                                                                             

    Swelling                                                                                   0                               1 (  0.0)                                                                             

                                                                                                                                                                                                                     

 Hepatobiliary disorders                                                                       0                               8 (  0.3)                                                                             

    Cholecystitis acute                                                                        0                               2 (  0.1)                                                                             

    Hepatic cirrhosis                                                                          0                               2 (  0.1)                                                                             

    Autoimmune hepatitis                                                                       0                               1 (  0.0)                                                                             

    Bile duct obstruction                                                                      0                               1 (  0.0)                                                                             

    Hepatic mass                                                                               0                               1 (  0.0)                                                                             

    Hepatic steatosis                                                                          0                               1 (  0.0)                                                                             

                                                                                                                                                                                                                     

 Vascular disorders                                                                            7 (  0.2)                       1 (  0.0)                                                                             

    Hypotension                                                                                4 (  0.1)                       1 (  0.0)                                                                             

    Aortic arteriosclerosis                                                                    1 (  0.0)                       0                                                                                     

    Aortic stenosis                                                                            1 (  0.0)                       0                                                                                     

    Hypertension                                                                               1 (  0.0)                       0                                                                                     

                                                                                                                                                                                                                     

 Blood and lymphatic system disorders                                                          2 (  0.1)                       2 (  0.1)                                                                             

    Anaemia                                                                                    0                               2 (  0.1)                                                                             

    Disseminated intravascular coagulation                                                     1 (  0.0)                       0                                                                                     

    Immune thrombocytopenic purpura                                                            1 (  0.0)                       0                                                                                     

                                                                                                                                                                                                                     

 Injury, poisoning and procedural complications                                                0                               2 (  0.1)                                                                             

    Multiple injuries                                                                          0                               2 (  0.1)                                                                             

                                                                                                                                                                                                                     

 Eye disorders                                                                                 0                               1 (  0.0)                                                                             

    Eyelid oedema                                                                              0                               1 (  0.0)                                                                             

                                                                                                                                                                                                                     

 Immune system disorders                                                                       1 (  0.0)                       0                                                                                     

    Drug hypersensitivity                                                                      1 (  0.0)                       0                                                                                     

                                                                                                                                                                                                                     

 Psychiatric disorders                                                                         0                               1 (  0.0)                                                                             

    Confusional state                                                                          0                               1 (  0.0)                                                                             

                                                                                                                                                                                                                     

 Surgical and medical procedures                                                               0                               1 (  0.0)                                                                             

    Dialysis                                                                                   0                               1 (  0.0)                                                                             
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Event                                                                                                                                                                

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                             2023/2958 ( 68.4)      2032/2950 ( 68.9)       0.99 ( 0.96, 1.03)    0.98 ( 0.88, 1.09)    -0.00 ( -0.03,  0.02)       0.6845                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.6433                                  

    <=65 years                       1095/1690 ( 64.8)      1091/1660 ( 65.7)       0.99 ( 0.94, 1.04)    0.96 ( 0.83, 1.11)    -0.01 ( -0.04,  0.02)       0.5720                                                   

    >65 years                         928/1268 ( 73.2)       941/1290 ( 72.9)       1.00 ( 0.96, 1.05)    1.01 ( 0.85, 1.21)     0.00 ( -0.03,  0.04)       0.8910                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.5348                                  

    male                             1394/2026 ( 68.8)      1376/1970 ( 69.8)       0.99 ( 0.95, 1.03)    0.95 ( 0.83, 1.09)    -0.01 ( -0.04,  0.02)       0.4752                                                   

    female                            629/ 932 ( 67.5)       656/ 980 ( 66.9)       1.01 ( 0.95, 1.07)    1.03 ( 0.85, 1.24)     0.01 ( -0.04,  0.05)       0.7978                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.0462                                  

    White                            1643/2305 ( 71.3)      1603/2263 ( 70.8)       1.01 ( 0.97, 1.04)    1.02 ( 0.90, 1.16)     0.00 ( -0.02,  0.03)       0.7404                                                   

    Black Or African American          73/ 103 ( 70.9)       100/ 116 ( 86.2)       0.82 ( 0.71, 0.95)    0.39 ( 0.20, 0.77)    -0.15 ( -0.27, -0.04)       0.0055                                                   

    Asian                             238/ 440 ( 54.1)       256/ 458 ( 55.9)       0.97 ( 0.86, 1.09)    0.93 ( 0.71, 1.21)    -0.02 ( -0.08,  0.05)       0.5871                                                   

    Other                              69/ 110 ( 62.7)        73/ 113 ( 64.6)       0.97 ( 0.80, 1.18)    0.92 ( 0.53, 1.59)    -0.02 ( -0.15,  0.11)       0.7716                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.6658                                  

    North America                     771/ 997 ( 77.3)       777/ 998 ( 77.9)       0.99 ( 0.95, 1.04)    0.97 ( 0.79, 1.20)    -0.01 ( -0.04,  0.03)       0.7791                                                   

    Latin America                     181/ 361 ( 50.1)       176/ 322 ( 54.7)       0.92 ( 0.79, 1.06)    0.83 ( 0.62, 1.13)    -0.05 ( -0.12,  0.03)       0.2381                                                   

    Asia/Pacific                      245/ 404 ( 60.6)       253/ 422 ( 60.0)       1.01 ( 0.91, 1.13)    1.03 ( 0.78, 1.36)     0.01 ( -0.06,  0.07)       0.8393                                                   

    Europe                            826/1196 ( 69.1)       826/1208 ( 68.4)       1.01 ( 0.96, 1.07)    1.03 ( 0.87, 1.23)     0.01 ( -0.03,  0.04)       0.7168                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.9648                                  

    <45 mL/min/1.73m^2                 75/  92 ( 81.5)        78/  95 ( 82.1)       0.99 ( 0.87, 1.14)    0.96 ( 0.46, 2.02)    -0.01 ( -0.12,  0.11)       0.9178                                                   

    >=45 mL/min/1.73m^2              1947/2865 ( 68.0)      1954/2855 ( 68.4)       0.99 ( 0.96, 1.03)    0.98 ( 0.87, 1.09)    -0.00 ( -0.03,  0.02)       0.6948                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.2547                                  

    <60 mL/min/1.73m^2                475/ 604 ( 78.6)       503/ 658 ( 76.4)       1.03 ( 0.97, 1.09)    1.13 ( 0.87, 1.48)     0.02 ( -0.03,  0.07)       0.3503                                                   

    >=60 mL/min/1.73m^2              1547/2353 ( 65.7)      1529/2292 ( 66.7)       0.99 ( 0.95, 1.03)    0.96 ( 0.85, 1.08)    -0.01 ( -0.04,  0.02)       0.4872                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.9365                                  

    <30 mL/min/1.73m^2                  9/  13 ( 69.2)         5/   7 ( 71.4)       0.97 ( 0.54, 1.75)    0.90 ( 0.12, 6.78)    -0.02 ( -0.44,  0.40)       1.0000                                                   

    >=30 mL/min/1.73m^2              2013/2944 ( 68.4)      2027/2943 ( 68.9)       0.99 ( 0.96, 1.03)    0.98 ( 0.88, 1.09)    -0.00 ( -0.03,  0.02)       0.6800                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.0017                                  

    <30 mg/g                          259/ 333 ( 77.8)       258/ 352 ( 73.3)       1.06 ( 0.97, 1.16)    1.28 ( 0.90, 1.81)     0.04 ( -0.02,  0.11)       0.1732                                                   

    >=30 - <=300 mg/g                1337/2016 ( 66.3)      1317/2011 ( 65.5)       1.01 ( 0.97, 1.06)    1.04 ( 0.91, 1.18)     0.01 ( -0.02,  0.04)       0.5787                                                   

    >300 mg/g                         413/ 592 ( 69.8)       449/ 574 ( 78.2)       0.89 ( 0.83, 0.95)    0.64 ( 0.49, 0.84)    -0.08 ( -0.14, -0.03)       0.0010                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.4851                                  

    <130 mmHg                         615/ 907 ( 67.8)       633/ 910 ( 69.6)       0.97 ( 0.92, 1.04)    0.92 ( 0.76, 1.12)    -0.02 ( -0.06,  0.03)       0.4202                                                   

    >=130 mmHg                       1408/2051 ( 68.6)      1399/2040 ( 68.6)       1.00 ( 0.96, 1.04)    1.00 ( 0.88, 1.14)     0.00 ( -0.03,  0.03)       0.9610                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.8446                                  

    no                               1751/2604 ( 67.2)      1747/2578 ( 67.8)       0.99 ( 0.96, 1.03)    0.98 ( 0.87, 1.10)    -0.01 ( -0.03,  0.02)       0.6878                                                   

    yes                               272/ 354 ( 76.8)       285/ 372 ( 76.6)       1.00 ( 0.93, 1.09)    1.01 ( 0.72, 1.43)     0.00 ( -0.06,  0.07)       0.9433                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Event                                                                                                                                                        

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                             1327/2958 ( 44.9)      1386/2950 ( 47.0)       0.95 ( 0.90, 1.01)    0.92 ( 0.83, 1.02)    -0.02 ( -0.05,  0.00)       0.1018                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.9885                                  

    <=65 years                        696/1690 ( 41.2)       717/1660 ( 43.2)       0.95 ( 0.88, 1.03)    0.92 ( 0.80, 1.06)    -0.02 ( -0.05,  0.01)       0.2391                                                   

    >65 years                         631/1268 ( 49.8)       669/1290 ( 51.9)       0.96 ( 0.89, 1.04)    0.92 ( 0.79, 1.07)    -0.02 ( -0.06,  0.02)       0.2889                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.7441                                  

    male                              945/2026 ( 46.6)       957/1970 ( 48.6)       0.96 ( 0.90, 1.02)    0.93 ( 0.82, 1.05)    -0.02 ( -0.05,  0.01)       0.2208                                                   

    female                            382/ 932 ( 41.0)       429/ 980 ( 43.8)       0.94 ( 0.84, 1.04)    0.89 ( 0.74, 1.07)    -0.03 ( -0.07,  0.02)       0.2176                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.0640                                  

    White                            1092/2305 ( 47.4)      1105/2263 ( 48.8)       0.97 ( 0.91, 1.03)    0.94 ( 0.84, 1.06)    -0.01 ( -0.04,  0.01)       0.3256                                                   

    Black Or African American          38/ 103 ( 36.9)        66/ 116 ( 56.9)       0.65 ( 0.48, 0.87)    0.44 ( 0.26, 0.76)    -0.20 ( -0.33, -0.06)       0.0032                                                   

    Asian                             154/ 440 ( 35.0)       167/ 458 ( 36.5)       0.96 ( 0.81, 1.14)    0.94 ( 0.71, 1.23)    -0.01 ( -0.08,  0.05)       0.6477                                                   

    Other                              43/ 110 ( 39.1)        48/ 113 ( 42.5)       0.92 ( 0.67, 1.26)    0.87 ( 0.51, 1.48)    -0.03 ( -0.17,  0.10)       0.6077                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.4136                                  

    North America                     518/ 997 ( 52.0)       533/ 998 ( 53.4)       0.97 ( 0.90, 1.06)    0.94 ( 0.79, 1.12)    -0.01 ( -0.06,  0.03)       0.5164                                                   

    Latin America                      91/ 361 ( 25.2)        98/ 322 ( 30.4)       0.83 ( 0.65, 1.06)    0.77 ( 0.55, 1.08)    -0.05 ( -0.12,  0.02)       0.1277                                                   

    Asia/Pacific                      174/ 404 ( 43.1)       172/ 422 ( 40.8)       1.06 ( 0.90, 1.24)    1.10 ( 0.83, 1.45)     0.02 ( -0.05,  0.09)       0.5012                                                   

    Europe                            544/1196 ( 45.5)       583/1208 ( 48.3)       0.94 ( 0.87, 1.03)    0.89 ( 0.76, 1.05)    -0.03 ( -0.07,  0.01)       0.1726                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.9161                                  

    <45 mL/min/1.73m^2                 53/  92 ( 57.6)        56/  95 ( 58.9)       0.98 ( 0.77, 1.25)    0.95 ( 0.53, 1.69)    -0.01 ( -0.16,  0.13)       0.8531                                                   

    >=45 mL/min/1.73m^2              1273/2865 ( 44.4)      1330/2855 ( 46.6)       0.95 ( 0.90, 1.01)    0.92 ( 0.83, 1.02)    -0.02 ( -0.05,  0.00)       0.1022                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.6893                                  

    <60 mL/min/1.73m^2                319/ 604 ( 52.8)       354/ 658 ( 53.8)       0.98 ( 0.89, 1.09)    0.96 ( 0.77, 1.20)    -0.01 ( -0.07,  0.05)       0.7262                                                   

    >=60 mL/min/1.73m^2              1007/2353 ( 42.8)      1032/2292 ( 45.0)       0.95 ( 0.89, 1.01)    0.91 ( 0.81, 1.03)    -0.02 ( -0.05,  0.01)       0.1258                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.9192                                  

    <30 mL/min/1.73m^2                  5/  13 ( 38.5)         3/   7 ( 42.9)       0.90 ( 0.30, 2.69)    0.83 ( 0.13, 5.40)    -0.04 ( -0.50,  0.41)       1.0000                                                   

    >=30 mL/min/1.73m^2              1321/2944 ( 44.9)      1383/2943 ( 47.0)       0.95 ( 0.90, 1.01)    0.92 ( 0.83, 1.02)    -0.02 ( -0.05,  0.00)       0.1024                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.0333                                  

    <30 mg/g                          174/ 333 ( 52.3)       166/ 352 ( 47.2)       1.11 ( 0.95, 1.29)    1.23 ( 0.91, 1.66)     0.05 ( -0.03,  0.13)       0.1830                                                   

    >=30 - <=300 mg/g                 857/2016 ( 42.5)       898/2011 ( 44.7)       0.95 ( 0.89, 1.02)    0.92 ( 0.81, 1.04)    -0.02 ( -0.05,  0.01)       0.1701                                                   

    >300 mg/g                         282/ 592 ( 47.6)       316/ 574 ( 55.1)       0.87 ( 0.77, 0.97)    0.74 ( 0.59, 0.94)    -0.07 ( -0.13, -0.02)       0.0113                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.7206                                  

    <130 mmHg                         407/ 907 ( 44.9)       434/ 910 ( 47.7)       0.94 ( 0.85, 1.04)    0.89 ( 0.74, 1.07)    -0.03 ( -0.07,  0.02)       0.2283                                                   

    >=130 mmHg                        920/2051 ( 44.9)       952/2040 ( 46.7)       0.96 ( 0.90, 1.03)    0.93 ( 0.82, 1.05)    -0.02 ( -0.05,  0.01)       0.2452                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.6902                                  

    no                               1116/2604 ( 42.9)      1152/2578 ( 44.7)       0.96 ( 0.90, 1.02)    0.93 ( 0.83, 1.04)    -0.02 ( -0.05,  0.01)       0.1846                                                   

    yes                               211/ 354 ( 59.6)       234/ 372 ( 62.9)       0.95 ( 0.84, 1.06)    0.87 ( 0.65, 1.17)    -0.03 ( -0.11,  0.04)       0.3620                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events                                                                                                                                                        

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              816/2958 ( 27.6)       874/2950 ( 29.6)       0.93 ( 0.86, 1.01)    0.90 ( 0.81, 1.01)    -0.02 ( -0.04,  0.00)       0.0827                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.8524                                  

    <=65 years                        413/1690 ( 24.4)       433/1660 ( 26.1)       0.94 ( 0.83, 1.05)    0.92 ( 0.78, 1.07)    -0.02 ( -0.05,  0.01)       0.2729                                                   

    >65 years                         403/1268 ( 31.8)       441/1290 ( 34.2)       0.93 ( 0.83, 1.04)    0.90 ( 0.76, 1.06)    -0.02 ( -0.06,  0.01)       0.1962                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.9307                                  

    male                              582/2026 ( 28.7)       607/1970 ( 30.8)       0.93 ( 0.85, 1.03)    0.91 ( 0.79, 1.04)    -0.02 ( -0.05,  0.01)       0.1494                                                   

    female                            234/ 932 ( 25.1)       267/ 980 ( 27.2)       0.92 ( 0.79, 1.07)    0.90 ( 0.73, 1.10)    -0.02 ( -0.06,  0.02)       0.2882                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.1425                                  

    White                             677/2305 ( 29.4)       694/2263 ( 30.7)       0.96 ( 0.88, 1.05)    0.94 ( 0.83, 1.07)    -0.01 ( -0.04,  0.01)       0.3392                                                   

    Black Or African American          29/ 103 ( 28.2)        52/ 116 ( 44.8)       0.63 ( 0.43, 0.91)    0.48 ( 0.27, 0.85)    -0.17 ( -0.29, -0.03)       0.0109                                                   

    Asian                              78/ 440 ( 17.7)        94/ 458 ( 20.5)       0.86 ( 0.66, 1.13)    0.83 ( 0.60, 1.16)    -0.03 ( -0.08,  0.03)       0.2873                                                   

    Other                              32/ 110 ( 29.1)        34/ 113 ( 30.1)       0.97 ( 0.64, 1.45)    0.95 ( 0.54, 1.69)    -0.01 ( -0.13,  0.12)       0.8707                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5435                                  

    North America                     380/ 997 ( 38.1)       400/ 998 ( 40.1)       0.95 ( 0.85, 1.06)    0.92 ( 0.77, 1.10)    -0.02 ( -0.06,  0.02)       0.3684                                                   

    Latin America                      58/ 361 ( 16.1)        70/ 322 ( 21.7)       0.74 ( 0.54, 1.01)    0.69 ( 0.47, 1.01)    -0.06 ( -0.12,  0.00)       0.0581                                                   

    Asia/Pacific                       79/ 404 ( 19.6)        88/ 422 ( 20.9)       0.94 ( 0.71, 1.23)    0.92 ( 0.66, 1.30)    -0.01 ( -0.07,  0.04)       0.6425                                                   

    Europe                            299/1196 ( 25.0)       316/1208 ( 26.2)       0.96 ( 0.83, 1.10)    0.94 ( 0.78, 1.13)    -0.01 ( -0.05,  0.02)       0.5150                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.8209                                  

    <45 mL/min/1.73m^2                 37/  92 ( 40.2)        39/  95 ( 41.1)       0.98 ( 0.69, 1.39)    0.97 ( 0.54, 1.73)    -0.01 ( -0.15,  0.14)       0.9077                                                   

    >=45 mL/min/1.73m^2               778/2865 ( 27.2)       835/2855 ( 29.2)       0.93 ( 0.85, 1.01)    0.90 ( 0.80, 1.01)    -0.02 ( -0.04,  0.00)       0.0788                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.8424                                  

    <60 mL/min/1.73m^2                212/ 604 ( 35.1)       242/ 658 ( 36.8)       0.95 ( 0.82, 1.11)    0.93 ( 0.74, 1.17)    -0.02 ( -0.07,  0.04)       0.5349                                                   

    >=60 mL/min/1.73m^2               603/2353 ( 25.6)       632/2292 ( 27.6)       0.93 ( 0.84, 1.02)    0.91 ( 0.79, 1.03)    -0.02 ( -0.05,  0.01)       0.1332                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.3677                                  

    <30 mL/min/1.73m^2                  4/  13 ( 30.8)         1/   7 ( 14.3)       2.15 ( 0.29,15.75)    2.67 ( 0.24,30.07)     0.16 ( -0.20,  0.53)       0.6126                                                   

    >=30 mL/min/1.73m^2               811/2944 ( 27.5)       873/2943 ( 29.7)       0.93 ( 0.86, 1.01)    0.90 ( 0.81, 1.01)    -0.02 ( -0.04,  0.00)       0.0725                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.3119                                  

    <30 mg/g                          110/ 333 ( 33.0)       107/ 352 ( 30.4)       1.09 ( 0.87, 1.35)    1.13 ( 0.82, 1.56)     0.03 ( -0.05,  0.10)       0.4590                                                   

    >=30 - <=300 mg/g                 514/2016 ( 25.5)       562/2011 ( 27.9)       0.91 ( 0.82, 1.01)    0.88 ( 0.77, 1.01)    -0.02 ( -0.05,  0.00)       0.0790                                                   

    >300 mg/g                         184/ 592 ( 31.1)       201/ 574 ( 35.0)       0.89 ( 0.75, 1.05)    0.84 ( 0.66, 1.07)    -0.04 ( -0.09,  0.02)       0.1532                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.8681                                  

    <130 mmHg                         270/ 907 ( 29.8)       293/ 910 ( 32.2)       0.92 ( 0.81, 1.06)    0.89 ( 0.73, 1.09)    -0.02 ( -0.07,  0.02)       0.2630                                                   

    >=130 mmHg                        546/2051 ( 26.6)       581/2040 ( 28.5)       0.93 ( 0.85, 1.03)    0.91 ( 0.79, 1.05)    -0.02 ( -0.05,  0.01)       0.1833                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.8114                                  

    no                                673/2604 ( 25.8)       712/2578 ( 27.6)       0.94 ( 0.86, 1.02)    0.91 ( 0.81, 1.03)    -0.02 ( -0.04,  0.01)       0.1492                                                   

    yes                               143/ 354 ( 40.4)       162/ 372 ( 43.5)       0.93 ( 0.78, 1.10)    0.88 ( 0.65, 1.18)    -0.03 ( -0.10,  0.04)       0.3899                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events                                                                                                                                                    

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                             1829/2958 ( 61.8)      1816/2950 ( 61.6)       1.00 ( 0.96, 1.05)    1.01 ( 0.91, 1.12)     0.00 ( -0.02,  0.03)       0.8291                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3452                                  

    <=65 years                        988/1690 ( 58.5)       982/1660 ( 59.2)       0.99 ( 0.93, 1.05)    0.97 ( 0.85, 1.12)    -0.01 ( -0.04,  0.03)       0.6828                                                   

    >65 years                         841/1268 ( 66.3)       834/1290 ( 64.7)       1.03 ( 0.97, 1.09)    1.08 ( 0.91, 1.27)     0.02 ( -0.02,  0.05)       0.3734                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.2415                                  

    male                             1259/2026 ( 62.1)      1240/1970 ( 62.9)       0.99 ( 0.94, 1.04)    0.97 ( 0.85, 1.10)    -0.01 ( -0.04,  0.02)       0.6006                                                   

    female                            570/ 932 ( 61.2)       576/ 980 ( 58.8)       1.04 ( 0.97, 1.12)    1.10 ( 0.92, 1.33)     0.02 ( -0.02,  0.07)       0.2879                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.6566                                  

    White                            1494/2305 ( 64.8)      1448/2263 ( 64.0)       1.01 ( 0.97, 1.06)    1.04 ( 0.92, 1.17)     0.01 ( -0.02,  0.04)       0.5582                                                   

    Black Or African American          65/ 103 ( 63.1)        81/ 116 ( 69.8)       0.90 ( 0.75, 1.09)    0.74 ( 0.42, 1.30)    -0.07 ( -0.20,  0.06)       0.2934                                                   

    Asian                             210/ 440 ( 47.7)       225/ 458 ( 49.1)       0.97 ( 0.85, 1.11)    0.95 ( 0.73, 1.23)    -0.01 ( -0.08,  0.05)       0.6750                                                   

    Other                              60/ 110 ( 54.5)        62/ 113 ( 54.9)       0.99 ( 0.78, 1.26)    0.99 ( 0.58, 1.67)    -0.00 ( -0.14,  0.13)       0.9616                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.8238                                  

    North America                     711/ 997 ( 71.3)       704/ 998 ( 70.5)       1.01 ( 0.96, 1.07)    1.04 ( 0.86, 1.26)     0.01 ( -0.03,  0.05)       0.7039                                                   

    Latin America                     150/ 361 ( 41.6)       143/ 322 ( 44.4)       0.94 ( 0.79, 1.11)    0.89 ( 0.66, 1.21)    -0.03 ( -0.10,  0.05)       0.4515                                                   

    Asia/Pacific                      225/ 404 ( 55.7)       231/ 422 ( 54.7)       1.02 ( 0.90, 1.15)    1.04 ( 0.79, 1.37)     0.01 ( -0.06,  0.08)       0.7830                                                   

    Europe                            743/1196 ( 62.1)       738/1208 ( 61.1)       1.02 ( 0.95, 1.08)    1.04 ( 0.89, 1.23)     0.01 ( -0.03,  0.05)       0.6033                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.8651                                  

    <45 mL/min/1.73m^2                 67/  92 ( 72.8)        70/  95 ( 73.7)       0.99 ( 0.83, 1.18)    0.96 ( 0.50, 1.83)    -0.01 ( -0.14,  0.12)       0.8948                                                   

    >=45 mL/min/1.73m^2              1761/2865 ( 61.5)      1746/2855 ( 61.2)       1.01 ( 0.96, 1.05)    1.01 ( 0.91, 1.13)     0.00 ( -0.02,  0.03)       0.8097                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.2112                                  

    <60 mL/min/1.73m^2                434/ 604 ( 71.9)       451/ 658 ( 68.5)       1.05 ( 0.98, 1.13)    1.17 ( 0.92, 1.49)     0.03 ( -0.02,  0.08)       0.1991                                                   

    >=60 mL/min/1.73m^2              1394/2353 ( 59.2)      1365/2292 ( 59.6)       0.99 ( 0.95, 1.04)    0.99 ( 0.88, 1.11)    -0.00 ( -0.03,  0.03)       0.8289                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.4365                                  

    <30 mL/min/1.73m^2                  7/  13 ( 53.8)         5/   7 ( 71.4)       0.75 ( 0.38, 1.50)    0.47 ( 0.07, 3.34)    -0.18 ( -0.61,  0.25)       0.6424                                                   

    >=30 mL/min/1.73m^2              1821/2944 ( 61.9)      1811/2943 ( 61.5)       1.01 ( 0.97, 1.05)    1.01 ( 0.91, 1.13)     0.00 ( -0.02,  0.03)       0.8014                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.0463                                  

    <30 mg/g                          235/ 333 ( 70.6)       232/ 352 ( 65.9)       1.07 ( 0.97, 1.19)    1.24 ( 0.90, 1.71)     0.05 ( -0.03,  0.12)       0.1908                                                   

    >=30 - <=300 mg/g                1202/2016 ( 59.6)      1177/2011 ( 58.5)       1.02 ( 0.97, 1.07)    1.05 ( 0.92, 1.19)     0.01 ( -0.02,  0.04)       0.4799                                                   

    >300 mg/g                         379/ 592 ( 64.0)       399/ 574 ( 69.5)       0.92 ( 0.85, 1.00)    0.78 ( 0.61, 1.00)    -0.05 ( -0.11,  0.00)       0.0467                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.9238                                  

    <130 mmHg                         553/ 907 ( 61.0)       554/ 910 ( 60.9)       1.00 ( 0.93, 1.08)    1.00 ( 0.83, 1.21)     0.00 ( -0.04,  0.05)       0.9683                                                   

    >=130 mmHg                       1276/2051 ( 62.2)      1262/2040 ( 61.9)       1.01 ( 0.96, 1.06)    1.02 ( 0.89, 1.15)     0.00 ( -0.03,  0.03)       0.8172                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.7395                                  

    no                               1590/2604 ( 61.1)      1570/2578 ( 60.9)       1.00 ( 0.96, 1.05)    1.01 ( 0.90, 1.13)     0.00 ( -0.03,  0.03)       0.9060                                                   

    yes                               239/ 354 ( 67.5)       246/ 372 ( 66.1)       1.02 ( 0.92, 1.13)    1.06 ( 0.78, 1.45)     0.01 ( -0.06,  0.08)       0.6922                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events leading to discontinuation of study drug                                                                                                                      

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              293/2958 (  9.9)       273/2950 (  9.3)       1.07 ( 0.92, 1.25)    1.08 ( 0.91, 1.28)     0.01 ( -0.01,  0.02)       0.3953                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.1232                                  

    <=65 years                        117/1690 (  6.9)       123/1660 (  7.4)       0.93 ( 0.73, 1.19)    0.93 ( 0.71, 1.21)    -0.00 ( -0.02,  0.01)       0.5851                                                   

    >65 years                         176/1268 ( 13.9)       150/1290 ( 11.6)       1.19 ( 0.97, 1.46)    1.22 ( 0.97, 1.55)     0.02 ( -0.00,  0.05)       0.0877                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.3483                                  

    male                              188/2026 (  9.3)       180/1970 (  9.1)       1.02 ( 0.84, 1.23)    1.02 ( 0.82, 1.26)     0.00 ( -0.02,  0.02)       0.8764                                                   

    female                            105/ 932 ( 11.3)        93/ 980 (  9.5)       1.19 ( 0.91, 1.55)    1.21 ( 0.90, 1.63)     0.02 ( -0.01,  0.05)       0.2027                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.3691                                  

    White                             242/2305 ( 10.5)       227/2263 ( 10.0)       1.05 ( 0.88, 1.24)    1.05 ( 0.87, 1.27)     0.00 ( -0.01,  0.02)       0.6024                                                   

    Black Or African American          10/ 103 (  9.7)        14/ 116 ( 12.1)       0.80 ( 0.37, 1.73)    0.78 ( 0.33, 1.85)    -0.02 ( -0.11,  0.07)       0.5777                                                   

    Asian                              31/ 440 (  7.0)        28/ 458 (  6.1)       1.15 ( 0.70, 1.89)    1.16 ( 0.69, 1.97)     0.01 ( -0.03,  0.04)       0.5733                                                   

    Other                              10/ 110 (  9.1)         4/ 113 (  3.5)       2.57 ( 0.83, 7.95)    2.73 ( 0.83, 8.97)     0.06 ( -0.02,  0.13)       0.0882                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5843                                  

    North America                     142/ 997 ( 14.2)       130/ 998 ( 13.0)       1.09 ( 0.88, 1.36)    1.11 ( 0.86, 1.43)     0.01 ( -0.02,  0.04)       0.4286                                                   

    Latin America                       8/ 361 (  2.2)        12/ 322 (  3.7)       0.59 ( 0.25, 1.44)    0.59 ( 0.24, 1.45)    -0.02 ( -0.05,  0.01)       0.2428                                                   

    Asia/Pacific                       36/ 404 (  8.9)        33/ 422 (  7.8)       1.14 ( 0.72, 1.79)    1.15 ( 0.70, 1.89)     0.01 ( -0.03,  0.05)       0.5713                                                   

    Europe                            107/1196 (  8.9)        98/1208 (  8.1)       1.10 ( 0.85, 1.43)    1.11 ( 0.84, 1.48)     0.01 ( -0.01,  0.03)       0.4643                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.3596                                  

    <45 mL/min/1.73m^2                 13/  92 ( 14.1)        17/  95 ( 17.9)       0.79 ( 0.41, 1.53)    0.76 ( 0.34, 1.66)    -0.04 ( -0.15,  0.08)       0.4843                                                   

    >=45 mL/min/1.73m^2               280/2865 (  9.8)       256/2855 (  9.0)       1.09 ( 0.93, 1.28)    1.10 ( 0.92, 1.31)     0.01 ( -0.01,  0.02)       0.2954                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.1553                                  

    <60 mL/min/1.73m^2                 99/ 604 ( 16.4)        85/ 658 ( 12.9)       1.27 ( 0.97, 1.66)    1.32 ( 0.97, 1.81)     0.03 ( -0.01,  0.08)       0.0809                                                   

    >=60 mL/min/1.73m^2               194/2353 (  8.2)       188/2292 (  8.2)       1.01 ( 0.83, 1.22)    1.01 ( 0.82, 1.24)     0.00 ( -0.02,  0.02)       0.9581                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.6014                                  

    <30 mL/min/1.73m^2                  1/  13 (  7.7)         1/   7 ( 14.3)       0.54 ( 0.04, 7.36)    0.50 ( 0.03, 9.46)    -0.07 ( -0.36,  0.23)       1.0000                                                   

    >=30 mL/min/1.73m^2               292/2944 (  9.9)       272/2943 (  9.2)       1.07 ( 0.92, 1.26)    1.08 ( 0.91, 1.29)     0.01 ( -0.01,  0.02)       0.3781                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.3125                                  

    <30 mg/g                           47/ 333 ( 14.1)        41/ 352 ( 11.6)       1.21 ( 0.82, 1.79)    1.25 ( 0.80, 1.95)     0.02 ( -0.03,  0.08)       0.3353                                                   

    >=30 - <=300 mg/g                 181/2016 (  9.0)       162/2011 (  8.1)       1.11 ( 0.91, 1.37)    1.13 ( 0.90, 1.41)     0.01 ( -0.01,  0.03)       0.2944                                                   

    >300 mg/g                          61/ 592 ( 10.3)        69/ 574 ( 12.0)       0.86 ( 0.62, 1.19)    0.84 ( 0.58, 1.21)    -0.02 ( -0.05,  0.02)       0.3520                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.9667                                  

    <130 mmHg                          89/ 907 (  9.8)        83/ 910 (  9.1)       1.08 ( 0.81, 1.43)    1.08 ( 0.79, 1.48)     0.01 ( -0.02,  0.03)       0.6147                                                   

    >=130 mmHg                        204/2051 (  9.9)       190/2040 (  9.3)       1.07 ( 0.89, 1.29)    1.08 ( 0.87, 1.32)     0.01 ( -0.01,  0.02)       0.4929                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.7277                                  

    no                                252/2604 (  9.7)       230/2578 (  8.9)       1.08 ( 0.91, 1.29)    1.09 ( 0.91, 1.32)     0.01 ( -0.01,  0.02)       0.3490                                                   

    yes                                41/ 354 ( 11.6)        43/ 372 ( 11.6)       1.00 ( 0.67, 1.50)    1.00 ( 0.64, 1.58)     0.00 ( -0.05,  0.05)       0.9924                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events leading to discontinuation of study drug                                                                                                              

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              127/2958 (  4.3)       144/2950 (  4.9)       0.88 ( 0.70, 1.11)    0.87 ( 0.68, 1.12)    -0.01 ( -0.02,  0.01)       0.2802                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.8933                                  

    <=65 years                         52/1690 (  3.1)        59/1660 (  3.6)       0.87 ( 0.60, 1.25)    0.86 ( 0.59, 1.26)    -0.00 ( -0.02,  0.01)       0.4404                                                   

    >65 years                          75/1268 (  5.9)        85/1290 (  6.6)       0.90 ( 0.66, 1.21)    0.89 ( 0.65, 1.23)    -0.01 ( -0.03,  0.01)       0.4814                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1499                                  

    male                               95/2026 (  4.7)        94/1970 (  4.8)       0.98 ( 0.74, 1.30)    0.98 ( 0.73, 1.31)    -0.00 ( -0.01,  0.01)       0.9022                                                   

    female                             32/ 932 (  3.4)        50/ 980 (  5.1)       0.67 ( 0.44, 1.04)    0.66 ( 0.42, 1.04)    -0.02 ( -0.04,  0.00)       0.0719                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.4569                                  

    White                             104/2305 (  4.5)       124/2263 (  5.5)       0.82 ( 0.64, 1.06)    0.82 ( 0.62, 1.06)    -0.01 ( -0.02,  0.00)       0.1333                                                   

    Black Or African American           2/ 103 (  1.9)         3/ 116 (  2.6)       0.75 ( 0.13, 4.41)    0.75 ( 0.12, 4.55)    -0.01 ( -0.05,  0.03)       1.0000                                                   

    Asian                              16/ 440 (  3.6)        15/ 458 (  3.3)       1.11 ( 0.56, 2.22)    1.11 ( 0.54, 2.28)     0.00 ( -0.02,  0.03)       0.7670                                                   

    Other                               5/ 110 (  4.5)         2/ 113 (  1.8)       2.57 ( 0.51,12.96)    2.64 ( 0.50,13.92)     0.03 ( -0.02,  0.07)       0.2759                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.9293                                  

    North America                      46/ 997 (  4.6)        53/ 998 (  5.3)       0.87 ( 0.59, 1.28)    0.86 ( 0.58, 1.29)    -0.01 ( -0.03,  0.01)       0.4738                                                   

    Latin America                       6/ 361 (  1.7)         4/ 322 (  1.2)       1.34 ( 0.38, 4.70)    1.34 ( 0.38, 4.80)     0.00 ( -0.01,  0.02)       0.7561                                                   

    Asia/Pacific                       19/ 404 (  4.7)        22/ 422 (  5.2)       0.90 ( 0.50, 1.64)    0.90 ( 0.48, 1.68)    -0.01 ( -0.04,  0.03)       0.7359                                                   

    Europe                             56/1196 (  4.7)        65/1208 (  5.4)       0.87 ( 0.61, 1.23)    0.86 ( 0.60, 1.25)    -0.01 ( -0.03,  0.01)       0.4336                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.5403                                  

    <45 mL/min/1.73m^2                  4/  92 (  4.3)         3/  95 (  3.2)       1.38 ( 0.32, 5.98)    1.39 ( 0.30, 6.41)     0.01 ( -0.04,  0.07)       0.7177                                                   

    >=45 mL/min/1.73m^2               123/2865 (  4.3)       141/2855 (  4.9)       0.87 ( 0.69, 1.10)    0.86 ( 0.67, 1.11)    -0.01 ( -0.02,  0.00)       0.2447                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.0538                                  

    <60 mL/min/1.73m^2                 42/ 604 (  7.0)        36/ 658 (  5.5)       1.27 ( 0.83, 1.96)    1.29 ( 0.82, 2.04)     0.01 ( -0.01,  0.04)       0.2748                                                   

    >=60 mL/min/1.73m^2                85/2353 (  3.6)       108/2292 (  4.7)       0.77 ( 0.58, 1.01)    0.76 ( 0.57, 1.01)    -0.01 ( -0.02,  0.00)       0.0605                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2               127/2944 (  4.3)       144/2943 (  4.9)       0.88 ( 0.70, 1.11)    0.88 ( 0.69, 1.12)    -0.01 ( -0.02,  0.01)       0.2891                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.6634                                  

    <30 mg/g                           19/ 333 (  5.7)        19/ 352 (  5.4)       1.06 ( 0.57, 1.96)    1.06 ( 0.55, 2.04)     0.00 ( -0.03,  0.04)       0.8604                                                   

    >=30 - <=300 mg/g                  78/2016 (  3.9)        95/2011 (  4.7)       0.82 ( 0.61, 1.10)    0.81 ( 0.60, 1.10)    -0.01 ( -0.02,  0.00)       0.1810                                                   

    >300 mg/g                          30/ 592 (  5.1)        29/ 574 (  5.1)       1.00 ( 0.61, 1.65)    1.00 ( 0.59, 1.69)     0.00 ( -0.03,  0.03)       0.9905                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.3583                                  

    <130 mmHg                          34/ 907 (  3.7)        46/ 910 (  5.1)       0.74 ( 0.48, 1.14)    0.73 ( 0.46, 1.15)    -0.01 ( -0.03,  0.01)       0.1749                                                   

    >=130 mmHg                         93/2051 (  4.5)        98/2040 (  4.8)       0.94 ( 0.72, 1.25)    0.94 ( 0.70, 1.26)    -0.00 ( -0.02,  0.01)       0.6829                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.6845                                  

    no                                109/2604 (  4.2)       120/2578 (  4.7)       0.90 ( 0.70, 1.16)    0.89 ( 0.69, 1.17)    -0.00 ( -0.02,  0.01)       0.4116                                                   

    yes                                18/ 354 (  5.1)        24/ 372 (  6.5)       0.79 ( 0.44, 1.43)    0.78 ( 0.41, 1.46)    -0.01 ( -0.05,  0.02)       0.4307                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events leading to death                                                                                                                                              

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              254/2958 (  8.6)       315/2950 ( 10.7)       0.80 ( 0.69, 0.94)    0.79 ( 0.66, 0.93)    -0.02 ( -0.04, -0.01)       0.0065                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3759                                  

    <=65 years                        107/1690 (  6.3)       142/1660 (  8.6)       0.74 ( 0.58, 0.94)    0.72 ( 0.56, 0.94)    -0.02 ( -0.04, -0.00)       0.0142                                                   

    >65 years                         147/1268 ( 11.6)       173/1290 ( 13.4)       0.86 ( 0.70, 1.06)    0.85 ( 0.67, 1.07)    -0.02 ( -0.04,  0.01)       0.1648                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1461                                  

    male                              188/2026 (  9.3)       211/1970 ( 10.7)       0.87 ( 0.72, 1.04)    0.85 ( 0.69, 1.05)    -0.01 ( -0.03,  0.00)       0.1314                                                   

    female                             66/ 932 (  7.1)       104/ 980 ( 10.6)       0.67 ( 0.50, 0.90)    0.64 ( 0.47, 0.89)    -0.04 ( -0.06, -0.01)       0.0067                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.0496                                  

    White                             214/2305 (  9.3)       255/2263 ( 11.3)       0.82 ( 0.69, 0.98)    0.81 ( 0.67, 0.98)    -0.02 ( -0.04, -0.00)       0.0272                                                   

    Black Or African American           4/ 103 (  3.9)        20/ 116 ( 17.2)       0.23 ( 0.08, 0.64)    0.19 ( 0.06, 0.59)    -0.13 ( -0.22, -0.05)       0.0016                                                   

    Asian                              21/ 440 (  4.8)        26/ 458 (  5.7)       0.84 ( 0.48, 1.47)    0.83 ( 0.46, 1.50)    -0.01 ( -0.04,  0.02)       0.5433                                                   

    Other                              15/ 110 ( 13.6)        14/ 113 ( 12.4)       1.10 ( 0.56, 2.17)    1.12 ( 0.51, 2.44)     0.01 ( -0.08,  0.11)       0.7824                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.8299                                  

    North America                      85/ 997 (  8.5)       113/ 998 ( 11.3)       0.75 ( 0.58, 0.98)    0.73 ( 0.54, 0.98)    -0.03 ( -0.06, -0.00)       0.0367                                                   

    Latin America                      28/ 361 (  7.8)        34/ 322 ( 10.6)       0.73 ( 0.46, 1.18)    0.71 ( 0.42, 1.20)    -0.03 ( -0.08,  0.02)       0.2034                                                   

    Asia/Pacific                       20/ 404 (  5.0)        28/ 422 (  6.6)       0.75 ( 0.43, 1.30)    0.73 ( 0.41, 1.32)    -0.02 ( -0.05,  0.02)       0.3012                                                   

    Europe                            121/1196 ( 10.1)       140/1208 ( 11.6)       0.87 ( 0.69, 1.10)    0.86 ( 0.66, 1.11)    -0.01 ( -0.04,  0.01)       0.2461                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.6381                                  

    <45 mL/min/1.73m^2                 13/  92 ( 14.1)        14/  95 ( 14.7)       0.96 ( 0.48, 1.93)    0.95 ( 0.42, 2.15)    -0.01 ( -0.12,  0.10)       0.9064                                                   

    >=45 mL/min/1.73m^2               241/2865 (  8.4)       301/2855 ( 10.5)       0.80 ( 0.68, 0.94)    0.78 ( 0.65, 0.93)    -0.02 ( -0.04, -0.01)       0.0059                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.3909                                  

    <60 mL/min/1.73m^2                 71/ 604 ( 11.8)        85/ 658 ( 12.9)       0.91 ( 0.68, 1.22)    0.90 ( 0.64, 1.26)    -0.01 ( -0.05,  0.03)       0.5308                                                   

    >=60 mL/min/1.73m^2               183/2353 (  7.8)       230/2292 ( 10.0)       0.78 ( 0.64, 0.93)    0.76 ( 0.62, 0.93)    -0.02 ( -0.04, -0.01)       0.0069                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.3978                                  

    <30 mL/min/1.73m^2                  1/  13 (  7.7)         0/   7 (  0.0)       1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)       1.0000                                                   

    >=30 mL/min/1.73m^2               253/2944 (  8.6)       315/2943 ( 10.7)       0.80 ( 0.69, 0.94)    0.78 ( 0.66, 0.93)    -0.02 ( -0.04, -0.01)       0.0061                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.2071                                  

    <30 mg/g                           39/ 333 ( 11.7)        36/ 352 ( 10.2)       1.15 ( 0.75, 1.76)    1.16 ( 0.72, 1.88)     0.01 ( -0.03,  0.06)       0.5343                                                   

    >=30 - <=300 mg/g                 149/2016 (  7.4)       192/2011 (  9.5)       0.77 ( 0.63, 0.95)    0.76 ( 0.60, 0.95)    -0.02 ( -0.04, -0.00)       0.0140                                                   

    >300 mg/g                          65/ 592 ( 11.0)        86/ 574 ( 15.0)       0.73 ( 0.54, 0.99)    0.70 ( 0.50, 0.99)    -0.04 ( -0.08, -0.00)       0.0419                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.9199                                  

    <130 mmHg                          82/ 907 (  9.0)       101/ 910 ( 11.1)       0.81 ( 0.62, 1.07)    0.80 ( 0.59, 1.08)    -0.02 ( -0.05,  0.01)       0.1451                                                   

    >=130 mmHg                        172/2051 (  8.4)       214/2040 ( 10.5)       0.80 ( 0.66, 0.97)    0.78 ( 0.63, 0.96)    -0.02 ( -0.04, -0.00)       0.0214                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.9550                                  

    no                                194/2604 (  7.5)       238/2578 (  9.2)       0.81 ( 0.67, 0.97)    0.79 ( 0.65, 0.96)    -0.02 ( -0.03, -0.00)       0.0203                                                   

    yes                                60/ 354 ( 16.9)        77/ 372 ( 20.7)       0.82 ( 0.60, 1.11)    0.78 ( 0.54, 1.14)    -0.04 ( -0.10,  0.02)       0.1971                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events leading to hospitalization                                                                                                                                    

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                             1195/2958 ( 40.4)      1257/2950 ( 42.6)       0.95 ( 0.89, 1.01)    0.91 ( 0.82, 1.01)    -0.02 ( -0.05,  0.00)       0.0846                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.9514                                  

    <=65 years                        638/1690 ( 37.8)       663/1660 ( 39.9)       0.95 ( 0.87, 1.03)    0.91 ( 0.79, 1.05)    -0.02 ( -0.06,  0.01)       0.1939                                                   

    >65 years                         557/1268 ( 43.9)       594/1290 ( 46.0)       0.95 ( 0.88, 1.04)    0.92 ( 0.79, 1.07)    -0.02 ( -0.06,  0.02)       0.2815                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.9314                                  

    male                              855/2026 ( 42.2)       876/1970 ( 44.5)       0.95 ( 0.88, 1.02)    0.91 ( 0.80, 1.03)    -0.02 ( -0.05,  0.01)       0.1485                                                   

    female                            340/ 932 ( 36.5)       381/ 980 ( 38.9)       0.94 ( 0.84, 1.05)    0.90 ( 0.75, 1.09)    -0.02 ( -0.07,  0.02)       0.2799                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.7375                                  

    White                             982/2305 ( 42.6)      1007/2263 ( 44.5)       0.96 ( 0.90, 1.02)    0.93 ( 0.82, 1.04)    -0.02 ( -0.05,  0.01)       0.1965                                                   

    Black Or African American          36/ 103 ( 35.0)        50/ 116 ( 43.1)       0.81 ( 0.58, 1.14)    0.71 ( 0.41, 1.23)    -0.08 ( -0.21,  0.05)       0.2186                                                   

    Asian                             140/ 440 ( 31.8)       155/ 458 ( 33.8)       0.94 ( 0.78, 1.13)    0.91 ( 0.69, 1.21)    -0.02 ( -0.08,  0.04)       0.5187                                                   

    Other                              37/ 110 ( 33.6)        45/ 113 ( 39.8)       0.84 ( 0.60, 1.19)    0.77 ( 0.44, 1.32)    -0.06 ( -0.19,  0.07)       0.3392                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.2461                                  

    North America                     467/ 997 ( 46.8)       478/ 998 ( 47.9)       0.98 ( 0.89, 1.07)    0.96 ( 0.80, 1.14)    -0.01 ( -0.05,  0.03)       0.6370                                                   

    Latin America                      74/ 361 ( 20.5)        88/ 322 ( 27.3)       0.75 ( 0.57, 0.98)    0.69 ( 0.48, 0.98)    -0.07 ( -0.13, -0.00)       0.0363                                                   

    Asia/Pacific                      162/ 404 ( 40.1)       162/ 422 ( 38.4)       1.04 ( 0.88, 1.24)    1.07 ( 0.81, 1.42)     0.02 ( -0.05,  0.09)       0.6150                                                   

    Europe                            492/1196 ( 41.1)       529/1208 ( 43.8)       0.94 ( 0.86, 1.03)    0.90 ( 0.76, 1.05)    -0.03 ( -0.07,  0.01)       0.1881                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.7961                                  

    <45 mL/min/1.73m^2                 49/  92 ( 53.3)        51/  95 ( 53.7)       0.99 ( 0.76, 1.30)    0.98 ( 0.55, 1.75)    -0.00 ( -0.15,  0.14)       0.9539                                                   

    >=45 mL/min/1.73m^2              1145/2865 ( 40.0)      1206/2855 ( 42.2)       0.95 ( 0.89, 1.01)    0.91 ( 0.82, 1.01)    -0.02 ( -0.05,  0.00)       0.0802                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.7882                                  

    <60 mL/min/1.73m^2                282/ 604 ( 46.7)       317/ 658 ( 48.2)       0.97 ( 0.86, 1.09)    0.94 ( 0.76, 1.18)    -0.01 ( -0.07,  0.04)       0.5972                                                   

    >=60 mL/min/1.73m^2               912/2353 ( 38.8)       940/2292 ( 41.0)       0.95 ( 0.88, 1.01)    0.91 ( 0.81, 1.02)    -0.02 ( -0.05,  0.01)       0.1169                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.4075                                  

    <30 mL/min/1.73m^2                  3/  13 ( 23.1)         3/   7 ( 42.9)       0.54 ( 0.15, 2.00)    0.40 ( 0.06, 2.89)    -0.20 ( -0.63,  0.23)       0.6126                                                   

    >=30 mL/min/1.73m^2              1191/2944 ( 40.5)      1254/2943 ( 42.6)       0.95 ( 0.89, 1.01)    0.92 ( 0.82, 1.02)    -0.02 ( -0.05,  0.00)       0.0935                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.1376                                  

    <30 mg/g                          145/ 333 ( 43.5)       150/ 352 ( 42.6)       1.02 ( 0.86, 1.21)    1.04 ( 0.77, 1.41)     0.01 ( -0.07,  0.09)       0.8061                                                   

    >=30 - <=300 mg/g                 776/2016 ( 38.5)       806/2011 ( 40.1)       0.96 ( 0.89, 1.04)    0.94 ( 0.82, 1.06)    -0.02 ( -0.05,  0.01)       0.3024                                                   

    >300 mg/g                         260/ 592 ( 43.9)       295/ 574 ( 51.4)       0.85 ( 0.76, 0.96)    0.74 ( 0.59, 0.93)    -0.07 ( -0.13, -0.02)       0.0107                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.6589                                  

    <130 mmHg                         360/ 907 ( 39.7)       389/ 910 ( 42.7)       0.93 ( 0.83, 1.04)    0.88 ( 0.73, 1.06)    -0.03 ( -0.08,  0.02)       0.1859                                                   

    >=130 mmHg                        835/2051 ( 40.7)       868/2040 ( 42.5)       0.96 ( 0.89, 1.03)    0.93 ( 0.82, 1.05)    -0.02 ( -0.05,  0.01)       0.2334                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.7956                                  

    no                               1007/2604 ( 38.7)      1048/2578 ( 40.7)       0.95 ( 0.89, 1.02)    0.92 ( 0.82, 1.03)    -0.02 ( -0.05,  0.01)       0.1451                                                   

    yes                               188/ 354 ( 53.1)       209/ 372 ( 56.2)       0.95 ( 0.83, 1.08)    0.88 ( 0.66, 1.18)    -0.03 ( -0.10,  0.04)       0.4057                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Volume Depletion                                                                                                                         

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              128/2958 (  4.3)       118/2950 (  4.0)       1.08 ( 0.85, 1.38)    1.09 ( 0.84, 1.40)     0.00 ( -0.01,  0.01)       0.5290                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.1329                                  

    <=65 years                         63/1690 (  3.7)        46/1660 (  2.8)       1.35 ( 0.93, 1.96)    1.36 ( 0.92, 2.00)     0.01 ( -0.00,  0.02)       0.1187                                                   

    >65 years                          65/1268 (  5.1)        72/1290 (  5.6)       0.92 ( 0.66, 1.27)    0.91 ( 0.65, 1.29)    -0.00 ( -0.02,  0.01)       0.6092                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.2404                                  

    male                              103/2026 (  5.1)        86/1970 (  4.4)       1.16 ( 0.88, 1.54)    1.17 ( 0.88, 1.57)     0.01 ( -0.01,  0.02)       0.2849                                                   

    female                             25/ 932 (  2.7)        32/ 980 (  3.3)       0.82 ( 0.49, 1.38)    0.82 ( 0.48, 1.39)    -0.01 ( -0.02,  0.01)       0.4539                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.3269                                  

    White                             112/2305 (  4.9)        92/2263 (  4.1)       1.20 ( 0.91, 1.57)    1.21 ( 0.91, 1.60)     0.01 ( -0.00,  0.02)       0.1942                                                   

    Black Or African American           6/ 103 (  5.8)        11/ 116 (  9.5)       0.61 ( 0.24, 1.60)    0.59 ( 0.21, 1.66)    -0.04 ( -0.12,  0.05)       0.3138                                                   

    Asian                               7/ 440 (  1.6)         9/ 458 (  2.0)       0.81 ( 0.30, 2.16)    0.81 ( 0.30, 2.18)    -0.00 ( -0.02,  0.02)       0.6720                                                   

    Other                               3/ 110 (  2.7)         6/ 113 (  5.3)       0.51 ( 0.13, 2.00)    0.50 ( 0.12, 2.05)    -0.03 ( -0.08,  0.03)       0.4991                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5716                                  

    North America                      85/ 997 (  8.5)        82/ 998 (  8.2)       1.04 ( 0.78, 1.39)    1.04 ( 0.76, 1.43)     0.00 ( -0.02,  0.03)       0.8032                                                   

    Latin America                       2/ 361 (  0.6)         3/ 322 (  0.9)       0.59 ( 0.10, 3.54)    0.59 ( 0.10, 3.57)    -0.00 ( -0.02,  0.01)       0.6707                                                   

    Asia/Pacific                        8/ 404 (  2.0)        10/ 422 (  2.4)       0.84 ( 0.33, 2.10)    0.83 ( 0.33, 2.13)    -0.00 ( -0.03,  0.02)       0.7017                                                   

    Europe                             33/1196 (  2.8)        23/1208 (  1.9)       1.45 ( 0.86, 2.45)    1.46 ( 0.85, 2.50)     0.01 ( -0.00,  0.02)       0.1646                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.7285                                  

    <45 mL/min/1.73m^2                 11/  92 ( 12.0)        12/  95 ( 12.6)       0.95 ( 0.44, 2.04)    0.94 ( 0.39, 2.25)    -0.01 ( -0.11,  0.10)       0.8885                                                   

    >=45 mL/min/1.73m^2               117/2865 (  4.1)       106/2855 (  3.7)       1.10 ( 0.85, 1.42)    1.10 ( 0.84, 1.44)     0.00 ( -0.01,  0.01)       0.4686                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.5125                                  

    <60 mL/min/1.73m^2                 45/ 604 (  7.5)        40/ 658 (  6.1)       1.23 ( 0.81, 1.85)    1.24 ( 0.80, 1.93)     0.01 ( -0.02,  0.04)       0.3318                                                   

    >=60 mL/min/1.73m^2                83/2353 (  3.5)        78/2292 (  3.4)       1.04 ( 0.77, 1.40)    1.04 ( 0.76, 1.42)     0.00 ( -0.01,  0.01)       0.8170                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.4685                                  

    <30 mL/min/1.73m^2                  1/  13 (  7.7)         0/   7 (  0.0)       1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)       1.0000                                                   

    >=30 mL/min/1.73m^2               127/2944 (  4.3)       118/2943 (  4.0)       1.08 ( 0.84, 1.38)    1.08 ( 0.84, 1.39)     0.00 ( -0.01,  0.01)       0.5588                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.3783                                  

    <30 mg/g                           20/ 333 (  6.0)        17/ 352 (  4.8)       1.24 ( 0.66, 2.33)    1.26 ( 0.65, 2.45)     0.01 ( -0.02,  0.05)       0.4963                                                   

    >=30 - <=300 mg/g                  76/2016 (  3.8)        81/2011 (  4.0)       0.94 ( 0.69, 1.27)    0.93 ( 0.68, 1.28)    -0.00 ( -0.02,  0.01)       0.6724                                                   

    >300 mg/g                          28/ 592 (  4.7)        19/ 574 (  3.3)       1.43 ( 0.81, 2.53)    1.45 ( 0.80, 2.63)     0.01 ( -0.01,  0.04)       0.2181                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.3121                                  

    <130 mmHg                          52/ 907 (  5.7)        41/ 910 (  4.5)       1.27 ( 0.85, 1.90)    1.29 ( 0.85, 1.96)     0.01 ( -0.01,  0.03)       0.2352                                                   

    >=130 mmHg                         76/2051 (  3.7)        77/2040 (  3.8)       0.98 ( 0.72, 1.34)    0.98 ( 0.71, 1.36)    -0.00 ( -0.01,  0.01)       0.9074                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.5380                                  

    no                                101/2604 (  3.9)        88/2578 (  3.4)       1.14 ( 0.86, 1.50)    1.14 ( 0.85, 1.53)     0.00 ( -0.01,  0.02)       0.3719                                                   

    yes                                27/ 354 (  7.6)        30/ 372 (  8.1)       0.95 ( 0.57, 1.56)    0.94 ( 0.55, 1.62)    -0.00 ( -0.05,  0.04)       0.8268                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Volume Depletion                                                                                                                 

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               51/2958 (  1.7)        47/2950 (  1.6)       1.08 ( 0.73, 1.60)    1.08 ( 0.73, 1.62)     0.00 ( -0.01,  0.01)       0.6937                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2991                                  

    <=65 years                         23/1690 (  1.4)        16/1660 (  1.0)       1.41 ( 0.75, 2.66)    1.42 ( 0.75, 2.69)     0.00 ( -0.00,  0.01)       0.2841                                                   

    >65 years                          28/1268 (  2.2)        31/1290 (  2.4)       0.92 ( 0.55, 1.52)    0.92 ( 0.55, 1.54)    -0.00 ( -0.01,  0.01)       0.7427                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.5903                                  

    male                               40/2026 (  2.0)        34/1970 (  1.7)       1.14 ( 0.73, 1.80)    1.15 ( 0.72, 1.82)     0.00 ( -0.01,  0.01)       0.5603                                                   

    female                             11/ 932 (  1.2)        13/ 980 (  1.3)       0.89 ( 0.40, 1.98)    0.89 ( 0.40, 1.99)    -0.00 ( -0.01,  0.01)       0.7740                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.7077                                  

    White                              44/2305 (  1.9)        38/2263 (  1.7)       1.14 ( 0.74, 1.75)    1.14 ( 0.74, 1.77)     0.00 ( -0.01,  0.01)       0.5588                                                   

    Black Or African American           4/ 103 (  3.9)         3/ 116 (  2.6)       1.50 ( 0.34, 6.55)    1.52 ( 0.33, 6.97)     0.01 ( -0.03,  0.06)       0.7090                                                   

    Asian                               2/ 440 (  0.5)         4/ 458 (  0.9)       0.52 ( 0.10, 2.83)    0.52 ( 0.09, 2.84)    -0.00 ( -0.01,  0.01)       0.6868                                                   

    Other                               1/ 110 (  0.9)         2/ 113 (  1.8)       0.51 ( 0.05, 5.58)    0.51 ( 0.05, 5.70)    -0.01 ( -0.04,  0.02)       1.0000                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.2393                                  

    North America                      34/ 997 (  3.4)        33/ 998 (  3.3)       1.03 ( 0.64, 1.65)    1.03 ( 0.63, 1.68)     0.00 ( -0.02,  0.02)       0.8978                                                   

    Latin America                       1/ 361 (  0.3)         2/ 322 (  0.6)       0.45 ( 0.04, 4.90)    0.44 ( 0.04, 4.92)    -0.00 ( -0.01,  0.01)       0.6042                                                   

    Asia/Pacific                        1/ 404 (  0.2)         4/ 422 (  0.9)       0.26 ( 0.03, 2.33)    0.26 ( 0.03, 2.33)    -0.01 ( -0.02,  0.00)       0.3741                                                   

    Europe                             15/1196 (  1.3)         8/1208 (  0.7)       1.89 ( 0.81, 4.45)    1.91 ( 0.80, 4.51)     0.01 ( -0.00,  0.02)       0.1361                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.9518                                  

    <45 mL/min/1.73m^2                  3/  92 (  3.3)         3/  95 (  3.2)       1.03 ( 0.21, 4.99)    1.03 ( 0.20, 5.26)     0.00 ( -0.05,  0.05)       1.0000                                                   

    >=45 mL/min/1.73m^2                48/2865 (  1.7)        44/2855 (  1.5)       1.09 ( 0.72, 1.63)    1.09 ( 0.72, 1.64)     0.00 ( -0.01,  0.01)       0.6866                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.0753                                  

    <60 mL/min/1.73m^2                 26/ 604 (  4.3)        17/ 658 (  2.6)       1.67 ( 0.91, 3.04)    1.70 ( 0.91, 3.16)     0.02 ( -0.00,  0.04)       0.0924                                                   

    >=60 mL/min/1.73m^2                25/2353 (  1.1)        30/2292 (  1.3)       0.81 ( 0.48, 1.38)    0.81 ( 0.47, 1.38)    -0.00 ( -0.01,  0.00)       0.4376                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                51/2944 (  1.7)        47/2943 (  1.6)       1.08 ( 0.73, 1.61)    1.09 ( 0.73, 1.62)     0.00 ( -0.01,  0.01)       0.6849                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.2695                                  

    <30 mg/g                           11/ 333 (  3.3)         7/ 352 (  2.0)       1.66 ( 0.65, 4.23)    1.68 ( 0.64, 4.40)     0.01 ( -0.01,  0.04)       0.2827                                                   

    >=30 - <=300 mg/g                  27/2016 (  1.3)        33/2011 (  1.6)       0.82 ( 0.49, 1.35)    0.81 ( 0.49, 1.36)    -0.00 ( -0.01,  0.00)       0.4295                                                   

    >300 mg/g                          10/ 592 (  1.7)         6/ 574 (  1.0)       1.62 ( 0.59, 4.42)    1.63 ( 0.59, 4.50)     0.01 ( -0.01,  0.02)       0.3449                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.4343                                  

    <130 mmHg                          20/ 907 (  2.2)        15/ 910 (  1.6)       1.34 ( 0.69, 2.60)    1.35 ( 0.68, 2.64)     0.01 ( -0.01,  0.02)       0.3881                                                   

    >=130 mmHg                         31/2051 (  1.5)        32/2040 (  1.6)       0.96 ( 0.59, 1.57)    0.96 ( 0.59, 1.58)    -0.00 ( -0.01,  0.01)       0.8820                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.9123                                  

    no                                 38/2604 (  1.5)        34/2578 (  1.3)       1.11 ( 0.70, 1.75)    1.11 ( 0.70, 1.77)     0.00 ( -0.01,  0.01)       0.6659                                                   

    yes                                13/ 354 (  3.7)        13/ 372 (  3.5)       1.05 ( 0.49, 2.24)    1.05 ( 0.48, 2.30)     0.00 ( -0.03,  0.03)       0.8976                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Volume Depletion                                                                                                                  

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               21/2958 (  0.7)        25/2950 (  0.8)       0.84 ( 0.47, 1.49)    0.84 ( 0.47, 1.50)    -0.00 ( -0.01,  0.00)       0.5477                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2690                                  

    <=65 years                         12/1690 (  0.7)        10/1660 (  0.6)       1.18 ( 0.51, 2.72)    1.18 ( 0.51, 2.74)     0.00 ( -0.01,  0.01)       0.6998                                                   

    >65 years                           9/1268 (  0.7)        15/1290 (  1.2)       0.61 ( 0.27, 1.39)    0.61 ( 0.26, 1.39)    -0.00 ( -0.01,  0.00)       0.2348                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.4384                                  

    male                               16/2026 (  0.8)        21/1970 (  1.1)       0.74 ( 0.39, 1.42)    0.74 ( 0.38, 1.42)    -0.00 ( -0.01,  0.00)       0.3621                                                   

    female                              5/ 932 (  0.5)         4/ 980 (  0.4)       1.31 ( 0.35, 4.88)    1.32 ( 0.35, 4.92)     0.00 ( -0.00,  0.01)       0.7478                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.6396                                  

    White                              18/2305 (  0.8)        21/2263 (  0.9)       0.84 ( 0.45, 1.58)    0.84 ( 0.45, 1.58)    -0.00 ( -0.01,  0.00)       0.5891                                                   

    Black Or African American           2/ 103 (  1.9)         1/ 116 (  0.9)       2.25 ( 0.21,24.48)    2.28 ( 0.20,25.49)     0.01 ( -0.02,  0.04)       0.6021                                                   

    Asian                               1/ 440 (  0.2)         2/ 458 (  0.4)       0.52 ( 0.05, 5.72)    0.52 ( 0.05, 5.75)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    Other                               0/ 110 (  0.0)         1/ 113 (  0.9)       0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)       1.0000                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.0596                                  

    North America                      17/ 997 (  1.7)        13/ 998 (  1.3)       1.31 ( 0.64, 2.68)    1.31 ( 0.63, 2.72)     0.00 ( -0.01,  0.02)       0.4603                                                   

    Latin America                       0/ 361 (  0.0)         2/ 322 (  0.6)       0.18 ( 0.01, 3.70)    0.18 ( 0.01, 3.71)    -0.01 ( -0.01,  0.00)       0.2219                                                   

    Asia/Pacific                        0/ 404 (  0.0)         5/ 422 (  1.2)       0.09 ( 0.01, 1.71)    0.09 ( 0.01, 1.70)    -0.01 ( -0.02, -0.00)       0.0620                                                   

    Europe                              4/1196 (  0.3)         5/1208 (  0.4)       0.81 ( 0.22, 3.00)    0.81 ( 0.22, 3.01)    -0.00 ( -0.01,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.8797                                  

    <45 mL/min/1.73m^2                  1/  92 (  1.1)         1/  95 (  1.1)       1.03 ( 0.07,16.27)    1.03 ( 0.06,16.76)     0.00 ( -0.03,  0.03)       1.0000                                                   

    >=45 mL/min/1.73m^2                20/2865 (  0.7)        24/2855 (  0.8)       0.83 ( 0.46, 1.50)    0.83 ( 0.46, 1.50)    -0.00 ( -0.01,  0.00)       0.5373                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.0619                                  

    <60 mL/min/1.73m^2                 10/ 604 (  1.7)         6/ 658 (  0.9)       1.82 ( 0.66, 4.97)    1.83 ( 0.66, 5.06)     0.01 ( -0.01,  0.02)       0.2383                                                   

    >=60 mL/min/1.73m^2                11/2353 (  0.5)        19/2292 (  0.8)       0.56 ( 0.27, 1.18)    0.56 ( 0.27, 1.18)    -0.00 ( -0.01,  0.00)       0.1242                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                21/2944 (  0.7)        25/2943 (  0.8)       0.84 ( 0.47, 1.50)    0.84 ( 0.47, 1.50)    -0.00 ( -0.01,  0.00)       0.5531                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.3831                                  

    <30 mg/g                            3/ 333 (  0.9)         1/ 352 (  0.3)       3.17 ( 0.33,30.34)    3.19 ( 0.33,30.83)     0.01 ( -0.01,  0.02)       0.3606                                                   

    >=30 - <=300 mg/g                  13/2016 (  0.6)        19/2011 (  0.9)       0.68 ( 0.34, 1.38)    0.68 ( 0.34, 1.38)    -0.00 ( -0.01,  0.00)       0.2838                                                   

    >300 mg/g                           4/ 592 (  0.7)         4/ 574 (  0.7)       0.97 ( 0.24, 3.86)    0.97 ( 0.24, 3.89)    -0.00 ( -0.01,  0.01)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.7566                                  

    <130 mmHg                          11/ 907 (  1.2)        12/ 910 (  1.3)       0.92 ( 0.41, 2.07)    0.92 ( 0.40, 2.09)    -0.00 ( -0.01,  0.01)       0.8401                                                   

    >=130 mmHg                         10/2051 (  0.5)        13/2040 (  0.6)       0.77 ( 0.34, 1.74)    0.76 ( 0.33, 1.75)    -0.00 ( -0.01,  0.00)       0.5221                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.6277                                  

    no                                 14/2604 (  0.5)        18/2578 (  0.7)       0.77 ( 0.38, 1.54)    0.77 ( 0.38, 1.55)    -0.00 ( -0.01,  0.00)       0.4607                                                   

    yes                                 7/ 354 (  2.0)         7/ 372 (  1.9)       1.05 ( 0.37, 2.97)    1.05 ( 0.37, 3.03)     0.00 ( -0.02,  0.03)       0.9254                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Volume Depletion                                                                                                              

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              111/2958 (  3.8)        98/2950 (  3.3)       1.13 ( 0.87, 1.48)    1.13 ( 0.86, 1.50)     0.00 ( -0.01,  0.01)       0.3705                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.1785                                  

    <=65 years                         53/1690 (  3.1)        37/1660 (  2.2)       1.41 ( 0.93, 2.13)    1.42 ( 0.93, 2.17)     0.01 ( -0.00,  0.02)       0.1045                                                   

    >65 years                          58/1268 (  4.6)        61/1290 (  4.7)       0.97 ( 0.68, 1.37)    0.97 ( 0.67, 1.40)    -0.00 ( -0.02,  0.02)       0.8528                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1097                                  

    male                               91/2026 (  4.5)        70/1970 (  3.6)       1.26 ( 0.93, 1.72)    1.28 ( 0.93, 1.75)     0.01 ( -0.00,  0.02)       0.1316                                                   

    female                             20/ 932 (  2.1)        28/ 980 (  2.9)       0.75 ( 0.43, 1.32)    0.75 ( 0.42, 1.33)    -0.01 ( -0.02,  0.01)       0.3205                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.1409                                  

    White                              98/2305 (  4.3)        74/2263 (  3.3)       1.30 ( 0.97, 1.75)    1.31 ( 0.97, 1.79)     0.01 ( -0.00,  0.02)       0.0814                                                   

    Black Or African American           4/ 103 (  3.9)        10/ 116 (  8.6)       0.45 ( 0.15, 1.39)    0.43 ( 0.13, 1.41)    -0.05 ( -0.12,  0.03)       0.1535                                                   

    Asian                               6/ 440 (  1.4)         8/ 458 (  1.7)       0.78 ( 0.27, 2.23)    0.78 ( 0.27, 2.26)    -0.00 ( -0.02,  0.02)       0.6434                                                   

    Other                               3/ 110 (  2.7)         6/ 113 (  5.3)       0.51 ( 0.13, 2.00)    0.50 ( 0.12, 2.05)    -0.03 ( -0.08,  0.03)       0.4991                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5028                                  

    North America                      71/ 997 (  7.1)        72/ 998 (  7.2)       0.99 ( 0.72, 1.35)    0.99 ( 0.70, 1.39)    -0.00 ( -0.02,  0.02)       0.9358                                                   

    Latin America                       2/ 361 (  0.6)         1/ 322 (  0.3)       1.78 ( 0.16,19.58)    1.79 ( 0.16,19.81)     0.00 ( -0.01,  0.01)       1.0000                                                   

    Asia/Pacific                        8/ 404 (  2.0)         6/ 422 (  1.4)       1.39 ( 0.49, 3.98)    1.40 ( 0.48, 4.07)     0.01 ( -0.02,  0.03)       0.5345                                                   

    Europe                             30/1196 (  2.5)        19/1208 (  1.6)       1.59 ( 0.90, 2.82)    1.61 ( 0.90, 2.88)     0.01 ( -0.00,  0.02)       0.1047                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.6483                                  

    <45 mL/min/1.73m^2                 10/  92 ( 10.9)        11/  95 ( 11.6)       0.94 ( 0.42, 2.10)    0.93 ( 0.38, 2.31)    -0.01 ( -0.11,  0.09)       0.8782                                                   

    >=45 mL/min/1.73m^2               101/2865 (  3.5)        87/2855 (  3.0)       1.16 ( 0.87, 1.53)    1.16 ( 0.87, 1.56)     0.00 ( -0.00,  0.01)       0.3107                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.9608                                  

    <60 mL/min/1.73m^2                 36/ 604 (  6.0)        34/ 658 (  5.2)       1.15 ( 0.73, 1.82)    1.16 ( 0.72, 1.88)     0.01 ( -0.02,  0.04)       0.5388                                                   

    >=60 mL/min/1.73m^2                75/2353 (  3.2)        64/2292 (  2.8)       1.14 ( 0.82, 1.59)    1.15 ( 0.82, 1.61)     0.00 ( -0.01,  0.01)       0.4295                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.4778                                  

    <30 mL/min/1.73m^2                  1/  13 (  7.7)         0/   7 (  0.0)       1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)       1.0000                                                   

    >=30 mL/min/1.73m^2               110/2944 (  3.7)        98/2943 (  3.3)       1.12 ( 0.86, 1.47)    1.13 ( 0.85, 1.49)     0.00 ( -0.01,  0.01)       0.3983                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.3873                                  

    <30 mg/g                           17/ 333 (  5.1)        16/ 352 (  4.5)       1.12 ( 0.58, 2.19)    1.13 ( 0.56, 2.27)     0.01 ( -0.03,  0.04)       0.7326                                                   

    >=30 - <=300 mg/g                  66/2016 (  3.3)        67/2011 (  3.3)       0.98 ( 0.70, 1.37)    0.98 ( 0.70, 1.39)    -0.00 ( -0.01,  0.01)       0.9182                                                   

    >300 mg/g                          25/ 592 (  4.2)        15/ 574 (  2.6)       1.62 ( 0.86, 3.03)    1.64 ( 0.86, 3.15)     0.02 ( -0.01,  0.04)       0.1313                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.2598                                  

    <130 mmHg                          43/ 907 (  4.7)        31/ 910 (  3.4)       1.39 ( 0.89, 2.19)    1.41 ( 0.88, 2.26)     0.01 ( -0.01,  0.03)       0.1503                                                   

    >=130 mmHg                         68/2051 (  3.3)        67/2040 (  3.3)       1.01 ( 0.72, 1.41)    1.01 ( 0.72, 1.42)     0.00 ( -0.01,  0.01)       0.9555                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.5223                                  

    no                                 89/2604 (  3.4)        74/2578 (  2.9)       1.19 ( 0.88, 1.61)    1.20 ( 0.88, 1.64)     0.01 ( -0.00,  0.02)       0.2591                                                   

    yes                                22/ 354 (  6.2)        24/ 372 (  6.5)       0.96 ( 0.55, 1.69)    0.96 ( 0.53, 1.75)    -0.00 ( -0.04,  0.04)       0.8959                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Renal Events                                                                                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              296/2958 ( 10.0)       362/2950 ( 12.3)       0.82 ( 0.71, 0.94)    0.79 ( 0.68, 0.94)    -0.02 ( -0.04, -0.01)       0.0057                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.4119                                  

    <=65 years                        131/1690 (  7.8)       169/1660 ( 10.2)       0.76 ( 0.61, 0.95)    0.74 ( 0.58, 0.94)    -0.02 ( -0.04, -0.00)       0.0138                                                   

    >65 years                         165/1268 ( 13.0)       193/1290 ( 15.0)       0.87 ( 0.72, 1.05)    0.85 ( 0.68, 1.06)    -0.02 ( -0.05,  0.01)       0.1556                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1707                                  

    male                              209/2026 ( 10.3)       266/1970 ( 13.5)       0.76 ( 0.64, 0.91)    0.74 ( 0.61, 0.89)    -0.03 ( -0.05, -0.01)       0.0019                                                   

    female                             87/ 932 (  9.3)        96/ 980 (  9.8)       0.95 ( 0.72, 1.26)    0.95 ( 0.70, 1.29)    -0.00 ( -0.03,  0.02)       0.7320                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.9278                                  

    White                             254/2305 ( 11.0)       303/2263 ( 13.4)       0.82 ( 0.70, 0.96)    0.80 ( 0.67, 0.96)    -0.02 ( -0.04, -0.00)       0.0144                                                   

    Black Or African American          11/ 103 ( 10.7)        17/ 116 ( 14.7)       0.73 ( 0.36, 1.48)    0.70 ( 0.31, 1.56)    -0.04 ( -0.13,  0.06)       0.3803                                                   

    Asian                              23/ 440 (  5.2)        29/ 458 (  6.3)       0.83 ( 0.49, 1.40)    0.82 ( 0.46, 1.43)    -0.01 ( -0.04,  0.02)       0.4789                                                   

    Other                               8/ 110 (  7.3)        13/ 113 ( 11.5)       0.63 ( 0.27, 1.47)    0.60 ( 0.24, 1.52)    -0.04 ( -0.13,  0.04)       0.2805                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.7888                                  

    North America                     147/ 997 ( 14.7)       168/ 998 ( 16.8)       0.88 ( 0.71, 1.07)    0.85 ( 0.67, 1.09)    -0.02 ( -0.05,  0.01)       0.2008                                                   

    Latin America                      17/ 361 (  4.7)        22/ 322 (  6.8)       0.69 ( 0.37, 1.27)    0.67 ( 0.35, 1.29)    -0.02 ( -0.06,  0.02)       0.2329                                                   

    Asia/Pacific                       27/ 404 (  6.7)        32/ 422 (  7.6)       0.88 ( 0.54, 1.44)    0.87 ( 0.51, 1.48)    -0.01 ( -0.05,  0.03)       0.6159                                                   

    Europe                            105/1196 (  8.8)       140/1208 ( 11.6)       0.76 ( 0.60, 0.96)    0.73 ( 0.56, 0.96)    -0.03 ( -0.05, -0.00)       0.0228                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.7321                                  

    <45 mL/min/1.73m^2                 28/  92 ( 30.4)        36/  95 ( 37.9)       0.80 ( 0.54, 1.20)    0.72 ( 0.39, 1.32)    -0.07 ( -0.21,  0.07)       0.2837                                                   

    >=45 mL/min/1.73m^2               268/2865 (  9.4)       326/2855 ( 11.4)       0.82 ( 0.70, 0.95)    0.80 ( 0.67, 0.95)    -0.02 ( -0.04, -0.00)       0.0105                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.0177                                  

    <60 mL/min/1.73m^2                140/ 604 ( 23.2)       148/ 658 ( 22.5)       1.03 ( 0.84, 1.26)    1.04 ( 0.80, 1.35)     0.01 ( -0.04,  0.05)       0.7717                                                   

    >=60 mL/min/1.73m^2               156/2353 (  6.6)       214/2292 (  9.3)       0.71 ( 0.58, 0.87)    0.69 ( 0.56, 0.85)    -0.03 ( -0.04, -0.01)       0.0007                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.1784                                  

    <30 mL/min/1.73m^2                  5/  13 ( 38.5)         1/   7 ( 14.3)       2.69 ( 0.39,18.74)    3.75 ( 0.34,41.08)     0.24 ( -0.13,  0.61)       0.3544                                                   

    >=30 mL/min/1.73m^2               291/2944 (  9.9)       361/2943 ( 12.3)       0.81 ( 0.70, 0.93)    0.78 ( 0.67, 0.92)    -0.02 ( -0.04, -0.01)       0.0036                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.2236                                  

    <30 mg/g                           62/ 333 ( 18.6)        62/ 352 ( 17.6)       1.06 ( 0.77, 1.45)    1.07 ( 0.73, 1.58)     0.01 ( -0.05,  0.07)       0.7330                                                   

    >=30 - <=300 mg/g                 148/2016 (  7.3)       198/2011 (  9.8)       0.75 ( 0.61, 0.91)    0.73 ( 0.58, 0.91)    -0.03 ( -0.04, -0.01)       0.0046                                                   

    >300 mg/g                          82/ 592 ( 13.9)       101/ 574 ( 17.6)       0.79 ( 0.60, 1.03)    0.75 ( 0.55, 1.03)    -0.04 ( -0.08,  0.01)       0.0790                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.8671                                  

    <130 mmHg                          91/ 907 ( 10.0)       114/ 910 ( 12.5)       0.80 ( 0.62, 1.04)    0.78 ( 0.58, 1.04)    -0.02 ( -0.05,  0.00)       0.0930                                                   

    >=130 mmHg                        205/2051 ( 10.0)       248/2040 ( 12.2)       0.82 ( 0.69, 0.98)    0.80 ( 0.66, 0.98)    -0.02 ( -0.04, -0.00)       0.0276                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.6613                                  

    no                                232/2604 (  8.9)       286/2578 ( 11.1)       0.80 ( 0.68, 0.95)    0.78 ( 0.65, 0.94)    -0.02 ( -0.04, -0.01)       0.0088                                                   

    yes                                64/ 354 ( 18.1)        76/ 372 ( 20.4)       0.88 ( 0.66, 1.19)    0.86 ( 0.59, 1.24)    -0.02 ( -0.08,  0.04)       0.4225                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Renal Events                                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               76/2958 (  2.6)       105/2950 (  3.6)       0.72 ( 0.54, 0.97)    0.71 ( 0.53, 0.96)    -0.01 ( -0.02, -0.00)       0.0273                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.6613                                  

    <=65 years                         40/1690 (  2.4)        51/1660 (  3.1)       0.77 ( 0.51, 1.16)    0.76 ( 0.50, 1.16)    -0.01 ( -0.02,  0.00)       0.2093                                                   

    >65 years                          36/1268 (  2.8)        54/1290 (  4.2)       0.68 ( 0.45, 1.03)    0.67 ( 0.44, 1.03)    -0.01 ( -0.03,  0.00)       0.0646                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.7523                                  

    male                               55/2026 (  2.7)        72/1970 (  3.7)       0.74 ( 0.53, 1.05)    0.74 ( 0.51, 1.05)    -0.01 ( -0.02,  0.00)       0.0904                                                   

    female                             21/ 932 (  2.3)        33/ 980 (  3.4)       0.67 ( 0.39, 1.15)    0.66 ( 0.38, 1.15)    -0.01 ( -0.03,  0.00)       0.1417                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.1503                                  

    White                              66/2305 (  2.9)        83/2263 (  3.7)       0.78 ( 0.57, 1.07)    0.77 ( 0.56, 1.08)    -0.01 ( -0.02,  0.00)       0.1260                                                   

    Black Or African American           4/ 103 (  3.9)         6/ 116 (  5.2)       0.75 ( 0.22, 2.59)    0.74 ( 0.20, 2.70)    -0.01 ( -0.07,  0.04)       0.7527                                                   

    Asian                               6/ 440 (  1.4)         9/ 458 (  2.0)       0.69 ( 0.25, 1.93)    0.69 ( 0.24, 1.95)    -0.01 ( -0.03,  0.01)       0.4823                                                   

    Other                               0/ 110 (  0.0)         7/ 113 (  6.2)       0.07 ( 0.00, 1.18)    0.06 ( 0.00, 1.14)    -0.06 ( -0.11, -0.02)       0.0142                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5510                                  

    North America                      47/ 997 (  4.7)        57/ 998 (  5.7)       0.83 ( 0.57, 1.20)    0.82 ( 0.55, 1.21)    -0.01 ( -0.03,  0.01)       0.3165                                                   

    Latin America                       2/ 361 (  0.6)         3/ 322 (  0.9)       0.59 ( 0.10, 3.54)    0.59 ( 0.10, 3.57)    -0.00 ( -0.02,  0.01)       0.6707                                                   

    Asia/Pacific                       11/ 404 (  2.7)        13/ 422 (  3.1)       0.88 ( 0.40, 1.95)    0.88 ( 0.39, 1.99)    -0.00 ( -0.03,  0.02)       0.7597                                                   

    Europe                             16/1196 (  1.3)        32/1208 (  2.6)       0.51 ( 0.28, 0.92)    0.50 ( 0.27, 0.91)    -0.01 ( -0.03, -0.00)       0.0216                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.1482                                  

    <45 mL/min/1.73m^2                  3/  92 (  3.3)        10/  95 ( 10.5)       0.31 ( 0.09, 1.09)    0.29 ( 0.08, 1.08)    -0.07 ( -0.16,  0.01)       0.0514                                                   

    >=45 mL/min/1.73m^2                73/2865 (  2.5)        95/2855 (  3.3)       0.77 ( 0.57, 1.03)    0.76 ( 0.56, 1.04)    -0.01 ( -0.02,  0.00)       0.0809                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.1941                                  

    <60 mL/min/1.73m^2                 32/ 604 (  5.3)        37/ 658 (  5.6)       0.94 ( 0.59, 1.49)    0.94 ( 0.58, 1.53)    -0.00 ( -0.03,  0.02)       0.7998                                                   

    >=60 mL/min/1.73m^2                44/2353 (  1.9)        68/2292 (  3.0)       0.63 ( 0.43, 0.92)    0.62 ( 0.42, 0.91)    -0.01 ( -0.02, -0.00)       0.0148                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                76/2944 (  2.6)       105/2943 (  3.6)       0.72 ( 0.54, 0.97)    0.72 ( 0.53, 0.97)    -0.01 ( -0.02, -0.00)       0.0284                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.7335                                  

    <30 mg/g                           13/ 333 (  3.9)        15/ 352 (  4.3)       0.92 ( 0.44, 1.90)    0.91 ( 0.43, 1.95)    -0.00 ( -0.04,  0.03)       0.8134                                                   

    >=30 - <=300 mg/g                  36/2016 (  1.8)        53/2011 (  2.6)       0.68 ( 0.45, 1.03)    0.67 ( 0.44, 1.03)    -0.01 ( -0.02,  0.00)       0.0667                                                   

    >300 mg/g                          25/ 592 (  4.2)        37/ 574 (  6.4)       0.66 ( 0.40, 1.07)    0.64 ( 0.38, 1.08)    -0.02 ( -0.05,  0.00)       0.0909                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.3766                                  

    <130 mmHg                          30/ 907 (  3.3)        35/ 910 (  3.8)       0.86 ( 0.53, 1.39)    0.86 ( 0.52, 1.41)    -0.01 ( -0.02,  0.01)       0.5367                                                   

    >=130 mmHg                         46/2051 (  2.2)        70/2040 (  3.4)       0.65 ( 0.45, 0.94)    0.65 ( 0.44, 0.94)    -0.01 ( -0.02, -0.00)       0.0220                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.6815                                  

    no                                 57/2604 (  2.2)        75/2578 (  2.9)       0.75 ( 0.54, 1.06)    0.75 ( 0.53, 1.06)    -0.01 ( -0.02,  0.00)       0.0999                                                   

    yes                                19/ 354 (  5.4)        30/ 372 (  8.1)       0.67 ( 0.38, 1.16)    0.65 ( 0.36, 1.17)    -0.03 ( -0.07,  0.01)       0.1479                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Renal Events                                                                                                                      

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               60/2958 (  2.0)        62/2950 (  2.1)       0.97 ( 0.68, 1.37)    0.96 ( 0.67, 1.38)    -0.00 ( -0.01,  0.01)       0.8430                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2339                                  

    <=65 years                         28/1690 (  1.7)        35/1660 (  2.1)       0.79 ( 0.48, 1.29)    0.78 ( 0.47, 1.29)    -0.00 ( -0.01,  0.01)       0.3361                                                   

    >65 years                          32/1268 (  2.5)        27/1290 (  2.1)       1.21 ( 0.73, 2.00)    1.21 ( 0.72, 2.03)     0.00 ( -0.01,  0.02)       0.4683                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.3582                                  

    male                               40/2026 (  2.0)        45/1970 (  2.3)       0.86 ( 0.57, 1.32)    0.86 ( 0.56, 1.33)    -0.00 ( -0.01,  0.01)       0.4973                                                   

    female                             20/ 932 (  2.1)        17/ 980 (  1.7)       1.24 ( 0.65, 2.35)    1.24 ( 0.65, 2.39)     0.00 ( -0.01,  0.02)       0.5142                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.2175                                  

    White                              52/2305 (  2.3)        54/2263 (  2.4)       0.95 ( 0.65, 1.38)    0.94 ( 0.64, 1.39)    -0.00 ( -0.01,  0.01)       0.7700                                                   

    Black Or African American           3/ 103 (  2.9)         3/ 116 (  2.6)       1.13 ( 0.23, 5.46)    1.13 ( 0.22, 5.73)     0.00 ( -0.04,  0.05)       1.0000                                                   

    Asian                               5/ 440 (  1.1)         2/ 458 (  0.4)       2.60 ( 0.51,13.34)    2.62 ( 0.51,13.58)     0.01 ( -0.00,  0.02)       0.2781                                                   

    Other                               0/ 110 (  0.0)         3/ 113 (  2.7)       0.15 ( 0.01, 2.81)    0.14 ( 0.01, 2.80)    -0.03 ( -0.06,  0.00)       0.2468                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5034                                  

    North America                      39/ 997 (  3.9)        33/ 998 (  3.3)       1.18 ( 0.75, 1.86)    1.19 ( 0.74, 1.91)     0.01 ( -0.01,  0.02)       0.4688                                                   

    Latin America                       2/ 361 (  0.6)         2/ 322 (  0.6)       0.89 ( 0.13, 6.30)    0.89 ( 0.12, 6.36)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    Asia/Pacific                        6/ 404 (  1.5)         6/ 422 (  1.4)       1.04 ( 0.34, 3.21)    1.05 ( 0.33, 3.27)     0.00 ( -0.02,  0.02)       0.9394                                                   

    Europe                             13/1196 (  1.1)        21/1208 (  1.7)       0.63 ( 0.31, 1.24)    0.62 ( 0.31, 1.25)    -0.01 ( -0.02,  0.00)       0.1763                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.1636                                  

    <45 mL/min/1.73m^2                  4/  92 (  4.3)         9/  95 (  9.5)       0.46 ( 0.15, 1.44)    0.43 ( 0.13, 1.46)    -0.05 ( -0.14,  0.03)       0.1694                                                   

    >=45 mL/min/1.73m^2                56/2865 (  2.0)        53/2855 (  1.9)       1.05 ( 0.73, 1.53)    1.05 ( 0.72, 1.54)     0.00 ( -0.01,  0.01)       0.7859                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.1594                                  

    <60 mL/min/1.73m^2                 31/ 604 (  5.1)        26/ 658 (  4.0)       1.30 ( 0.78, 2.16)    1.32 ( 0.77, 2.24)     0.01 ( -0.01,  0.04)       0.3130                                                   

    >=60 mL/min/1.73m^2                29/2353 (  1.2)        36/2292 (  1.6)       0.78 ( 0.48, 1.28)    0.78 ( 0.48, 1.28)    -0.00 ( -0.01,  0.00)       0.3266                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                60/2944 (  2.0)        62/2943 (  2.1)       0.97 ( 0.68, 1.37)    0.97 ( 0.68, 1.38)    -0.00 ( -0.01,  0.01)       0.8533                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.2889                                  

    <30 mg/g                           12/ 333 (  3.6)         7/ 352 (  2.0)       1.81 ( 0.72, 4.55)    1.84 ( 0.72, 4.74)     0.02 ( -0.01,  0.05)       0.1986                                                   

    >=30 - <=300 mg/g                  26/2016 (  1.3)        31/2011 (  1.5)       0.84 ( 0.50, 1.40)    0.83 ( 0.49, 1.41)    -0.00 ( -0.01,  0.01)       0.4988                                                   

    >300 mg/g                          20/ 592 (  3.4)        24/ 574 (  4.2)       0.81 ( 0.45, 1.45)    0.80 ( 0.44, 1.47)    -0.01 ( -0.03,  0.02)       0.4722                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.6843                                  

    <130 mmHg                          21/ 907 (  2.3)        24/ 910 (  2.6)       0.88 ( 0.49, 1.57)    0.88 ( 0.48, 1.58)    -0.00 ( -0.02,  0.01)       0.6588                                                   

    >=130 mmHg                         39/2051 (  1.9)        38/2040 (  1.9)       1.02 ( 0.66, 1.59)    1.02 ( 0.65, 1.60)     0.00 ( -0.01,  0.01)       0.9273                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.2734                                  

    no                                 42/2604 (  1.6)        48/2578 (  1.9)       0.87 ( 0.57, 1.31)    0.86 ( 0.57, 1.31)    -0.00 ( -0.01,  0.00)       0.4927                                                   

    yes                                18/ 354 (  5.1)        14/ 372 (  3.8)       1.35 ( 0.68, 2.68)    1.37 ( 0.67, 2.80)     0.01 ( -0.02,  0.05)       0.3863                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Renal Events                                                                                                                  

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              256/2958 (  8.7)       326/2950 ( 11.1)       0.78 ( 0.67, 0.91)    0.76 ( 0.64, 0.91)    -0.02 ( -0.04, -0.01)       0.0020                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2939                                  

    <=65 years                        111/1690 (  6.6)       153/1660 (  9.2)       0.71 ( 0.56, 0.90)    0.69 ( 0.54, 0.89)    -0.03 ( -0.05, -0.01)       0.0044                                                   

    >65 years                         145/1268 ( 11.4)       173/1290 ( 13.4)       0.85 ( 0.69, 1.05)    0.83 ( 0.66, 1.06)    -0.02 ( -0.05,  0.01)       0.1301                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1802                                  

    male                              183/2026 (  9.0)       243/1970 ( 12.3)       0.73 ( 0.61, 0.88)    0.71 ( 0.58, 0.86)    -0.03 ( -0.05, -0.01)       0.0007                                                   

    female                             73/ 932 (  7.8)        83/ 980 (  8.5)       0.92 ( 0.68, 1.25)    0.92 ( 0.66, 1.28)    -0.01 ( -0.03,  0.02)       0.6113                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.9402                                  

    White                             219/2305 (  9.5)       271/2263 ( 12.0)       0.79 ( 0.67, 0.94)    0.77 ( 0.64, 0.93)    -0.02 ( -0.04, -0.01)       0.0069                                                   

    Black Or African American           9/ 103 (  8.7)        16/ 116 ( 13.8)       0.63 ( 0.29, 1.37)    0.60 ( 0.25, 1.42)    -0.05 ( -0.14,  0.04)       0.2414                                                   

    Asian                              20/ 440 (  4.5)        29/ 458 (  6.3)       0.72 ( 0.41, 1.25)    0.70 ( 0.39, 1.26)    -0.02 ( -0.05,  0.01)       0.2390                                                   

    Other                               8/ 110 (  7.3)        10/ 113 (  8.8)       0.82 ( 0.34, 2.00)    0.81 ( 0.31, 2.13)    -0.02 ( -0.10,  0.07)       0.6663                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.9194                                  

    North America                     123/ 997 ( 12.3)       151/ 998 ( 15.1)       0.82 ( 0.65, 1.02)    0.79 ( 0.61, 1.02)    -0.03 ( -0.06,  0.00)       0.0700                                                   

    Latin America                      15/ 361 (  4.2)        21/ 322 (  6.5)       0.64 ( 0.33, 1.21)    0.62 ( 0.31, 1.23)    -0.02 ( -0.06,  0.01)       0.1674                                                   

    Asia/Pacific                       23/ 404 (  5.7)        29/ 422 (  6.9)       0.83 ( 0.49, 1.41)    0.82 ( 0.46, 1.44)    -0.01 ( -0.05,  0.02)       0.4858                                                   

    Europe                             95/1196 (  7.9)       125/1208 ( 10.3)       0.77 ( 0.60, 0.99)    0.75 ( 0.57, 0.99)    -0.02 ( -0.05, -0.00)       0.0410                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.9257                                  

    <45 mL/min/1.73m^2                 26/  92 ( 28.3)        33/  95 ( 34.7)       0.81 ( 0.53, 1.25)    0.74 ( 0.40, 1.38)    -0.06 ( -0.20,  0.08)       0.3420                                                   

    >=45 mL/min/1.73m^2               230/2865 (  8.0)       293/2855 ( 10.3)       0.78 ( 0.66, 0.92)    0.76 ( 0.64, 0.91)    -0.02 ( -0.04, -0.01)       0.0034                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.0415                                  

    <60 mL/min/1.73m^2                121/ 604 ( 20.0)       135/ 658 ( 20.5)       0.98 ( 0.78, 1.22)    0.97 ( 0.74, 1.28)    -0.00 ( -0.05,  0.04)       0.8311                                                   

    >=60 mL/min/1.73m^2               135/2353 (  5.7)       191/2292 (  8.3)       0.69 ( 0.56, 0.85)    0.67 ( 0.53, 0.84)    -0.03 ( -0.04, -0.01)       0.0005                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.1656                                  

    <30 mL/min/1.73m^2                  5/  13 ( 38.5)         1/   7 ( 14.3)       2.69 ( 0.39,18.74)    3.75 ( 0.34,41.08)     0.24 ( -0.13,  0.61)       0.3544                                                   

    >=30 mL/min/1.73m^2               251/2944 (  8.5)       325/2943 ( 11.0)       0.77 ( 0.66, 0.90)    0.75 ( 0.63, 0.89)    -0.03 ( -0.04, -0.01)       0.0012                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.4337                                  

    <30 mg/g                           54/ 333 ( 16.2)        59/ 352 ( 16.8)       0.97 ( 0.69, 1.36)    0.96 ( 0.64, 1.44)    -0.01 ( -0.06,  0.05)       0.8477                                                   

    >=30 - <=300 mg/g                 130/2016 (  6.4)       177/2011 (  8.8)       0.73 ( 0.59, 0.91)    0.71 ( 0.56, 0.90)    -0.02 ( -0.04, -0.01)       0.0049                                                   

    >300 mg/g                          69/ 592 ( 11.7)        89/ 574 ( 15.5)       0.75 ( 0.56, 1.01)    0.72 ( 0.51, 1.01)    -0.04 ( -0.08,  0.00)       0.0549                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.6578                                  

    <130 mmHg                          79/ 907 (  8.7)        96/ 910 ( 10.5)       0.83 ( 0.62, 1.10)    0.81 ( 0.59, 1.11)    -0.02 ( -0.05,  0.01)       0.1840                                                   

    >=130 mmHg                        177/2051 (  8.6)       230/2040 ( 11.3)       0.77 ( 0.64, 0.92)    0.74 ( 0.60, 0.91)    -0.03 ( -0.05, -0.01)       0.0047                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.8474                                  

    no                                205/2604 (  7.9)       257/2578 ( 10.0)       0.79 ( 0.66, 0.94)    0.77 ( 0.64, 0.94)    -0.02 ( -0.04, -0.01)       0.0081                                                   

    yes                                51/ 354 ( 14.4)        69/ 372 ( 18.5)       0.78 ( 0.56, 1.08)    0.74 ( 0.50, 1.10)    -0.04 ( -0.10,  0.01)       0.1334                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Fractures                                                                                                                                

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              177/2958 (  6.0)       171/2950 (  5.8)       1.03 ( 0.84, 1.27)    1.03 ( 0.83, 1.28)     0.00 ( -0.01,  0.01)       0.7600                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.6948                                  

    <=65 years                         88/1690 (  5.2)        80/1660 (  4.8)       1.08 ( 0.80, 1.45)    1.08 ( 0.80, 1.48)     0.00 ( -0.01,  0.02)       0.6072                                                   

    >65 years                          89/1268 (  7.0)        91/1290 (  7.1)       0.99 ( 0.75, 1.32)    0.99 ( 0.73, 1.35)    -0.00 ( -0.02,  0.02)       0.9721                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.9779                                  

    male                              100/2026 (  4.9)        93/1970 (  4.7)       1.05 ( 0.79, 1.38)    1.05 ( 0.78, 1.40)     0.00 ( -0.01,  0.02)       0.7513                                                   

    female                             77/ 932 (  8.3)        78/ 980 (  8.0)       1.04 ( 0.77, 1.40)    1.04 ( 0.75, 1.45)     0.00 ( -0.02,  0.03)       0.8086                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.4765                                  

    White                             142/2305 (  6.2)       128/2263 (  5.7)       1.09 ( 0.86, 1.37)    1.10 ( 0.86, 1.40)     0.01 ( -0.01,  0.02)       0.4699                                                   

    Black Or African American           3/ 103 (  2.9)         7/ 116 (  6.0)       0.48 ( 0.13, 1.82)    0.47 ( 0.12, 1.86)    -0.03 ( -0.09,  0.02)       0.3412                                                   

    Asian                              24/ 440 (  5.5)        30/ 458 (  6.6)       0.83 ( 0.49, 1.40)    0.82 ( 0.47, 1.43)    -0.01 ( -0.04,  0.02)       0.4902                                                   

    Other                               8/ 110 (  7.3)         6/ 113 (  5.3)       1.37 ( 0.49, 3.82)    1.40 ( 0.47, 4.17)     0.02 ( -0.05,  0.10)       0.5466                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.6894                                  

    North America                      65/ 997 (  6.5)        67/ 998 (  6.7)       0.97 ( 0.70, 1.35)    0.97 ( 0.68, 1.38)    -0.00 ( -0.02,  0.02)       0.8618                                                   

    Latin America                      14/ 361 (  3.9)        13/ 322 (  4.0)       0.96 ( 0.46, 2.01)    0.96 ( 0.44, 2.07)    -0.00 ( -0.04,  0.03)       0.9152                                                   

    Asia/Pacific                       24/ 404 (  5.9)        29/ 422 (  6.9)       0.86 ( 0.51, 1.46)    0.86 ( 0.49, 1.50)    -0.01 ( -0.05,  0.03)       0.5852                                                   

    Europe                             74/1196 (  6.2)        62/1208 (  5.1)       1.21 ( 0.87, 1.67)    1.22 ( 0.86, 1.73)     0.01 ( -0.01,  0.03)       0.2631                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.5921                                  

    <45 mL/min/1.73m^2                  9/  92 (  9.8)         7/  95 (  7.4)       1.33 ( 0.52, 3.42)    1.36 ( 0.49, 3.83)     0.02 ( -0.07,  0.12)       0.5562                                                   

    >=45 mL/min/1.73m^2               168/2865 (  5.9)       164/2855 (  5.7)       1.02 ( 0.83, 1.26)    1.02 ( 0.82, 1.28)     0.00 ( -0.01,  0.01)       0.8467                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.8909                                  

    <60 mL/min/1.73m^2                 38/ 604 (  6.3)        39/ 658 (  5.9)       1.06 ( 0.69, 1.64)    1.07 ( 0.67, 1.69)     0.00 ( -0.02,  0.03)       0.7871                                                   

    >=60 mL/min/1.73m^2               139/2353 (  5.9)       132/2292 (  5.8)       1.03 ( 0.81, 1.29)    1.03 ( 0.80, 1.31)     0.00 ( -0.01,  0.02)       0.8295                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.1548                                  

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         1/   7 ( 14.3)       0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)       0.3500                                                   

    >=30 mL/min/1.73m^2               177/2944 (  6.0)       170/2943 (  5.8)       1.04 ( 0.85, 1.28)    1.04 ( 0.84, 1.30)     0.00 ( -0.01,  0.01)       0.7009                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.9304                                  

    <30 mg/g                           20/ 333 (  6.0)        21/ 352 (  6.0)       1.01 ( 0.56, 1.82)    1.01 ( 0.54, 1.89)     0.00 ( -0.04,  0.04)       0.9824                                                   

    >=30 - <=300 mg/g                 119/2016 (  5.9)       114/2011 (  5.7)       1.04 ( 0.81, 1.34)    1.04 ( 0.80, 1.36)     0.00 ( -0.01,  0.02)       0.7506                                                   

    >300 mg/g                          35/ 592 (  5.9)        36/ 574 (  6.3)       0.94 ( 0.60, 1.48)    0.94 ( 0.58, 1.52)    -0.00 ( -0.03,  0.03)       0.7975                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0780                                  

    <130 mmHg                          43/ 907 (  4.7)        56/ 910 (  6.2)       0.77 ( 0.52, 1.13)    0.76 ( 0.50, 1.14)    -0.01 ( -0.04,  0.01)       0.1847                                                   

    >=130 mmHg                        134/2051 (  6.5)       115/2040 (  5.6)       1.16 ( 0.91, 1.48)    1.17 ( 0.90, 1.51)     0.01 ( -0.01,  0.02)       0.2307                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.5756                                  

    no                                153/2604 (  5.9)       150/2578 (  5.8)       1.01 ( 0.81, 1.26)    1.01 ( 0.80, 1.27)     0.00 ( -0.01,  0.01)       0.9302                                                   

    yes                                24/ 354 (  6.8)        21/ 372 (  5.6)       1.20 ( 0.68, 2.12)    1.22 ( 0.66, 2.23)     0.01 ( -0.03,  0.05)       0.5266                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Fractures                                                                                                                        

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               74/2958 (  2.5)        63/2950 (  2.1)       1.17 ( 0.84, 1.63)    1.18 ( 0.84, 1.65)     0.00 ( -0.00,  0.01)       0.3499                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.7391                                  

    <=65 years                         35/1690 (  2.1)        31/1660 (  1.9)       1.11 ( 0.69, 1.79)    1.11 ( 0.68, 1.81)     0.00 ( -0.01,  0.01)       0.6717                                                   

    >65 years                          39/1268 (  3.1)        32/1290 (  2.5)       1.24 ( 0.78, 1.97)    1.25 ( 0.78, 2.00)     0.01 ( -0.01,  0.02)       0.3597                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.4280                                  

    male                               40/2026 (  2.0)        37/1970 (  1.9)       1.05 ( 0.68, 1.64)    1.05 ( 0.67, 1.65)     0.00 ( -0.01,  0.01)       0.8251                                                   

    female                             34/ 932 (  3.6)        26/ 980 (  2.7)       1.38 ( 0.83, 2.27)    1.39 ( 0.83, 2.33)     0.01 ( -0.01,  0.03)       0.2124                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.3191                                  

    White                              54/2305 (  2.3)        49/2263 (  2.2)       1.08 ( 0.74, 1.59)    1.08 ( 0.73, 1.60)     0.00 ( -0.01,  0.01)       0.6863                                                   

    Black Or African American           0/ 103 (  0.0)         2/ 116 (  1.7)       0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)       0.4995                                                   

    Asian                              16/ 440 (  3.6)        10/ 458 (  2.2)       1.67 ( 0.76, 3.63)    1.69 ( 0.76, 3.77)     0.01 ( -0.01,  0.04)       0.1945                                                   

    Other                               4/ 110 (  3.6)         2/ 113 (  1.8)       2.05 ( 0.38,10.99)    2.09 ( 0.38,11.67)     0.02 ( -0.02,  0.06)       0.4415                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.0899                                  

    North America                      17/ 997 (  1.7)        23/ 998 (  2.3)       0.74 ( 0.40, 1.38)    0.74 ( 0.39, 1.39)    -0.01 ( -0.02,  0.01)       0.3396                                                   

    Latin America                       3/ 361 (  0.8)         6/ 322 (  1.9)       0.45 ( 0.11, 1.77)    0.44 ( 0.11, 1.78)    -0.01 ( -0.03,  0.01)       0.3191                                                   

    Asia/Pacific                       16/ 404 (  4.0)        10/ 422 (  2.4)       1.67 ( 0.77, 3.64)    1.70 ( 0.76, 3.79)     0.02 ( -0.01,  0.04)       0.1908                                                   

    Europe                             38/1196 (  3.2)        24/1208 (  2.0)       1.60 ( 0.97, 2.65)    1.62 ( 0.96, 2.72)     0.01 ( -0.00,  0.03)       0.0656                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.5751                                  

    <45 mL/min/1.73m^2                  5/  92 (  5.4)         3/  95 (  3.2)       1.72 ( 0.42, 7.00)    1.76 ( 0.41, 7.60)     0.02 ( -0.04,  0.08)       0.4925                                                   

    >=45 mL/min/1.73m^2                69/2865 (  2.4)        60/2855 (  2.1)       1.15 ( 0.81, 1.61)    1.15 ( 0.81, 1.63)     0.00 ( -0.00,  0.01)       0.4346                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.0235                                  

    <60 mL/min/1.73m^2                 18/ 604 (  3.0)         7/ 658 (  1.1)       2.80 ( 1.18, 6.66)    2.86 ( 1.18, 6.89)     0.02 (  0.00,  0.04)       0.0147                                                   

    >=60 mL/min/1.73m^2                56/2353 (  2.4)        56/2292 (  2.4)       0.97 ( 0.68, 1.40)    0.97 ( 0.67, 1.42)    -0.00 ( -0.01,  0.01)       0.8881                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.1307                                  

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         1/   7 ( 14.3)       0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)       0.3500                                                   

    >=30 mL/min/1.73m^2                74/2944 (  2.5)        62/2943 (  2.1)       1.19 ( 0.85, 1.67)    1.20 ( 0.85, 1.69)     0.00 ( -0.00,  0.01)       0.2988                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.0832                                  

    <30 mg/g                            7/ 333 (  2.1)         3/ 352 (  0.9)       2.47 ( 0.64, 9.46)    2.50 ( 0.64, 9.74)     0.01 ( -0.01,  0.03)       0.2120                                                   

    >=30 - <=300 mg/g                  56/2016 (  2.8)        43/2011 (  2.1)       1.30 ( 0.88, 1.92)    1.31 ( 0.87, 1.96)     0.01 ( -0.00,  0.02)       0.1901                                                   

    >300 mg/g                          10/ 592 (  1.7)        17/ 574 (  3.0)       0.57 ( 0.26, 1.24)    0.56 ( 0.26, 1.24)    -0.01 ( -0.03,  0.01)       0.1488                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.4510                                  

    <130 mmHg                          18/ 907 (  2.0)        19/ 910 (  2.1)       0.95 ( 0.50, 1.80)    0.95 ( 0.50, 1.82)    -0.00 ( -0.02,  0.01)       0.8761                                                   

    >=130 mmHg                         56/2051 (  2.7)        44/2040 (  2.2)       1.27 ( 0.86, 1.87)    1.27 ( 0.85, 1.90)     0.01 ( -0.00,  0.02)       0.2350                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.7884                                  

    no                                 64/2604 (  2.5)        53/2578 (  2.1)       1.20 ( 0.83, 1.71)    1.20 ( 0.83, 1.73)     0.00 ( -0.00,  0.01)       0.3302                                                   

    yes                                10/ 354 (  2.8)        10/ 372 (  2.7)       1.05 ( 0.44, 2.49)    1.05 ( 0.43, 2.56)     0.00 ( -0.03,  0.03)       0.9105                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Fractures                                                                                                                         

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               36/2958 (  1.2)        37/2950 (  1.3)       0.97 ( 0.62, 1.53)    0.97 ( 0.61, 1.54)    -0.00 ( -0.01,  0.01)       0.8970                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3273                                  

    <=65 years                         19/1690 (  1.1)        15/1660 (  0.9)       1.24 ( 0.63, 2.44)    1.25 ( 0.63, 2.46)     0.00 ( -0.01,  0.01)       0.5242                                                   

    >65 years                          17/1268 (  1.3)        22/1290 (  1.7)       0.79 ( 0.42, 1.47)    0.78 ( 0.41, 1.48)    -0.00 ( -0.01,  0.01)       0.4517                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.2540                                  

    male                               22/2026 (  1.1)        17/1970 (  0.9)       1.26 ( 0.67, 2.36)    1.26 ( 0.67, 2.38)     0.00 ( -0.00,  0.01)       0.4736                                                   

    female                             14/ 932 (  1.5)        20/ 980 (  2.0)       0.74 ( 0.37, 1.45)    0.73 ( 0.37, 1.46)    -0.01 ( -0.02,  0.01)       0.3731                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.7604                                  

    White                              28/2305 (  1.2)        28/2263 (  1.2)       0.98 ( 0.58, 1.65)    0.98 ( 0.58, 1.66)    -0.00 ( -0.01,  0.01)       0.9448                                                   

    Black Or African American           0/ 103 (  0.0)         1/ 116 (  0.9)       0.38 ( 0.02, 9.11)    0.37 ( 0.01, 9.23)    -0.01 ( -0.03,  0.01)       1.0000                                                   

    Asian                               5/ 440 (  1.1)         6/ 458 (  1.3)       0.87 ( 0.27, 2.82)    0.87 ( 0.26, 2.86)    -0.00 ( -0.02,  0.02)       0.8131                                                   

    Other                               3/ 110 (  2.7)         2/ 113 (  1.8)       1.54 ( 0.26, 9.04)    1.56 ( 0.25, 9.50)     0.01 ( -0.03,  0.05)       0.6805                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.1322                                  

    North America                      10/ 997 (  1.0)        19/ 998 (  1.9)       0.53 ( 0.25, 1.13)    0.52 ( 0.24, 1.13)    -0.01 ( -0.02,  0.00)       0.0929                                                   

    Latin America                       4/ 361 (  1.1)         5/ 322 (  1.6)       0.71 ( 0.19, 2.63)    0.71 ( 0.19, 2.67)    -0.00 ( -0.02,  0.01)       0.7416                                                   

    Asia/Pacific                        4/ 404 (  1.0)         2/ 422 (  0.5)       2.09 ( 0.38,11.34)    2.10 ( 0.38,11.53)     0.01 ( -0.01,  0.02)       0.4420                                                   

    Europe                             18/1196 (  1.5)        11/1208 (  0.9)       1.65 ( 0.78, 3.48)    1.66 ( 0.78, 3.54)     0.01 ( -0.00,  0.02)       0.1820                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.5161                                  

    <45 mL/min/1.73m^2                  2/  92 (  2.2)         1/  95 (  1.1)       2.07 ( 0.19,22.39)    2.09 ( 0.19,23.44)     0.01 ( -0.02,  0.05)       0.6170                                                   

    >=45 mL/min/1.73m^2                34/2865 (  1.2)        36/2855 (  1.3)       0.94 ( 0.59, 1.50)    0.94 ( 0.59, 1.51)    -0.00 ( -0.01,  0.01)       0.7986                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.0486                                  

    <60 mL/min/1.73m^2                 11/ 604 (  1.8)         5/ 658 (  0.8)       2.40 ( 0.84, 6.86)    2.42 ( 0.84, 7.01)     0.01 ( -0.00,  0.03)       0.0924                                                   

    >=60 mL/min/1.73m^2                25/2353 (  1.1)        32/2292 (  1.4)       0.76 ( 0.45, 1.28)    0.76 ( 0.45, 1.28)    -0.00 ( -0.01,  0.00)       0.3018                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                36/2944 (  1.2)        37/2943 (  1.3)       0.97 ( 0.62, 1.53)    0.97 ( 0.61, 1.54)    -0.00 ( -0.01,  0.01)       0.9051                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.3853                                  

    <30 mg/g                            5/ 333 (  1.5)         2/ 352 (  0.6)       2.64 ( 0.52,13.53)    2.67 ( 0.51,13.85)     0.01 ( -0.01,  0.02)       0.2743                                                   

    >=30 - <=300 mg/g                  22/2016 (  1.1)        25/2011 (  1.2)       0.88 ( 0.50, 1.55)    0.88 ( 0.49, 1.56)    -0.00 ( -0.01,  0.01)       0.6537                                                   

    >300 mg/g                           8/ 592 (  1.4)        10/ 574 (  1.7)       0.78 ( 0.31, 1.95)    0.77 ( 0.30, 1.97)    -0.00 ( -0.02,  0.01)       0.5886                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.5207                                  

    <130 mmHg                          11/ 907 (  1.2)        14/ 910 (  1.5)       0.79 ( 0.36, 1.73)    0.79 ( 0.35, 1.74)    -0.00 ( -0.02,  0.01)       0.5514                                                   

    >=130 mmHg                         25/2051 (  1.2)        23/2040 (  1.1)       1.08 ( 0.62, 1.90)    1.08 ( 0.61, 1.91)     0.00 ( -0.01,  0.01)       0.7859                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.4591                                  

    no                                 27/2604 (  1.0)        30/2578 (  1.2)       0.89 ( 0.53, 1.49)    0.89 ( 0.53, 1.50)    -0.00 ( -0.01,  0.00)       0.6617                                                   

    yes                                 9/ 354 (  2.5)         7/ 372 (  1.9)       1.35 ( 0.51, 3.59)    1.36 ( 0.50, 3.69)     0.01 ( -0.02,  0.03)       0.5447                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Fractures                                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              148/2958 (  5.0)       143/2950 (  4.8)       1.03 ( 0.82, 1.29)    1.03 ( 0.82, 1.31)     0.00 ( -0.01,  0.01)       0.7819                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.8743                                  

    <=65 years                         72/1690 (  4.3)        67/1660 (  4.0)       1.06 ( 0.76, 1.46)    1.06 ( 0.75, 1.49)     0.00 ( -0.01,  0.02)       0.7450                                                   

    >65 years                          76/1268 (  6.0)        76/1290 (  5.9)       1.02 ( 0.75, 1.38)    1.02 ( 0.73, 1.41)     0.00 ( -0.02,  0.02)       0.9130                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.8427                                  

    male                               83/2026 (  4.1)        79/1970 (  4.0)       1.02 ( 0.76, 1.38)    1.02 ( 0.75, 1.40)     0.00 ( -0.01,  0.01)       0.8897                                                   

    female                             65/ 932 (  7.0)        64/ 980 (  6.5)       1.07 ( 0.77, 1.49)    1.07 ( 0.75, 1.53)     0.00 ( -0.02,  0.03)       0.6992                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.6537                                  

    White                             120/2305 (  5.2)       108/2263 (  4.8)       1.09 ( 0.85, 1.41)    1.10 ( 0.84, 1.43)     0.00 ( -0.01,  0.02)       0.5010                                                   

    Black Or African American           3/ 103 (  2.9)         6/ 116 (  5.2)       0.56 ( 0.14, 2.19)    0.55 ( 0.13, 2.26)    -0.02 ( -0.07,  0.03)       0.5058                                                   

    Asian                              20/ 440 (  4.5)        25/ 458 (  5.5)       0.83 ( 0.47, 1.48)    0.82 ( 0.45, 1.51)    -0.01 ( -0.04,  0.02)       0.5309                                                   

    Other                               5/ 110 (  4.5)         4/ 113 (  3.5)       1.28 ( 0.35, 4.66)    1.30 ( 0.34, 4.96)     0.01 ( -0.04,  0.06)       0.7461                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.7837                                  

    North America                      57/ 997 (  5.7)        55/ 998 (  5.5)       1.04 ( 0.72, 1.49)    1.04 ( 0.71, 1.52)     0.00 ( -0.02,  0.02)       0.8415                                                   

    Latin America                      11/ 361 (  3.0)         8/ 322 (  2.5)       1.23 ( 0.50, 3.01)    1.23 ( 0.49, 3.11)     0.01 ( -0.02,  0.03)       0.6556                                                   

    Asia/Pacific                       21/ 404 (  5.2)        27/ 422 (  6.4)       0.81 ( 0.47, 1.41)    0.80 ( 0.45, 1.44)    -0.01 ( -0.05,  0.02)       0.4614                                                   

    Europe                             59/1196 (  4.9)        53/1208 (  4.4)       1.12 ( 0.78, 1.62)    1.13 ( 0.77, 1.65)     0.01 ( -0.01,  0.02)       0.5257                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.9994                                  

    <45 mL/min/1.73m^2                  7/  92 (  7.6)         7/  95 (  7.4)       1.03 ( 0.38, 2.83)    1.04 ( 0.35, 3.08)     0.00 ( -0.09,  0.09)       0.9504                                                   

    >=45 mL/min/1.73m^2               141/2865 (  4.9)       136/2855 (  4.8)       1.03 ( 0.82, 1.30)    1.03 ( 0.81, 1.32)     0.00 ( -0.01,  0.01)       0.7809                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.5387                                  

    <60 mL/min/1.73m^2                 30/ 604 (  5.0)        36/ 658 (  5.5)       0.91 ( 0.57, 1.46)    0.90 ( 0.55, 1.49)    -0.01 ( -0.03,  0.02)       0.6878                                                   

    >=60 mL/min/1.73m^2               118/2353 (  5.0)       107/2292 (  4.7)       1.07 ( 0.83, 1.39)    1.08 ( 0.82, 1.41)     0.00 ( -0.01,  0.02)       0.5824                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.1549                                  

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         1/   7 ( 14.3)       0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)       0.3500                                                   

    >=30 mL/min/1.73m^2               148/2944 (  5.0)       142/2943 (  4.8)       1.04 ( 0.83, 1.30)    1.04 ( 0.82, 1.32)     0.00 ( -0.01,  0.01)       0.7201                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.8859                                  

    <30 mg/g                           17/ 333 (  5.1)        19/ 352 (  5.4)       0.95 ( 0.50, 1.79)    0.94 ( 0.48, 1.85)    -0.00 ( -0.04,  0.03)       0.8639                                                   

    >=30 - <=300 mg/g                 101/2016 (  5.0)        95/2011 (  4.7)       1.06 ( 0.81, 1.39)    1.06 ( 0.80, 1.42)     0.00 ( -0.01,  0.02)       0.6734                                                   

    >300 mg/g                          28/ 592 (  4.7)        29/ 574 (  5.1)       0.94 ( 0.56, 1.55)    0.93 ( 0.55, 1.59)    -0.00 ( -0.03,  0.02)       0.7985                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.1038                                  

    <130 mmHg                          35/ 907 (  3.9)        46/ 910 (  5.1)       0.76 ( 0.50, 1.17)    0.75 ( 0.48, 1.18)    -0.01 ( -0.03,  0.01)       0.2169                                                   

    >=130 mmHg                        113/2051 (  5.5)        97/2040 (  4.8)       1.16 ( 0.89, 1.51)    1.17 ( 0.88, 1.54)     0.01 ( -0.01,  0.02)       0.2742                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.6659                                  

    no                                130/2604 (  5.0)       127/2578 (  4.9)       1.01 ( 0.80, 1.29)    1.01 ( 0.79, 1.30)     0.00 ( -0.01,  0.01)       0.9129                                                   

    yes                                18/ 354 (  5.1)        16/ 372 (  4.3)       1.18 ( 0.61, 2.28)    1.19 ( 0.60, 2.38)     0.01 ( -0.03,  0.04)       0.6176                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Diabetic Ketoacidosis (DKA)                                                                                                              

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               25/2958 (  0.8)        35/2950 (  1.2)       0.71 ( 0.43, 1.19)    0.71 ( 0.42, 1.19)    -0.00 ( -0.01,  0.00)       0.1909                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.4904                                  

    <=65 years                         16/1690 (  0.9)        19/1660 (  1.1)       0.83 ( 0.43, 1.60)    0.83 ( 0.42, 1.61)    -0.00 ( -0.01,  0.01)       0.5735                                                   

    >65 years                           9/1268 (  0.7)        16/1290 (  1.2)       0.57 ( 0.25, 1.29)    0.57 ( 0.25, 1.29)    -0.01 ( -0.01,  0.00)       0.1727                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.2514                                  

    male                               14/2026 (  0.7)        24/1970 (  1.2)       0.57 ( 0.29, 1.09)    0.56 ( 0.29, 1.09)    -0.01 ( -0.01,  0.00)       0.0860                                                   

    female                             11/ 932 (  1.2)        11/ 980 (  1.1)       1.05 ( 0.46, 2.41)    1.05 ( 0.45, 2.44)     0.00 ( -0.01,  0.01)       0.9057                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.4799                                  

    White                              22/2305 (  1.0)        27/2263 (  1.2)       0.80 ( 0.46, 1.40)    0.80 ( 0.45, 1.41)    -0.00 ( -0.01,  0.00)       0.4337                                                   

    Black Or African American           1/ 103 (  1.0)         4/ 116 (  3.4)       0.28 ( 0.03, 2.48)    0.27 ( 0.03, 2.50)    -0.02 ( -0.06,  0.01)       0.3737                                                   

    Asian                               2/ 440 (  0.5)         2/ 458 (  0.4)       1.04 ( 0.15, 7.36)    1.04 ( 0.15, 7.42)     0.00 ( -0.01,  0.01)       1.0000                                                   

    Other                               0/ 110 (  0.0)         2/ 113 (  1.8)       0.21 ( 0.01, 4.23)    0.20 ( 0.01, 4.25)    -0.02 ( -0.04,  0.01)       0.4978                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.3857                                  

    North America                       6/ 997 (  0.6)        16/ 998 (  1.6)       0.38 ( 0.15, 0.96)    0.37 ( 0.14, 0.95)    -0.01 ( -0.02,  0.00)       0.0323                                                   

    Latin America                       1/ 361 (  0.3)         1/ 322 (  0.3)       0.89 ( 0.06,14.20)    0.89 ( 0.06,14.31)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    Asia/Pacific                        2/ 404 (  0.5)         2/ 422 (  0.5)       1.04 ( 0.15, 7.38)    1.04 ( 0.15, 7.45)     0.00 ( -0.01,  0.01)       1.0000                                                   

    Europe                             16/1196 (  1.3)        16/1208 (  1.3)       1.01 ( 0.51, 2.01)    1.01 ( 0.50, 2.03)     0.00 ( -0.01,  0.01)       0.9773                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.7004                                  

    <45 mL/min/1.73m^2                  2/  92 (  2.2)         2/  95 (  2.1)       1.03 ( 0.15, 7.18)    1.03 ( 0.14, 7.49)     0.00 ( -0.04,  0.04)       1.0000                                                   

    >=45 mL/min/1.73m^2                23/2865 (  0.8)        33/2855 (  1.2)       0.69 ( 0.41, 1.18)    0.69 ( 0.41, 1.18)    -0.00 ( -0.01,  0.00)       0.1751                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.1592                                  

    <60 mL/min/1.73m^2                  4/ 604 (  0.7)        12/ 658 (  1.8)       0.36 ( 0.12, 1.12)    0.36 ( 0.12, 1.12)    -0.01 ( -0.03,  0.00)       0.0655                                                   

    >=60 mL/min/1.73m^2                21/2353 (  0.9)        23/2292 (  1.0)       0.89 ( 0.49, 1.60)    0.89 ( 0.49, 1.61)    -0.00 ( -0.01,  0.00)       0.6962                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.3691                                  

    <30 mL/min/1.73m^2                  1/  13 (  7.7)         0/   7 (  0.0)       1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)       1.0000                                                   

    >=30 mL/min/1.73m^2                24/2944 (  0.8)        35/2943 (  1.2)       0.69 ( 0.41, 1.15)    0.68 ( 0.41, 1.15)    -0.00 ( -0.01,  0.00)       0.1497                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.6306                                  

    <30 mg/g                            2/ 333 (  0.6)         6/ 352 (  1.7)       0.35 ( 0.07, 1.73)    0.35 ( 0.07, 1.74)    -0.01 ( -0.03,  0.00)       0.2877                                                   

    >=30 - <=300 mg/g                  17/2016 (  0.8)        22/2011 (  1.1)       0.77 ( 0.41, 1.45)    0.77 ( 0.41, 1.45)    -0.00 ( -0.01,  0.00)       0.4167                                                   

    >300 mg/g                           6/ 592 (  1.0)         7/ 574 (  1.2)       0.83 ( 0.28, 2.46)    0.83 ( 0.28, 2.48)    -0.00 ( -0.02,  0.01)       0.7378                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.2609                                  

    <130 mmHg                           4/ 907 (  0.4)        10/ 910 (  1.1)       0.40 ( 0.13, 1.27)    0.40 ( 0.12, 1.28)    -0.01 ( -0.02,  0.00)       0.1089                                                   

    >=130 mmHg                         21/2051 (  1.0)        25/2040 (  1.2)       0.84 ( 0.47, 1.49)    0.83 ( 0.47, 1.49)    -0.00 ( -0.01,  0.00)       0.5409                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.0165                                  

    no                                 14/2604 (  0.5)        29/2578 (  1.1)       0.48 ( 0.25, 0.90)    0.48 ( 0.25, 0.90)    -0.01 ( -0.01, -0.00)       0.0198                                                   

    yes                                11/ 354 (  3.1)         6/ 372 (  1.6)       1.93 ( 0.72, 5.15)    1.96 ( 0.72, 5.35)     0.01 ( -0.01,  0.04)       0.1835                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Diabetic Ketoacidosis (DKA)                                                                                                      

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               19/2958 (  0.6)        24/2950 (  0.8)       0.79 ( 0.43, 1.44)    0.79 ( 0.43, 1.44)    -0.00 ( -0.01,  0.00)       0.4389                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3699                                  

    <=65 years                         13/1690 (  0.8)        13/1660 (  0.8)       0.98 ( 0.46, 2.11)    0.98 ( 0.45, 2.12)    -0.00 ( -0.01,  0.01)       0.9634                                                   

    >65 years                           6/1268 (  0.5)        11/1290 (  0.9)       0.55 ( 0.21, 1.50)    0.55 ( 0.20, 1.50)    -0.00 ( -0.01,  0.00)       0.2376                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.0901                                  

    male                                9/2026 (  0.4)        17/1970 (  0.9)       0.51 ( 0.23, 1.15)    0.51 ( 0.23, 1.15)    -0.00 ( -0.01,  0.00)       0.0998                                                   

    female                             10/ 932 (  1.1)         7/ 980 (  0.7)       1.50 ( 0.57, 3.93)    1.51 ( 0.57, 3.98)     0.00 ( -0.01,  0.01)       0.4038                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.6750                                  

    White                              16/2305 (  0.7)        20/2263 (  0.9)       0.79 ( 0.41, 1.51)    0.78 ( 0.41, 1.52)    -0.00 ( -0.01,  0.00)       0.4687                                                   

    Black Or African American           1/ 103 (  1.0)         2/ 116 (  1.7)       0.56 ( 0.05, 6.12)    0.56 ( 0.05, 6.25)    -0.01 ( -0.04,  0.02)       1.0000                                                   

    Asian                               2/ 440 (  0.5)         1/ 458 (  0.2)       2.08 ( 0.19,22.88)    2.09 ( 0.19,23.10)     0.00 ( -0.01,  0.01)       0.6172                                                   

    Other                               0/ 110 (  0.0)         1/ 113 (  0.9)       0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)       1.0000                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5432                                  

    North America                       5/ 997 (  0.5)         9/ 998 (  0.9)       0.56 ( 0.19, 1.65)    0.55 ( 0.18, 1.66)    -0.00 ( -0.01,  0.00)       0.2843                                                   

    Latin America                       0/ 361 (  0.0)         1/ 322 (  0.3)       0.30 ( 0.01, 7.28)    0.30 ( 0.01, 7.30)    -0.00 ( -0.01,  0.00)       0.4714                                                   

    Asia/Pacific                        2/ 404 (  0.5)         1/ 422 (  0.2)       2.09 ( 0.19,22.95)    2.09 ( 0.19,23.19)     0.00 ( -0.01,  0.01)       0.6165                                                   

    Europe                             12/1196 (  1.0)        13/1208 (  1.1)       0.93 ( 0.43, 2.03)    0.93 ( 0.42, 2.05)    -0.00 ( -0.01,  0.01)       0.8604                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.3961                                  

    <45 mL/min/1.73m^2                  2/  92 (  2.2)         1/  95 (  1.1)       2.07 ( 0.19,22.39)    2.09 ( 0.19,23.44)     0.01 ( -0.02,  0.05)       0.6170                                                   

    >=45 mL/min/1.73m^2                17/2865 (  0.6)        23/2855 (  0.8)       0.74 ( 0.39, 1.38)    0.73 ( 0.39, 1.38)    -0.00 ( -0.01,  0.00)       0.3355                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.1540                                  

    <60 mL/min/1.73m^2                  3/ 604 (  0.5)         9/ 658 (  1.4)       0.36 ( 0.10, 1.34)    0.36 ( 0.10, 1.34)    -0.01 ( -0.02,  0.00)       0.1113                                                   

    >=60 mL/min/1.73m^2                16/2353 (  0.7)        15/2292 (  0.7)       1.04 ( 0.51, 2.10)    1.04 ( 0.51, 2.11)     0.00 ( -0.01,  0.01)       0.9149                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.3906                                  

    <30 mL/min/1.73m^2                  1/  13 (  7.7)         0/   7 (  0.0)       1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)       1.0000                                                   

    >=30 mL/min/1.73m^2                18/2944 (  0.6)        24/2943 (  0.8)       0.75 ( 0.41, 1.38)    0.75 ( 0.41, 1.38)    -0.00 ( -0.01,  0.00)       0.3523                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.4760                                  

    <30 mg/g                            1/ 333 (  0.3)         4/ 352 (  1.1)       0.26 ( 0.03, 2.35)    0.26 ( 0.03, 2.36)    -0.01 ( -0.02,  0.00)       0.3741                                                   

    >=30 - <=300 mg/g                  12/2016 (  0.6)        15/2011 (  0.7)       0.80 ( 0.37, 1.70)    0.80 ( 0.37, 1.71)    -0.00 ( -0.01,  0.00)       0.5581                                                   

    >300 mg/g                           6/ 592 (  1.0)         5/ 574 (  0.9)       1.16 ( 0.36, 3.79)    1.17 ( 0.35, 3.84)     0.00 ( -0.01,  0.02)       0.8015                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.1933                                  

    <130 mmHg                           3/ 907 (  0.3)         8/ 910 (  0.9)       0.38 ( 0.10, 1.41)    0.37 ( 0.10, 1.41)    -0.01 ( -0.01,  0.00)       0.1320                                                   

    >=130 mmHg                         16/2051 (  0.8)        16/2040 (  0.8)       0.99 ( 0.50, 1.98)    0.99 ( 0.50, 1.99)    -0.00 ( -0.01,  0.01)       0.9878                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.0174                                  

    no                                 12/2604 (  0.5)        22/2578 (  0.9)       0.54 ( 0.27, 1.09)    0.54 ( 0.27, 1.09)    -0.00 ( -0.01,  0.00)       0.0801                                                   

    yes                                 7/ 354 (  2.0)         2/ 372 (  0.5)       3.68 ( 0.77,17.59)    3.73 ( 0.77,18.09)     0.01 ( -0.00,  0.03)       0.0996                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Diabetic Ketoacidosis (DKA)                                                                                                       

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                8/2958 (  0.3)        12/2950 (  0.4)       0.66 ( 0.27, 1.62)    0.66 ( 0.27, 1.63)    -0.00 ( -0.00,  0.00)       0.3671                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.6848                                  

    <=65 years                          4/1690 (  0.2)         7/1660 (  0.4)       0.56 ( 0.16, 1.91)    0.56 ( 0.16, 1.92)    -0.00 ( -0.01,  0.00)       0.3494                                                   

    >65 years                           4/1268 (  0.3)         5/1290 (  0.4)       0.81 ( 0.22, 3.02)    0.81 ( 0.22, 3.04)    -0.00 ( -0.01,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1699                                  

    male                                3/2026 (  0.1)         8/1970 (  0.4)       0.36 ( 0.10, 1.37)    0.36 ( 0.10, 1.37)    -0.00 ( -0.01,  0.00)       0.1197                                                   

    female                              5/ 932 (  0.5)         4/ 980 (  0.4)       1.31 ( 0.35, 4.88)    1.32 ( 0.35, 4.92)     0.00 ( -0.00,  0.01)       0.7478                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.9537                                  

    White                               6/2305 (  0.3)         8/2263 (  0.4)       0.74 ( 0.26, 2.12)    0.74 ( 0.25, 2.12)    -0.00 ( -0.00,  0.00)       0.5688                                                   

    Black Or African American           1/ 103 (  1.0)         2/ 116 (  1.7)       0.56 ( 0.05, 6.12)    0.56 ( 0.05, 6.25)    -0.01 ( -0.04,  0.02)       1.0000                                                   

    Asian                               1/ 440 (  0.2)         2/ 458 (  0.4)       0.52 ( 0.05, 5.72)    0.52 ( 0.05, 5.75)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    Other                               0/ 110 (  0.0)         0/ 113 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.4217                                  

    North America                       2/ 997 (  0.2)         6/ 998 (  0.6)       0.33 ( 0.07, 1.65)    0.33 ( 0.07, 1.65)    -0.00 ( -0.01,  0.00)       0.2881                                                   

    Latin America                       0/ 361 (  0.0)         0/ 322 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        1/ 404 (  0.2)         2/ 422 (  0.5)       0.52 ( 0.05, 5.74)    0.52 ( 0.05, 5.77)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    Europe                              5/1196 (  0.4)         4/1208 (  0.3)       1.26 ( 0.34, 4.69)    1.26 ( 0.34, 4.72)     0.00 ( -0.00,  0.01)       0.7523                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.2004                                  

    <45 mL/min/1.73m^2                  1/  92 (  1.1)         0/  95 (  0.0)       3.10 ( 0.13,75.06)    3.13 ( 0.13,77.85)     0.01 ( -0.01,  0.03)       0.4920                                                   

    >=45 mL/min/1.73m^2                 7/2865 (  0.2)        12/2855 (  0.4)       0.58 ( 0.23, 1.47)    0.58 ( 0.23, 1.48)    -0.00 ( -0.01,  0.00)       0.2475                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.5130                                  

    <60 mL/min/1.73m^2                  2/ 604 (  0.3)         5/ 658 (  0.8)       0.44 ( 0.08, 2.24)    0.43 ( 0.08, 2.24)    -0.00 ( -0.01,  0.00)       0.4548                                                   

    >=60 mL/min/1.73m^2                 6/2353 (  0.3)         7/2292 (  0.3)       0.83 ( 0.28, 2.48)    0.83 ( 0.28, 2.49)    -0.00 ( -0.00,  0.00)       0.7451                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.3404                                  

    <30 mL/min/1.73m^2                  1/  13 (  7.7)         0/   7 (  0.0)       1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)       1.0000                                                   

    >=30 mL/min/1.73m^2                 7/2944 (  0.2)        12/2943 (  0.4)       0.58 ( 0.23, 1.48)    0.58 ( 0.23, 1.48)    -0.00 ( -0.01,  0.00)       0.2503                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.7828                                  

    <30 mg/g                            1/ 333 (  0.3)         2/ 352 (  0.6)       0.53 ( 0.05, 5.80)    0.53 ( 0.05, 5.84)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    >=30 - <=300 mg/g                   3/2016 (  0.1)         6/2011 (  0.3)       0.50 ( 0.12, 1.99)    0.50 ( 0.12, 1.99)    -0.00 ( -0.00,  0.00)       0.3427                                                   

    >300 mg/g                           4/ 592 (  0.7)         4/ 574 (  0.7)       0.97 ( 0.24, 3.86)    0.97 ( 0.24, 3.89)    -0.00 ( -0.01,  0.01)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0860                                  

    <130 mmHg                           1/ 907 (  0.1)         6/ 910 (  0.7)       0.17 ( 0.02, 1.39)    0.17 ( 0.02, 1.38)    -0.01 ( -0.01,  0.00)       0.1243                                                   

    >=130 mmHg                          7/2051 (  0.3)         6/2040 (  0.3)       1.16 ( 0.39, 3.45)    1.16 ( 0.39, 3.46)     0.00 ( -0.00,  0.00)       0.7887                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.0182                                  

    no                                  5/2604 (  0.2)        12/2578 (  0.5)       0.41 ( 0.15, 1.17)    0.41 ( 0.14, 1.17)    -0.00 ( -0.01,  0.00)       0.0852                                                   

    yes                                 3/ 354 (  0.8)         0/ 372 (  0.0)       7.35 ( 0.38,141.9)    7.42 ( 0.38,144.1)     0.01 ( -0.00,  0.02)       0.1154                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Diabetic Ketoacidosis (DKA)                                                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               18/2958 (  0.6)        24/2950 (  0.8)       0.75 ( 0.41, 1.38)    0.75 ( 0.40, 1.38)    -0.00 ( -0.01,  0.00)       0.3483                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.1609                                  

    <=65 years                         13/1690 (  0.8)        12/1660 (  0.7)       1.06 ( 0.49, 2.33)    1.06 ( 0.48, 2.34)     0.00 ( -0.01,  0.01)       0.8762                                                   

    >65 years                           5/1268 (  0.4)        12/1290 (  0.9)       0.42 ( 0.15, 1.20)    0.42 ( 0.15, 1.20)    -0.01 ( -0.01,  0.00)       0.0954                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.4332                                  

    male                               11/2026 (  0.5)        17/1970 (  0.9)       0.63 ( 0.30, 1.34)    0.63 ( 0.29, 1.34)    -0.00 ( -0.01,  0.00)       0.2254                                                   

    female                              7/ 932 (  0.8)         7/ 980 (  0.7)       1.05 ( 0.37, 2.99)    1.05 ( 0.37, 3.01)     0.00 ( -0.01,  0.01)       0.9249                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.2288                                  

    White                              17/2305 (  0.7)        20/2263 (  0.9)       0.83 ( 0.44, 1.59)    0.83 ( 0.44, 1.59)    -0.00 ( -0.01,  0.00)       0.5814                                                   

    Black Or African American           0/ 103 (  0.0)         2/ 116 (  1.7)       0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)       0.4995                                                   

    Asian                               1/ 440 (  0.2)         0/ 458 (  0.0)       3.12 ( 0.13,76.44)    3.13 ( 0.13,77.03)     0.00 ( -0.00,  0.01)       0.4900                                                   

    Other                               0/ 110 (  0.0)         2/ 113 (  1.8)       0.21 ( 0.01, 4.23)    0.20 ( 0.01, 4.25)    -0.02 ( -0.04,  0.01)       0.4978                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.3128                                  

    North America                       4/ 997 (  0.4)        11/ 998 (  1.1)       0.36 ( 0.12, 1.14)    0.36 ( 0.11, 1.14)    -0.01 ( -0.02,  0.00)       0.0700                                                   

    Latin America                       1/ 361 (  0.3)         1/ 322 (  0.3)       0.89 ( 0.06,14.20)    0.89 ( 0.06,14.31)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    Asia/Pacific                        1/ 404 (  0.2)         0/ 422 (  0.0)       3.13 ( 0.13,76.69)    3.14 ( 0.13,77.33)     0.00 ( -0.00,  0.01)       0.4891                                                   

    Europe                             12/1196 (  1.0)        12/1208 (  1.0)       1.01 ( 0.46, 2.24)    1.01 ( 0.45, 2.26)     0.00 ( -0.01,  0.01)       0.9804                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.7475                                  

    <45 mL/min/1.73m^2                  1/  92 (  1.1)         2/  95 (  2.1)       0.52 ( 0.05, 5.60)    0.51 ( 0.05, 5.73)    -0.01 ( -0.05,  0.03)       1.0000                                                   

    >=45 mL/min/1.73m^2                17/2865 (  0.6)        22/2855 (  0.8)       0.77 ( 0.41, 1.45)    0.77 ( 0.41, 1.45)    -0.00 ( -0.01,  0.00)       0.4155                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.2019                                  

    <60 mL/min/1.73m^2                  2/ 604 (  0.3)         7/ 658 (  1.1)       0.31 ( 0.06, 1.49)    0.31 ( 0.06, 1.49)    -0.01 ( -0.02,  0.00)       0.1817                                                   

    >=60 mL/min/1.73m^2                16/2353 (  0.7)        17/2292 (  0.7)       0.92 ( 0.46, 1.81)    0.92 ( 0.46, 1.82)    -0.00 ( -0.01,  0.00)       0.8023                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                18/2944 (  0.6)        24/2943 (  0.8)       0.75 ( 0.41, 1.38)    0.75 ( 0.41, 1.38)    -0.00 ( -0.01,  0.00)       0.3523                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.5702                                  

    <30 mg/g                            1/ 333 (  0.3)         4/ 352 (  1.1)       0.26 ( 0.03, 2.35)    0.26 ( 0.03, 2.36)    -0.01 ( -0.02,  0.00)       0.3741                                                   

    >=30 - <=300 mg/g                  14/2016 (  0.7)        17/2011 (  0.8)       0.82 ( 0.41, 1.66)    0.82 ( 0.40, 1.67)    -0.00 ( -0.01,  0.00)       0.5838                                                   

    >300 mg/g                           3/ 592 (  0.5)         3/ 574 (  0.5)       0.97 ( 0.20, 4.78)    0.97 ( 0.19, 4.82)    -0.00 ( -0.01,  0.01)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.9904                                  

    <130 mmHg                           3/ 907 (  0.3)         4/ 910 (  0.4)       0.75 ( 0.17, 3.35)    0.75 ( 0.17, 3.37)    -0.00 ( -0.01,  0.00)       1.0000                                                   

    >=130 mmHg                         15/2051 (  0.7)        20/2040 (  1.0)       0.75 ( 0.38, 1.45)    0.74 ( 0.38, 1.46)    -0.00 ( -0.01,  0.00)       0.3872                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.0761                                  

    no                                  9/2604 (  0.3)        18/2578 (  0.7)       0.50 ( 0.22, 1.10)    0.49 ( 0.22, 1.10)    -0.00 ( -0.01,  0.00)       0.0780                                                   

    yes                                 9/ 354 (  2.5)         6/ 372 (  1.6)       1.58 ( 0.57, 4.38)    1.59 ( 0.56, 4.52)     0.01 ( -0.01,  0.04)       0.3792                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Events leading to Amputation                                                                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               61/2958 (  2.1)        68/2950 (  2.3)       0.89 ( 0.64, 1.26)    0.89 ( 0.63, 1.27)    -0.00 ( -0.01,  0.01)       0.5230                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.8375                                  

    <=65 years                         41/1690 (  2.4)        44/1660 (  2.7)       0.92 ( 0.60, 1.39)    0.91 ( 0.59, 1.41)    -0.00 ( -0.01,  0.01)       0.6795                                                   

    >65 years                          20/1268 (  1.6)        24/1290 (  1.9)       0.85 ( 0.47, 1.53)    0.85 ( 0.46, 1.54)    -0.00 ( -0.01,  0.01)       0.5819                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.8496                                  

    male                               50/2026 (  2.5)        54/1970 (  2.7)       0.90 ( 0.62, 1.32)    0.90 ( 0.61, 1.33)    -0.00 ( -0.01,  0.01)       0.5877                                                   

    female                             11/ 932 (  1.2)        14/ 980 (  1.4)       0.83 ( 0.38, 1.81)    0.82 ( 0.37, 1.82)    -0.00 ( -0.01,  0.01)       0.6329                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.1116                                  

    White                              52/2305 (  2.3)        63/2263 (  2.8)       0.81 ( 0.56, 1.16)    0.81 ( 0.56, 1.17)    -0.01 ( -0.01,  0.00)       0.2548                                                   

    Black Or African American           0/ 103 (  0.0)         2/ 116 (  1.7)       0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)       0.4995                                                   

    Asian                               4/ 440 (  0.9)         1/ 458 (  0.2)       4.16 ( 0.47,37.11)    4.19 ( 0.47,37.66)     0.01 ( -0.00,  0.02)       0.2087                                                   

    Other                               5/ 110 (  4.5)         2/ 113 (  1.8)       2.57 ( 0.51,12.96)    2.64 ( 0.50,13.92)     0.03 ( -0.02,  0.07)       0.2759                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.7151                                  

    North America                      23/ 997 (  2.3)        25/ 998 (  2.5)       0.92 ( 0.53, 1.61)    0.92 ( 0.52, 1.63)    -0.00 ( -0.02,  0.01)       0.7729                                                   

    Latin America                      10/ 361 (  2.8)         9/ 322 (  2.8)       0.99 ( 0.41, 2.41)    0.99 ( 0.40, 2.47)    -0.00 ( -0.03,  0.03)       0.9842                                                   

    Asia/Pacific                        5/ 404 (  1.2)         3/ 422 (  0.7)       1.74 ( 0.42, 7.24)    1.75 ( 0.42, 7.37)     0.01 ( -0.01,  0.02)       0.4971                                                   

    Europe                             23/1196 (  1.9)        31/1208 (  2.6)       0.75 ( 0.44, 1.28)    0.74 ( 0.43, 1.28)    -0.01 ( -0.02,  0.01)       0.2874                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.0313                                  

    <45 mL/min/1.73m^2                  0/  92 (  0.0)         5/  95 (  5.3)       0.09 ( 0.01, 1.67)    0.09 ( 0.00, 1.63)    -0.05 ( -0.10, -0.01)       0.0593                                                   

    >=45 mL/min/1.73m^2                61/2865 (  2.1)        63/2855 (  2.2)       0.96 ( 0.68, 1.37)    0.96 ( 0.68, 1.38)    -0.00 ( -0.01,  0.01)       0.8405                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.7498                                  

    <60 mL/min/1.73m^2                 11/ 604 (  1.8)        15/ 658 (  2.3)       0.80 ( 0.37, 1.73)    0.80 ( 0.36, 1.75)    -0.00 ( -0.02,  0.01)       0.5670                                                   

    >=60 mL/min/1.73m^2                50/2353 (  2.1)        53/2292 (  2.3)       0.92 ( 0.63, 1.35)    0.92 ( 0.62, 1.36)    -0.00 ( -0.01,  0.01)       0.6645                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.1839                                  

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         1/   7 ( 14.3)       0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)       0.3500                                                   

    >=30 mL/min/1.73m^2                61/2944 (  2.1)        67/2943 (  2.3)       0.91 ( 0.65, 1.28)    0.91 ( 0.64, 1.29)    -0.00 ( -0.01,  0.01)       0.5905                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.6272                                  

    <30 mg/g                            5/ 333 (  1.5)         9/ 352 (  2.6)       0.59 ( 0.20, 1.73)    0.58 ( 0.19, 1.75)    -0.01 ( -0.04,  0.01)       0.3296                                                   

    >=30 - <=300 mg/g                  35/2016 (  1.7)        40/2011 (  2.0)       0.87 ( 0.56, 1.37)    0.87 ( 0.55, 1.38)    -0.00 ( -0.01,  0.01)       0.5528                                                   

    >300 mg/g                          21/ 592 (  3.5)        19/ 574 (  3.3)       1.07 ( 0.58, 1.97)    1.07 ( 0.57, 2.02)     0.00 ( -0.02,  0.03)       0.8240                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.8819                                  

    <130 mmHg                          18/ 907 (  2.0)        21/ 910 (  2.3)       0.86 ( 0.46, 1.60)    0.86 ( 0.45, 1.62)    -0.00 ( -0.02,  0.01)       0.6347                                                   

    >=130 mmHg                         43/2051 (  2.1)        47/2040 (  2.3)       0.91 ( 0.60, 1.37)    0.91 ( 0.60, 1.38)    -0.00 ( -0.01,  0.01)       0.6512                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.6398                                  

    no                                 47/2604 (  1.8)        54/2578 (  2.1)       0.86 ( 0.59, 1.27)    0.86 ( 0.58, 1.28)    -0.00 ( -0.01,  0.00)       0.4507                                                   

    yes                                14/ 354 (  4.0)        14/ 372 (  3.8)       1.05 ( 0.51, 2.17)    1.05 ( 0.49, 2.24)     0.00 ( -0.03,  0.03)       0.8936                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Events leading to Amputation                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               58/2958 (  2.0)        61/2950 (  2.1)       0.95 ( 0.66, 1.35)    0.95 ( 0.66, 1.36)    -0.00 ( -0.01,  0.01)       0.7697                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.9189                                  

    <=65 years                         39/1690 (  2.3)        40/1660 (  2.4)       0.96 ( 0.62, 1.48)    0.96 ( 0.61, 1.49)    -0.00 ( -0.01,  0.01)       0.8459                                                   

    >65 years                          19/1268 (  1.5)        21/1290 (  1.6)       0.92 ( 0.50, 1.70)    0.92 ( 0.49, 1.72)    -0.00 ( -0.01,  0.01)       0.7919                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.3878                                  

    male                               49/2026 (  2.4)        47/1970 (  2.4)       1.01 ( 0.68, 1.51)    1.01 ( 0.68, 1.52)     0.00 ( -0.01,  0.01)       0.9461                                                   

    female                              9/ 932 (  1.0)        14/ 980 (  1.4)       0.68 ( 0.29, 1.55)    0.67 ( 0.29, 1.56)    -0.00 ( -0.02,  0.01)       0.3535                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.1295                                  

    White                              49/2305 (  2.1)        56/2263 (  2.5)       0.86 ( 0.59, 1.25)    0.86 ( 0.58, 1.26)    -0.00 ( -0.01,  0.01)       0.4316                                                   

    Black Or African American           0/ 103 (  0.0)         2/ 116 (  1.7)       0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)       0.4995                                                   

    Asian                               4/ 440 (  0.9)         1/ 458 (  0.2)       4.16 ( 0.47,37.11)    4.19 ( 0.47,37.66)     0.01 ( -0.00,  0.02)       0.2087                                                   

    Other                               5/ 110 (  4.5)         2/ 113 (  1.8)       2.57 ( 0.51,12.96)    2.64 ( 0.50,13.92)     0.03 ( -0.02,  0.07)       0.2759                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.7068                                  

    North America                      21/ 997 (  2.1)        20/ 998 (  2.0)       1.05 ( 0.57, 1.93)    1.05 ( 0.57, 1.95)     0.00 ( -0.01,  0.01)       0.8721                                                   

    Latin America                       9/ 361 (  2.5)         8/ 322 (  2.5)       1.00 ( 0.39, 2.57)    1.00 ( 0.38, 2.63)     0.00 ( -0.03,  0.03)       0.9943                                                   

    Asia/Pacific                        5/ 404 (  1.2)         3/ 422 (  0.7)       1.74 ( 0.42, 7.24)    1.75 ( 0.42, 7.37)     0.01 ( -0.01,  0.02)       0.4971                                                   

    Europe                             23/1196 (  1.9)        30/1208 (  2.5)       0.77 ( 0.45, 1.33)    0.77 ( 0.44, 1.33)    -0.01 ( -0.02,  0.01)       0.3496                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.0264                                  

    <45 mL/min/1.73m^2                  0/  92 (  0.0)         5/  95 (  5.3)       0.09 ( 0.01, 1.67)    0.09 ( 0.00, 1.63)    -0.05 ( -0.10, -0.01)       0.0593                                                   

    >=45 mL/min/1.73m^2                58/2865 (  2.0)        56/2855 (  2.0)       1.03 ( 0.72, 1.48)    1.03 ( 0.71, 1.50)     0.00 ( -0.01,  0.01)       0.8647                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.3175                                  

    <60 mL/min/1.73m^2                  9/ 604 (  1.5)        15/ 658 (  2.3)       0.65 ( 0.29, 1.48)    0.65 ( 0.28, 1.49)    -0.01 ( -0.03,  0.01)       0.3052                                                   

    >=60 mL/min/1.73m^2                49/2353 (  2.1)        46/2292 (  2.0)       1.04 ( 0.70, 1.55)    1.04 ( 0.69, 1.56)     0.00 ( -0.01,  0.01)       0.8559                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.1718                                  

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         1/   7 ( 14.3)       0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)       0.3500                                                   

    >=30 mL/min/1.73m^2                58/2944 (  2.0)        60/2943 (  2.0)       0.97 ( 0.68, 1.38)    0.97 ( 0.67, 1.39)    -0.00 ( -0.01,  0.01)       0.8510                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.3715                                  

    <30 mg/g                            4/ 333 (  1.2)         9/ 352 (  2.6)       0.47 ( 0.15, 1.51)    0.46 ( 0.14, 1.52)    -0.01 ( -0.04,  0.01)       0.1941                                                   

    >=30 - <=300 mg/g                  33/2016 (  1.6)        35/2011 (  1.7)       0.94 ( 0.59, 1.51)    0.94 ( 0.58, 1.52)    -0.00 ( -0.01,  0.01)       0.7988                                                   

    >300 mg/g                          21/ 592 (  3.5)        17/ 574 (  3.0)       1.20 ( 0.64, 2.25)    1.21 ( 0.63, 2.31)     0.01 ( -0.02,  0.03)       0.5736                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.9984                                  

    <130 mmHg                          17/ 907 (  1.9)        18/ 910 (  2.0)       0.95 ( 0.49, 1.83)    0.95 ( 0.48, 1.85)    -0.00 ( -0.02,  0.01)       0.8723                                                   

    >=130 mmHg                         41/2051 (  2.0)        43/2040 (  2.1)       0.95 ( 0.62, 1.45)    0.95 ( 0.61, 1.46)    -0.00 ( -0.01,  0.01)       0.8062                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.6096                                  

    no                                 44/2604 (  1.7)        48/2578 (  1.9)       0.91 ( 0.61, 1.36)    0.91 ( 0.60, 1.37)    -0.00 ( -0.01,  0.01)       0.6389                                                   

    yes                                14/ 354 (  4.0)        13/ 372 (  3.5)       1.13 ( 0.54, 2.37)    1.14 ( 0.53, 2.45)     0.00 ( -0.03,  0.04)       0.7434                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Events leading to Amputation                                                                                                      

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               36/2958 (  1.2)        39/2950 (  1.3)       0.92 ( 0.59, 1.44)    0.92 ( 0.58, 1.45)    -0.00 ( -0.01,  0.01)       0.7185                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.7554                                  

    <=65 years                         24/1690 (  1.4)        27/1660 (  1.6)       0.87 ( 0.51, 1.51)    0.87 ( 0.50, 1.52)    -0.00 ( -0.01,  0.01)       0.6258                                                   

    >65 years                          12/1268 (  0.9)        12/1290 (  0.9)       1.02 ( 0.46, 2.26)    1.02 ( 0.46, 2.27)     0.00 ( -0.01,  0.01)       0.9662                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.7674                                  

    male                               30/2026 (  1.5)        31/1970 (  1.6)       0.94 ( 0.57, 1.55)    0.94 ( 0.57, 1.56)    -0.00 ( -0.01,  0.01)       0.8109                                                   

    female                              6/ 932 (  0.6)         8/ 980 (  0.8)       0.79 ( 0.27, 2.26)    0.79 ( 0.27, 2.28)    -0.00 ( -0.01,  0.01)       0.6583                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.2735                                  

    White                              32/2305 (  1.4)        38/2263 (  1.7)       0.83 ( 0.52, 1.32)    0.82 ( 0.51, 1.32)    -0.00 ( -0.01,  0.00)       0.4236                                                   

    Black Or African American           0/ 103 (  0.0)         0/ 116 (  0.0)         NE                    NE                    NE                                                                                 

    Asian                               1/ 440 (  0.2)         0/ 458 (  0.0)       3.12 ( 0.13,76.44)    3.13 ( 0.13,77.03)     0.00 ( -0.00,  0.01)       0.4900                                                   

    Other                               3/ 110 (  2.7)         1/ 113 (  0.9)       3.08 ( 0.33,29.18)    3.14 ( 0.32,30.66)     0.02 ( -0.02,  0.05)       0.3649                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5567                                  

    North America                      16/ 997 (  1.6)        15/ 998 (  1.5)       1.07 ( 0.53, 2.15)    1.07 ( 0.53, 2.17)     0.00 ( -0.01,  0.01)       0.8542                                                   

    Latin America                       7/ 361 (  1.9)         6/ 322 (  1.9)       1.04 ( 0.35, 3.06)    1.04 ( 0.35, 3.13)     0.00 ( -0.03,  0.03)       0.9424                                                   

    Asia/Pacific                        1/ 404 (  0.2)         0/ 422 (  0.0)       3.13 ( 0.13,76.69)    3.14 ( 0.13,77.33)     0.00 ( -0.00,  0.01)       0.4891                                                   

    Europe                             12/1196 (  1.0)        18/1208 (  1.5)       0.67 ( 0.33, 1.39)    0.67 ( 0.32, 1.40)    -0.00 ( -0.01,  0.00)       0.2825                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.1736                                  

    <45 mL/min/1.73m^2                  0/  92 (  0.0)         2/  95 (  2.1)       0.21 ( 0.01, 4.24)    0.20 ( 0.01, 4.27)    -0.02 ( -0.05,  0.01)       0.4974                                                   

    >=45 mL/min/1.73m^2                36/2865 (  1.3)        37/2855 (  1.3)       0.97 ( 0.61, 1.53)    0.97 ( 0.61, 1.54)    -0.00 ( -0.01,  0.01)       0.8943                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.7207                                  

    <60 mL/min/1.73m^2                  7/ 604 (  1.2)         7/ 658 (  1.1)       1.09 ( 0.38, 3.09)    1.09 ( 0.38, 3.13)     0.00 ( -0.01,  0.02)       0.8720                                                   

    >=60 mL/min/1.73m^2                29/2353 (  1.2)        32/2292 (  1.4)       0.88 ( 0.54, 1.45)    0.88 ( 0.53, 1.46)    -0.00 ( -0.01,  0.01)       0.6242                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.1774                                  

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         1/   7 ( 14.3)       0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)       0.3500                                                   

    >=30 mL/min/1.73m^2                36/2944 (  1.2)        38/2943 (  1.3)       0.95 ( 0.60, 1.49)    0.95 ( 0.60, 1.50)    -0.00 ( -0.01,  0.01)       0.8139                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.3575                                  

    <30 mg/g                            4/ 333 (  1.2)         5/ 352 (  1.4)       0.85 ( 0.23, 3.12)    0.84 ( 0.22, 3.17)    -0.00 ( -0.02,  0.01)       1.0000                                                   

    >=30 - <=300 mg/g                  18/2016 (  0.9)        25/2011 (  1.2)       0.72 ( 0.39, 1.31)    0.72 ( 0.39, 1.32)    -0.00 ( -0.01,  0.00)       0.2796                                                   

    >300 mg/g                          14/ 592 (  2.4)         9/ 574 (  1.6)       1.51 ( 0.66, 3.46)    1.52 ( 0.65, 3.54)     0.01 ( -0.01,  0.03)       0.3281                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.2321                                  

    <130 mmHg                          10/ 907 (  1.1)        16/ 910 (  1.8)       0.63 ( 0.29, 1.37)    0.62 ( 0.28, 1.38)    -0.01 ( -0.02,  0.01)       0.2394                                                   

    >=130 mmHg                         26/2051 (  1.3)        23/2040 (  1.1)       1.12 ( 0.64, 1.96)    1.13 ( 0.64, 1.98)     0.00 ( -0.01,  0.01)       0.6802                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.7592                                  

    no                                 27/2604 (  1.0)        30/2578 (  1.2)       0.89 ( 0.53, 1.49)    0.89 ( 0.53, 1.50)    -0.00 ( -0.01,  0.00)       0.6617                                                   

    yes                                 9/ 354 (  2.5)         9/ 372 (  2.4)       1.05 ( 0.42, 2.62)    1.05 ( 0.41, 2.68)     0.00 ( -0.03,  0.03)       0.9152                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Events leading to Amputation                                                                                                  

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               33/2958 (  1.1)        34/2950 (  1.2)       0.97 ( 0.60, 1.56)    0.97 ( 0.60, 1.57)    -0.00 ( -0.01,  0.01)       0.8934                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.1688                                  

    <=65 years                         24/1690 (  1.4)        19/1660 (  1.1)       1.24 ( 0.68, 2.26)    1.24 ( 0.68, 2.28)     0.00 ( -0.01,  0.01)       0.4788                                                   

    >65 years                           9/1268 (  0.7)        15/1290 (  1.2)       0.61 ( 0.27, 1.39)    0.61 ( 0.26, 1.39)    -0.00 ( -0.01,  0.00)       0.2348                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.9024                                  

    male                               27/2026 (  1.3)        27/1970 (  1.4)       0.97 ( 0.57, 1.65)    0.97 ( 0.57, 1.66)    -0.00 ( -0.01,  0.01)       0.9174                                                   

    female                              6/ 932 (  0.6)         7/ 980 (  0.7)       0.90 ( 0.30, 2.67)    0.90 ( 0.30, 2.69)    -0.00 ( -0.01,  0.01)       0.8513                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.3424                                  

    White                              28/2305 (  1.2)        30/2263 (  1.3)       0.92 ( 0.55, 1.53)    0.92 ( 0.55, 1.54)    -0.00 ( -0.01,  0.01)       0.7378                                                   

    Black Or African American           0/ 103 (  0.0)         2/ 116 (  1.7)       0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)       0.4995                                                   

    Asian                               3/ 440 (  0.7)         1/ 458 (  0.2)       3.12 ( 0.33,29.91)    3.14 ( 0.33,30.28)     0.00 ( -0.00,  0.01)       0.3644                                                   

    Other                               2/ 110 (  1.8)         1/ 113 (  0.9)       2.05 ( 0.19,22.33)    2.07 ( 0.19,23.21)     0.01 ( -0.02,  0.04)       0.6183                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.9422                                  

    North America                      12/ 997 (  1.2)        13/ 998 (  1.3)       0.92 ( 0.42, 2.02)    0.92 ( 0.42, 2.03)    -0.00 ( -0.01,  0.01)       0.8425                                                   

    Latin America                       4/ 361 (  1.1)         3/ 322 (  0.9)       1.19 ( 0.27, 5.27)    1.19 ( 0.26, 5.36)     0.00 ( -0.01,  0.02)       1.0000                                                   

    Asia/Pacific                        4/ 404 (  1.0)         3/ 422 (  0.7)       1.39 ( 0.31, 6.18)    1.40 ( 0.31, 6.28)     0.00 ( -0.01,  0.02)       0.7199                                                   

    Europe                             13/1196 (  1.1)        15/1208 (  1.2)       0.88 ( 0.42, 1.83)    0.87 ( 0.41, 1.84)    -0.00 ( -0.01,  0.01)       0.7237                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.0836                                  

    <45 mL/min/1.73m^2                  0/  92 (  0.0)         3/  95 (  3.2)       0.15 ( 0.01, 2.82)    0.14 ( 0.01, 2.80)    -0.03 ( -0.07,  0.00)       0.2462                                                   

    >=45 mL/min/1.73m^2                33/2865 (  1.2)        31/2855 (  1.1)       1.06 ( 0.65, 1.73)    1.06 ( 0.65, 1.74)     0.00 ( -0.01,  0.01)       0.8124                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.2533                                  

    <60 mL/min/1.73m^2                  6/ 604 (  1.0)        11/ 658 (  1.7)       0.59 ( 0.22, 1.60)    0.59 ( 0.22, 1.61)    -0.01 ( -0.02,  0.01)       0.2966                                                   

    >=60 mL/min/1.73m^2                27/2353 (  1.1)        23/2292 (  1.0)       1.14 ( 0.66, 1.99)    1.15 ( 0.65, 2.00)     0.00 ( -0.01,  0.01)       0.6345                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                33/2944 (  1.1)        34/2943 (  1.2)       0.97 ( 0.60, 1.56)    0.97 ( 0.60, 1.57)    -0.00 ( -0.01,  0.01)       0.9011                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.3839                                  

    <30 mg/g                            3/ 333 (  0.9)         7/ 352 (  2.0)       0.45 ( 0.12, 1.74)    0.45 ( 0.11, 1.75)    -0.01 ( -0.03,  0.01)       0.3420                                                   

    >=30 - <=300 mg/g                  20/2016 (  1.0)        16/2011 (  0.8)       1.25 ( 0.65, 2.40)    1.25 ( 0.65, 2.42)     0.00 ( -0.00,  0.01)       0.5079                                                   

    >300 mg/g                          10/ 592 (  1.7)        11/ 574 (  1.9)       0.88 ( 0.38, 2.06)    0.88 ( 0.37, 2.09)    -0.00 ( -0.02,  0.02)       0.7707                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.2418                                  

    <130 mmHg                          12/ 907 (  1.3)         8/ 910 (  0.9)       1.50 ( 0.62, 3.66)    1.51 ( 0.62, 3.72)     0.00 ( -0.01,  0.02)       0.3646                                                   

    >=130 mmHg                         21/2051 (  1.0)        26/2040 (  1.3)       0.80 ( 0.45, 1.42)    0.80 ( 0.45, 1.43)    -0.00 ( -0.01,  0.00)       0.4520                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.2908                                  

    no                                 24/2604 (  0.9)        28/2578 (  1.1)       0.85 ( 0.49, 1.46)    0.85 ( 0.49, 1.47)    -0.00 ( -0.01,  0.00)       0.5526                                                   

    yes                                 9/ 354 (  2.5)         6/ 372 (  1.6)       1.58 ( 0.57, 4.38)    1.59 ( 0.56, 4.52)     0.01 ( -0.01,  0.04)       0.3792                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Genital infection                                                                                                                        

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               86/2958 (  2.9)        27/2950 (  0.9)       3.18 ( 2.07, 4.88)    3.24 ( 2.10, 5.01)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2502                                  

    <=65 years                         41/1690 (  2.4)        16/1660 (  1.0)       2.52 ( 1.42, 4.47)    2.55 ( 1.43, 4.57)     0.01 (  0.01,  0.02)       0.0011                                                   

    >65 years                          45/1268 (  3.5)        11/1290 (  0.9)       4.16 ( 2.16, 8.01)    4.28 ( 2.20, 8.31)     0.03 (  0.02,  0.04)       <.0001                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.7809                                  

    male                               44/2026 (  2.2)        14/1970 (  0.7)       3.06 ( 1.68, 5.56)    3.10 ( 1.69, 5.68)     0.01 (  0.01,  0.02)       0.0001                                                   

    female                             42/ 932 (  4.5)        13/ 980 (  1.3)       3.40 ( 1.84, 6.29)    3.51 ( 1.87, 6.58)     0.03 (  0.02,  0.05)       <.0001                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.3131                                  

    White                              73/2305 (  3.2)        19/2263 (  0.8)       3.77 ( 2.28, 6.23)    3.86 ( 2.32, 6.42)     0.02 (  0.02,  0.03)       <.0001                                                   

    Black Or African American           4/ 103 (  3.9)         4/ 116 (  3.4)       1.13 ( 0.29, 4.39)    1.13 ( 0.28, 4.64)     0.00 ( -0.05,  0.05)       1.0000                                                   

    Asian                               8/ 440 (  1.8)         3/ 458 (  0.7)       2.78 ( 0.74,10.40)    2.81 ( 0.74,10.66)     0.01 ( -0.01,  0.03)       0.1134                                                   

    Other                               1/ 110 (  0.9)         1/ 113 (  0.9)       1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)       1.0000                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.3568                                  

    North America                      42/ 997 (  4.2)        18/ 998 (  1.8)       2.34 ( 1.35, 4.03)    2.39 ( 1.37, 4.19)     0.02 (  0.01,  0.04)       0.0016                                                   

    Latin America                       8/ 361 (  2.2)         1/ 322 (  0.3)       7.14 ( 0.90,56.74)    7.27 ( 0.90,58.48)     0.02 (  0.00,  0.04)       0.0406                                                   

    Asia/Pacific                        8/ 404 (  2.0)         3/ 422 (  0.7)       2.79 ( 0.74,10.43)    2.82 ( 0.74,10.71)     0.01 ( -0.01,  0.03)       0.1119                                                   

    Europe                             28/1196 (  2.3)         5/1208 (  0.4)       5.66 ( 2.19,14.60)    5.77 ( 2.22,14.99)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.4161                                  

    <45 mL/min/1.73m^2                  2/  92 (  2.2)         0/  95 (  0.0)       5.16 ( 0.25,106.1)    5.28 ( 0.25,111.4)     0.02 ( -0.01,  0.05)       0.2407                                                   

    >=45 mL/min/1.73m^2                84/2865 (  2.9)        27/2855 (  0.9)       3.10 ( 2.02, 4.77)    3.16 ( 2.04, 4.90)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.7623                                  

    <60 mL/min/1.73m^2                 21/ 604 (  3.5)         8/ 658 (  1.2)       2.86 ( 1.28, 6.41)    2.93 ( 1.29, 6.66)     0.02 (  0.00,  0.04)       0.0074                                                   

    >=60 mL/min/1.73m^2                65/2353 (  2.8)        19/2292 (  0.8)       3.33 ( 2.01, 5.54)    3.40 ( 2.03, 5.68)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                86/2944 (  2.9)        27/2943 (  0.9)       3.18 ( 2.07, 4.89)    3.25 ( 2.10, 5.02)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.3475                                  

    <30 mg/g                           15/ 333 (  4.5)         3/ 352 (  0.9)       5.29 ( 1.54,18.09)    5.49 ( 1.57,19.13)     0.04 (  0.01,  0.07)       0.0028                                                   

    >=30 - <=300 mg/g                  60/2016 (  3.0)        18/2011 (  0.9)       3.33 ( 1.97, 5.61)    3.40 ( 2.00, 5.77)     0.02 (  0.01,  0.03)       <.0001                                                   

    >300 mg/g                          11/ 592 (  1.9)         6/ 574 (  1.0)       1.78 ( 0.66, 4.77)    1.79 ( 0.66, 4.88)     0.01 ( -0.01,  0.02)       0.2472                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0560                                  

    <130 mmHg                          27/ 907 (  3.0)        14/ 910 (  1.5)       1.93 ( 1.02, 3.67)    1.96 ( 1.02, 3.77)     0.01 ( -0.00,  0.03)       0.0390                                                   

    >=130 mmHg                         59/2051 (  2.9)        13/2040 (  0.6)       4.51 ( 2.48, 8.20)    4.62 ( 2.53, 8.45)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.4855                                  

    no                                 76/2604 (  2.9)        25/2578 (  1.0)       3.01 ( 1.92, 4.71)    3.07 ( 1.95, 4.84)     0.02 (  0.01,  0.03)       <.0001                                                   

    yes                                10/ 354 (  2.8)         2/ 372 (  0.5)       5.25 ( 1.16,23.81)    5.38 ( 1.17,24.72)     0.02 (  0.00,  0.05)       0.0158                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Genital infection                                                                                                                

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                2/2958 (  0.1)         2/2950 (  0.1)       1.00 ( 0.14, 7.08)    1.00 ( 0.14, 7.08)    -0.00 ( -0.00,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2543                                  

    <=65 years                          2/1690 (  0.1)         1/1660 (  0.1)       1.96 ( 0.18,21.64)    1.97 ( 0.18,21.70)     0.00 ( -0.00,  0.00)       1.0000                                                   

    >65 years                           0/1268 (  0.0)         1/1290 (  0.1)       0.34 ( 0.01, 8.32)    0.34 ( 0.01, 8.33)    -0.00 ( -0.00,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    male                                2/2026 (  0.1)         2/1970 (  0.1)       0.97 ( 0.14, 6.90)    0.97 ( 0.14, 6.91)    -0.00 ( -0.00,  0.00)       1.0000                                                   

    female                              0/ 932 (  0.0)         0/ 980 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.2377                                  

    White                               1/2305 (  0.0)         2/2263 (  0.1)       0.49 ( 0.04, 5.41)    0.49 ( 0.04, 5.41)    -0.00 ( -0.00,  0.00)       0.6215                                                   

    Black Or African American           0/ 103 (  0.0)         0/ 116 (  0.0)         NE                    NE                    NE                                                                                 

    Asian                               1/ 440 (  0.2)         0/ 458 (  0.0)       3.12 ( 0.13,76.44)    3.13 ( 0.13,77.03)     0.00 ( -0.00,  0.01)       0.4900                                                   

    Other                               0/ 110 (  0.0)         0/ 113 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.2404                                  

    North America                       1/ 997 (  0.1)         2/ 998 (  0.2)       0.50 ( 0.05, 5.51)    0.50 ( 0.05, 5.52)    -0.00 ( -0.00,  0.00)       1.0000                                                   

    Latin America                       0/ 361 (  0.0)         0/ 322 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        1/ 404 (  0.2)         0/ 422 (  0.0)       3.13 ( 0.13,76.69)    3.14 ( 0.13,77.33)     0.00 ( -0.00,  0.01)       0.4891                                                   

    Europe                              0/1196 (  0.0)         0/1208 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                     NE                                     

    <45 mL/min/1.73m^2                  0/  92 (  0.0)         0/  95 (  0.0)         NE                    NE                    NE                                                                                 

    >=45 mL/min/1.73m^2                 2/2865 (  0.1)         2/2855 (  0.1)       1.00 ( 0.14, 7.07)    1.00 ( 0.14, 7.08)    -0.00 ( -0.00,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.2681                                  

    <60 mL/min/1.73m^2                  0/ 604 (  0.0)         1/ 658 (  0.2)       0.36 ( 0.01, 8.90)    0.36 ( 0.01, 8.92)    -0.00 ( -0.00,  0.00)       1.0000                                                   

    >=60 mL/min/1.73m^2                 2/2353 (  0.1)         1/2292 (  0.0)       1.95 ( 0.18,21.47)    1.95 ( 0.18,21.51)     0.00 ( -0.00,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                 2/2944 (  0.1)         2/2943 (  0.1)       1.00 ( 0.14, 7.09)    1.00 ( 0.14, 7.10)    -0.00 ( -0.00,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.1370                                  

    <30 mg/g                            0/ 333 (  0.0)         1/ 352 (  0.3)       0.35 ( 0.01, 8.62)    0.35 ( 0.01, 8.65)    -0.00 ( -0.01,  0.00)       1.0000                                                   

    >=30 - <=300 mg/g                   2/2016 (  0.1)         0/2011 (  0.0)       4.99 ( 0.24,103.8)    4.99 ( 0.24,104.1)     0.00 ( -0.00,  0.00)       0.4999                                                   

    >300 mg/g                           0/ 592 (  0.0)         1/ 574 (  0.2)       0.32 ( 0.01, 7.92)    0.32 ( 0.01, 7.94)    -0.00 ( -0.01,  0.00)       0.4923                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.2496                                  

    <130 mmHg                           1/ 907 (  0.1)         2/ 910 (  0.2)       0.50 ( 0.05, 5.52)    0.50 ( 0.05, 5.54)    -0.00 ( -0.00,  0.00)       1.0000                                                   

    >=130 mmHg                          1/2051 (  0.0)         0/2040 (  0.0)       2.98 ( 0.12,73.20)    2.99 ( 0.12,73.33)     0.00 ( -0.00,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.2374                                  

    no                                  1/2604 (  0.0)         2/2578 (  0.1)       0.50 ( 0.04, 5.46)    0.49 ( 0.04, 5.46)    -0.00 ( -0.00,  0.00)       0.6231                                                   

    yes                                 1/ 354 (  0.3)         0/ 372 (  0.0)       3.15 ( 0.13,77.12)    3.16 ( 0.13,77.86)     0.00 ( -0.00,  0.01)       0.4876                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Genital infection                                                                                                                 

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                3/2958 (  0.1)         3/2950 (  0.1)       1.00 ( 0.20, 4.94)    1.00 ( 0.20, 4.95)    -0.00 ( -0.00,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.4018                                  

    <=65 years                          1/1690 (  0.1)         2/1660 (  0.1)       0.49 ( 0.04, 5.41)    0.49 ( 0.04, 5.42)    -0.00 ( -0.00,  0.00)       0.6216                                                   

    >65 years                           2/1268 (  0.2)         1/1290 (  0.1)       2.03 ( 0.18,22.41)    2.04 ( 0.18,22.49)     0.00 ( -0.00,  0.00)       0.6217                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.0753                                  

    male                                1/2026 (  0.0)         3/1970 (  0.2)       0.32 ( 0.03, 3.11)    0.32 ( 0.03, 3.12)    -0.00 ( -0.00,  0.00)       0.3679                                                   

    female                              2/ 932 (  0.2)         0/ 980 (  0.0)       5.26 ( 0.25,109.4)    5.27 ( 0.25,109.9)     0.00 ( -0.00,  0.01)       0.2375                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    White                               3/2305 (  0.1)         3/2263 (  0.1)       0.98 ( 0.20, 4.86)    0.98 ( 0.20, 4.87)    -0.00 ( -0.00,  0.00)       1.0000                                                   

    Black Or African American           0/ 103 (  0.0)         0/ 116 (  0.0)         NE                    NE                    NE                                                                                 

    Asian                               0/ 440 (  0.0)         0/ 458 (  0.0)         NE                    NE                    NE                                                                                 

    Other                               0/ 110 (  0.0)         0/ 113 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       3/ 997 (  0.3)         3/ 998 (  0.3)       1.00 ( 0.20, 4.95)    1.00 ( 0.20, 4.97)     0.00 ( -0.00,  0.00)       1.0000                                                   

    Latin America                       0/ 361 (  0.0)         0/ 322 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        0/ 404 (  0.0)         0/ 422 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              0/1196 (  0.0)         0/1208 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                     NE                                     

    <45 mL/min/1.73m^2                  0/  92 (  0.0)         0/  95 (  0.0)         NE                    NE                    NE                                                                                 

    >=45 mL/min/1.73m^2                 3/2865 (  0.1)         3/2855 (  0.1)       1.00 ( 0.20, 4.93)    1.00 ( 0.20, 4.94)    -0.00 ( -0.00,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.2510                                  

    <60 mL/min/1.73m^2                  1/ 604 (  0.2)         0/ 658 (  0.0)       3.27 ( 0.13,80.06)    3.27 ( 0.13,80.51)     0.00 ( -0.00,  0.00)       0.4786                                                   

    >=60 mL/min/1.73m^2                 2/2353 (  0.1)         3/2292 (  0.1)       0.65 ( 0.11, 3.88)    0.65 ( 0.11, 3.89)    -0.00 ( -0.00,  0.00)       0.6834                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                 3/2944 (  0.1)         3/2943 (  0.1)       1.00 ( 0.20, 4.95)    1.00 ( 0.20, 4.96)    -0.00 ( -0.00,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.2674                                  

    <30 mg/g                            0/ 333 (  0.0)         0/ 352 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 - <=300 mg/g                   3/2016 (  0.1)         2/2011 (  0.1)       1.50 ( 0.25, 8.95)    1.50 ( 0.25, 8.97)     0.00 ( -0.00,  0.00)       1.0000                                                   

    >300 mg/g                           0/ 592 (  0.0)         1/ 574 (  0.2)       0.32 ( 0.01, 7.92)    0.32 ( 0.01, 7.94)    -0.00 ( -0.01,  0.00)       0.4923                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.4170                                  

    <130 mmHg                           1/ 907 (  0.1)         2/ 910 (  0.2)       0.50 ( 0.05, 5.52)    0.50 ( 0.05, 5.54)    -0.00 ( -0.00,  0.00)       1.0000                                                   

    >=130 mmHg                          2/2051 (  0.1)         1/2040 (  0.0)       1.99 ( 0.18,21.92)    1.99 ( 0.18,21.97)     0.00 ( -0.00,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                     NE                                     

    no                                  3/2604 (  0.1)         3/2578 (  0.1)       0.99 ( 0.20, 4.90)    0.99 ( 0.20, 4.91)    -0.00 ( -0.00,  0.00)       1.0000                                                   

    yes                                 0/ 354 (  0.0)         0/ 372 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Genital infection                                                                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               84/2958 (  2.8)        25/2950 (  0.8)       3.35 ( 2.15, 5.22)    3.42 ( 2.18, 5.36)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2817                                  

    <=65 years                         41/1690 (  2.4)        15/1660 (  0.9)       2.68 ( 1.49, 4.83)    2.73 ( 1.50, 4.95)     0.02 (  0.01,  0.02)       0.0006                                                   

    >65 years                          43/1268 (  3.4)        10/1290 (  0.8)       4.37 ( 2.21, 8.67)    4.49 ( 2.25, 8.98)     0.03 (  0.01,  0.04)       <.0001                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.9425                                  

    male                               43/2026 (  2.1)        12/1970 (  0.6)       3.48 ( 1.84, 6.59)    3.54 ( 1.86, 6.73)     0.02 (  0.01,  0.02)       <.0001                                                   

    female                             41/ 932 (  4.4)        13/ 980 (  1.3)       3.32 ( 1.79, 6.15)    3.42 ( 1.82, 6.43)     0.03 (  0.02,  0.05)       <.0001                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.2551                                  

    White                              71/2305 (  3.1)        17/2263 (  0.8)       4.10 ( 2.42, 6.94)    4.20 ( 2.47, 7.15)     0.02 (  0.02,  0.03)       <.0001                                                   

    Black Or African American           4/ 103 (  3.9)         4/ 116 (  3.4)       1.13 ( 0.29, 4.39)    1.13 ( 0.28, 4.64)     0.00 ( -0.05,  0.05)       1.0000                                                   

    Asian                               8/ 440 (  1.8)         3/ 458 (  0.7)       2.78 ( 0.74,10.40)    2.81 ( 0.74,10.66)     0.01 ( -0.01,  0.03)       0.1134                                                   

    Other                               1/ 110 (  0.9)         1/ 113 (  0.9)       1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)       1.0000                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.4363                                  

    North America                      40/ 997 (  4.0)        16/ 998 (  1.6)       2.50 ( 1.41, 4.44)    2.57 ( 1.43, 4.61)     0.02 (  0.01,  0.04)       0.0011                                                   

    Latin America                       8/ 361 (  2.2)         1/ 322 (  0.3)       7.14 ( 0.90,56.74)    7.27 ( 0.90,58.48)     0.02 (  0.00,  0.04)       0.0406                                                   

    Asia/Pacific                        8/ 404 (  2.0)         3/ 422 (  0.7)       2.79 ( 0.74,10.43)    2.82 ( 0.74,10.71)     0.01 ( -0.01,  0.03)       0.1119                                                   

    Europe                             28/1196 (  2.3)         5/1208 (  0.4)       5.66 ( 2.19,14.60)    5.77 ( 2.22,14.99)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.4283                                  

    <45 mL/min/1.73m^2                  2/  92 (  2.2)         0/  95 (  0.0)       5.16 ( 0.25,106.1)    5.28 ( 0.25,111.4)     0.02 ( -0.01,  0.05)       0.2407                                                   

    >=45 mL/min/1.73m^2                82/2865 (  2.9)        25/2855 (  0.9)       3.27 ( 2.10, 5.10)    3.34 ( 2.12, 5.24)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.5555                                  

    <60 mL/min/1.73m^2                 20/ 604 (  3.3)         8/ 658 (  1.2)       2.72 ( 1.21, 6.14)    2.78 ( 1.22, 6.37)     0.02 (  0.00,  0.04)       0.0116                                                   

    >=60 mL/min/1.73m^2                64/2353 (  2.7)        17/2292 (  0.7)       3.67 ( 2.15, 6.24)    3.74 ( 2.18, 6.41)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                84/2944 (  2.9)        25/2943 (  0.8)       3.36 ( 2.16, 5.23)    3.43 ( 2.19, 5.37)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.5211                                  

    <30 mg/g                           15/ 333 (  4.5)         3/ 352 (  0.9)       5.29 ( 1.54,18.09)    5.49 ( 1.57,19.13)     0.04 (  0.01,  0.07)       0.0028                                                   

    >=30 - <=300 mg/g                  58/2016 (  2.9)        17/2011 (  0.8)       3.40 ( 1.99, 5.82)    3.47 ( 2.02, 5.99)     0.02 (  0.01,  0.03)       <.0001                                                   

    >300 mg/g                          11/ 592 (  1.9)         5/ 574 (  0.9)       2.13 ( 0.75, 6.10)    2.15 ( 0.74, 6.24)     0.01 ( -0.01,  0.03)       0.1477                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0561                                  

    <130 mmHg                          26/ 907 (  2.9)        13/ 910 (  1.4)       2.01 ( 1.04, 3.88)    2.04 ( 1.04, 3.99)     0.01 (  0.00,  0.03)       0.0345                                                   

    >=130 mmHg                         58/2051 (  2.8)        12/2040 (  0.6)       4.81 ( 2.59, 8.92)    4.92 ( 2.63, 9.19)     0.02 (  0.01,  0.03)       <.0001                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.5327                                  

    no                                 74/2604 (  2.8)        23/2578 (  0.9)       3.19 ( 2.00, 5.07)    3.25 ( 2.03, 5.20)     0.02 (  0.01,  0.03)       <.0001                                                   

    yes                                10/ 354 (  2.8)         2/ 372 (  0.5)       5.25 ( 1.16,23.81)    5.38 ( 1.17,24.72)     0.02 (  0.00,  0.05)       0.0158                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Urinary tract infection                                                                                                                  

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              269/2958 (  9.1)       268/2950 (  9.1)       1.00 ( 0.85, 1.18)    1.00 ( 0.84, 1.20)     0.00 ( -0.01,  0.02)       0.9901                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3722                                  

    <=65 years                        124/1690 (  7.3)       131/1660 (  7.9)       0.93 ( 0.73, 1.18)    0.92 ( 0.72, 1.19)    -0.01 ( -0.02,  0.01)       0.5453                                                   

    >65 years                         145/1268 ( 11.4)       137/1290 ( 10.6)       1.08 ( 0.86, 1.34)    1.09 ( 0.85, 1.39)     0.01 ( -0.02,  0.03)       0.5105                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.0233                                  

    male                              118/2026 (  5.8)       137/1970 (  7.0)       0.84 ( 0.66, 1.06)    0.83 ( 0.64, 1.07)    -0.01 ( -0.03,  0.00)       0.1440                                                   

    female                            151/ 932 ( 16.2)       131/ 980 ( 13.4)       1.21 ( 0.98, 1.50)    1.25 ( 0.97, 1.61)     0.03 ( -0.00,  0.06)       0.0807                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.4740                                  

    White                             218/2305 (  9.5)       205/2263 (  9.1)       1.04 ( 0.87, 1.25)    1.05 ( 0.86, 1.28)     0.00 ( -0.01,  0.02)       0.6419                                                   

    Black Or African American          10/ 103 (  9.7)        18/ 116 ( 15.5)       0.63 ( 0.30, 1.29)    0.59 ( 0.26, 1.33)    -0.06 ( -0.15,  0.04)       0.1999                                                   

    Asian                              30/ 440 (  6.8)        36/ 458 (  7.9)       0.87 ( 0.54, 1.38)    0.86 ( 0.52, 1.42)    -0.01 ( -0.05,  0.03)       0.5499                                                   

    Other                              11/ 110 ( 10.0)         9/ 113 (  8.0)       1.26 ( 0.54, 2.91)    1.28 ( 0.51, 3.23)     0.02 ( -0.06,  0.11)       0.5957                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.1512                                  

    North America                     123/ 997 ( 12.3)       126/ 998 ( 12.6)       0.98 ( 0.77, 1.23)    0.97 ( 0.75, 1.27)    -0.00 ( -0.03,  0.03)       0.8456                                                   

    Latin America                      14/ 361 (  3.9)        23/ 322 (  7.1)       0.54 ( 0.28, 1.04)    0.52 ( 0.27, 1.04)    -0.03 ( -0.07,  0.00)       0.0601                                                   

    Asia/Pacific                       32/ 404 (  7.9)        35/ 422 (  8.3)       0.96 ( 0.60, 1.51)    0.95 ( 0.58, 1.57)    -0.00 ( -0.04,  0.04)       0.8445                                                   

    Europe                            100/1196 (  8.4)        84/1208 (  7.0)       1.20 ( 0.91, 1.59)    1.22 ( 0.90, 1.65)     0.01 ( -0.01,  0.04)       0.1944                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.5659                                  

    <45 mL/min/1.73m^2                 10/  92 ( 10.9)         8/  95 (  8.4)       1.29 ( 0.53, 3.13)    1.33 ( 0.50, 3.52)     0.02 ( -0.07,  0.12)       0.5714                                                   

    >=45 mL/min/1.73m^2               259/2865 (  9.0)       260/2855 (  9.1)       0.99 ( 0.84, 1.17)    0.99 ( 0.83, 1.19)    -0.00 ( -0.02,  0.01)       0.9300                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.8299                                  

    <60 mL/min/1.73m^2                 73/ 604 ( 12.1)        81/ 658 ( 12.3)       0.98 ( 0.73, 1.32)    0.98 ( 0.70, 1.37)    -0.00 ( -0.04,  0.04)       0.9034                                                   

    >=60 mL/min/1.73m^2               196/2353 (  8.3)       187/2292 (  8.2)       1.02 ( 0.84, 1.24)    1.02 ( 0.83, 1.26)     0.00 ( -0.01,  0.02)       0.8323                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.6380                                  

    <30 mL/min/1.73m^2                  1/  13 (  7.7)         1/   7 ( 14.3)       0.54 ( 0.04, 7.36)    0.50 ( 0.03, 9.46)    -0.07 ( -0.36,  0.23)       1.0000                                                   

    >=30 mL/min/1.73m^2               268/2944 (  9.1)       267/2943 (  9.1)       1.00 ( 0.85, 1.18)    1.00 ( 0.84, 1.20)     0.00 ( -0.01,  0.02)       0.9671                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.2288                                  

    <30 mg/g                           40/ 333 ( 12.0)        35/ 352 (  9.9)       1.21 ( 0.79, 1.85)    1.24 ( 0.76, 2.00)     0.02 ( -0.03,  0.07)       0.3865                                                   

    >=30 - <=300 mg/g                 176/2016 (  8.7)       192/2011 (  9.5)       0.91 ( 0.75, 1.11)    0.91 ( 0.73, 1.12)    -0.01 ( -0.03,  0.01)       0.3682                                                   

    >300 mg/g                          50/ 592 (  8.4)        38/ 574 (  6.6)       1.28 ( 0.85, 1.91)    1.30 ( 0.84, 2.02)     0.02 ( -0.01,  0.05)       0.2382                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.5703                                  

    <130 mmHg                          81/ 907 (  8.9)        87/ 910 (  9.6)       0.93 ( 0.70, 1.25)    0.93 ( 0.68, 1.27)    -0.01 ( -0.03,  0.02)       0.6431                                                   

    >=130 mmHg                        188/2051 (  9.2)       181/2040 (  8.9)       1.03 ( 0.85, 1.26)    1.04 ( 0.84, 1.28)     0.00 ( -0.02,  0.02)       0.7430                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.1855                                  

    no                                232/2604 (  8.9)       239/2578 (  9.3)       0.96 ( 0.81, 1.14)    0.96 ( 0.79, 1.16)    -0.00 ( -0.02,  0.01)       0.6509                                                   

    yes                                37/ 354 ( 10.5)        29/ 372 (  7.8)       1.34 ( 0.84, 2.13)    1.38 ( 0.83, 2.30)     0.03 ( -0.02,  0.07)       0.2137                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Urinary tract infection                                                                                                          

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               51/2958 (  1.7)        57/2950 (  1.9)       0.89 ( 0.61, 1.30)    0.89 ( 0.61, 1.30)    -0.00 ( -0.01,  0.01)       0.5506                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.0829                                  

    <=65 years                         18/1690 (  1.1)        29/1660 (  1.7)       0.61 ( 0.34, 1.09)    0.61 ( 0.33, 1.09)    -0.01 ( -0.02,  0.00)       0.0934                                                   

    >65 years                          33/1268 (  2.6)        28/1290 (  2.2)       1.20 ( 0.73, 1.97)    1.20 ( 0.72, 2.00)     0.00 ( -0.01,  0.02)       0.4741                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.0574                                  

    male                               24/2026 (  1.2)        36/1970 (  1.8)       0.65 ( 0.39, 1.08)    0.64 ( 0.38, 1.08)    -0.01 ( -0.01,  0.00)       0.0949                                                   

    female                             27/ 932 (  2.9)        21/ 980 (  2.1)       1.35 ( 0.77, 2.37)    1.36 ( 0.76, 2.43)     0.01 ( -0.01,  0.02)       0.2922                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.1640                                  

    White                              40/2305 (  1.7)        42/2263 (  1.9)       0.94 ( 0.61, 1.44)    0.93 ( 0.60, 1.45)    -0.00 ( -0.01,  0.01)       0.7589                                                   

    Black Or African American           0/ 103 (  0.0)         5/ 116 (  4.3)       0.10 ( 0.01, 1.83)    0.10 ( 0.01, 1.79)    -0.04 ( -0.08, -0.01)       0.0618                                                   

    Asian                               7/ 440 (  1.6)         8/ 458 (  1.7)       0.91 ( 0.33, 2.49)    0.91 ( 0.33, 2.53)    -0.00 ( -0.02,  0.02)       0.8556                                                   

    Other                               4/ 110 (  3.6)         2/ 113 (  1.8)       2.05 ( 0.38,10.99)    2.09 ( 0.38,11.67)     0.02 ( -0.02,  0.06)       0.4415                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.0858                                  

    North America                      20/ 997 (  2.0)        26/ 998 (  2.6)       0.77 ( 0.43, 1.37)    0.77 ( 0.42, 1.38)    -0.01 ( -0.02,  0.01)       0.3727                                                   

    Latin America                       1/ 361 (  0.3)         7/ 322 (  2.2)       0.13 ( 0.02, 1.03)    0.13 ( 0.02, 1.02)    -0.02 ( -0.04, -0.00)       0.0296                                                   

    Asia/Pacific                        9/ 404 (  2.2)         8/ 422 (  1.9)       1.18 ( 0.46, 3.02)    1.18 ( 0.45, 3.09)     0.00 ( -0.02,  0.03)       0.7371                                                   

    Europe                             21/1196 (  1.8)        16/1208 (  1.3)       1.33 ( 0.70, 2.53)    1.33 ( 0.69, 2.56)     0.00 ( -0.01,  0.02)       0.3904                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.2193                                  

    <45 mL/min/1.73m^2                  1/  92 (  1.1)         4/  95 (  4.2)       0.26 ( 0.03, 2.27)    0.25 ( 0.03, 2.28)    -0.03 ( -0.08,  0.01)       0.3686                                                   

    >=45 mL/min/1.73m^2                50/2865 (  1.7)        53/2855 (  1.9)       0.94 ( 0.64, 1.38)    0.94 ( 0.64, 1.39)    -0.00 ( -0.01,  0.01)       0.7519                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.7657                                  

    <60 mL/min/1.73m^2                 17/ 604 (  2.8)        22/ 658 (  3.3)       0.84 ( 0.45, 1.57)    0.84 ( 0.44, 1.59)    -0.01 ( -0.03,  0.02)       0.5877                                                   

    >=60 mL/min/1.73m^2                34/2353 (  1.4)        35/2292 (  1.5)       0.95 ( 0.59, 1.51)    0.95 ( 0.59, 1.52)    -0.00 ( -0.01,  0.01)       0.8172                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.7000                                  

    <30 mL/min/1.73m^2                  1/  13 (  7.7)         1/   7 ( 14.3)       0.54 ( 0.04, 7.36)    0.50 ( 0.03, 9.46)    -0.07 ( -0.36,  0.23)       1.0000                                                   

    >=30 mL/min/1.73m^2                50/2944 (  1.7)        56/2943 (  1.9)       0.89 ( 0.61, 1.30)    0.89 ( 0.61, 1.31)    -0.00 ( -0.01,  0.01)       0.5553                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.7327                                  

    <30 mg/g                            8/ 333 (  2.4)         7/ 352 (  2.0)       1.21 ( 0.44, 3.29)    1.21 ( 0.44, 3.38)     0.00 ( -0.02,  0.03)       0.7117                                                   

    >=30 - <=300 mg/g                  34/2016 (  1.7)        41/2011 (  2.0)       0.83 ( 0.53, 1.30)    0.82 ( 0.52, 1.30)    -0.00 ( -0.01,  0.01)       0.4084                                                   

    >300 mg/g                           9/ 592 (  1.5)         8/ 574 (  1.4)       1.09 ( 0.42, 2.81)    1.09 ( 0.42, 2.85)     0.00 ( -0.02,  0.02)       0.8570                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.1356                                  

    <130 mmHg                          12/ 907 (  1.3)        21/ 910 (  2.3)       0.57 ( 0.28, 1.16)    0.57 ( 0.28, 1.16)    -0.01 ( -0.02,  0.00)       0.1162                                                   

    >=130 mmHg                         39/2051 (  1.9)        36/2040 (  1.8)       1.08 ( 0.69, 1.69)    1.08 ( 0.68, 1.70)     0.00 ( -0.01,  0.01)       0.7444                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.9852                                  

    no                                 45/2604 (  1.7)        50/2578 (  1.9)       0.89 ( 0.60, 1.33)    0.89 ( 0.59, 1.33)    -0.00 ( -0.01,  0.01)       0.5707                                                   

    yes                                 6/ 354 (  1.7)         7/ 372 (  1.9)       0.90 ( 0.31, 2.65)    0.90 ( 0.30, 2.70)    -0.00 ( -0.03,  0.02)       0.8496                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Urinary tract infection                                                                                                           

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               32/2958 (  1.1)        33/2950 (  1.1)       0.97 ( 0.60, 1.57)    0.97 ( 0.59, 1.58)    -0.00 ( -0.01,  0.01)       0.8921                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.4357                                  

    <=65 years                          9/1690 (  0.5)        12/1660 (  0.7)       0.74 ( 0.31, 1.74)    0.74 ( 0.31, 1.75)    -0.00 ( -0.01,  0.00)       0.4853                                                   

    >65 years                          23/1268 (  1.8)        21/1290 (  1.6)       1.11 ( 0.62, 2.00)    1.12 ( 0.61, 2.03)     0.00 ( -0.01,  0.01)       0.7176                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.4414                                  

    male                               17/2026 (  0.8)        20/1970 (  1.0)       0.83 ( 0.43, 1.57)    0.83 ( 0.43, 1.58)    -0.00 ( -0.01,  0.00)       0.5612                                                   

    female                             15/ 932 (  1.6)        13/ 980 (  1.3)       1.21 ( 0.58, 2.54)    1.22 ( 0.58, 2.57)     0.00 ( -0.01,  0.02)       0.6068                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.5425                                  

    White                              27/2305 (  1.2)        27/2263 (  1.2)       0.98 ( 0.58, 1.67)    0.98 ( 0.57, 1.68)    -0.00 ( -0.01,  0.01)       0.9458                                                   

    Black Or African American           0/ 103 (  0.0)         2/ 116 (  1.7)       0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)       0.4995                                                   

    Asian                               3/ 440 (  0.7)         3/ 458 (  0.7)       1.04 ( 0.21, 5.13)    1.04 ( 0.21, 5.19)     0.00 ( -0.01,  0.01)       1.0000                                                   

    Other                               2/ 110 (  1.8)         1/ 113 (  0.9)       2.05 ( 0.19,22.33)    2.07 ( 0.19,23.21)     0.01 ( -0.02,  0.04)       0.6183                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.8755                                  

    North America                      16/ 997 (  1.6)        18/ 998 (  1.8)       0.89 ( 0.46, 1.73)    0.89 ( 0.45, 1.75)    -0.00 ( -0.01,  0.01)       0.7317                                                   

    Latin America                       2/ 361 (  0.6)         3/ 322 (  0.9)       0.59 ( 0.10, 3.54)    0.59 ( 0.10, 3.57)    -0.00 ( -0.02,  0.01)       0.6707                                                   

    Asia/Pacific                        4/ 404 (  1.0)         3/ 422 (  0.7)       1.39 ( 0.31, 6.18)    1.40 ( 0.31, 6.28)     0.00 ( -0.01,  0.02)       0.7199                                                   

    Europe                             10/1196 (  0.8)         9/1208 (  0.7)       1.12 ( 0.46, 2.75)    1.12 ( 0.45, 2.77)     0.00 ( -0.01,  0.01)       0.8009                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.0835                                  

    <45 mL/min/1.73m^2                  0/  92 (  0.0)         3/  95 (  3.2)       0.15 ( 0.01, 2.82)    0.14 ( 0.01, 2.80)    -0.03 ( -0.07,  0.00)       0.2462                                                   

    >=45 mL/min/1.73m^2                32/2865 (  1.1)        30/2855 (  1.1)       1.06 ( 0.65, 1.74)    1.06 ( 0.64, 1.76)     0.00 ( -0.01,  0.01)       0.8091                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.6346                                  

    <60 mL/min/1.73m^2                 10/ 604 (  1.7)        13/ 658 (  2.0)       0.84 ( 0.37, 1.90)    0.84 ( 0.36, 1.92)    -0.00 ( -0.02,  0.01)       0.6712                                                   

    >=60 mL/min/1.73m^2                22/2353 (  0.9)        20/2292 (  0.9)       1.07 ( 0.59, 1.96)    1.07 ( 0.58, 1.97)     0.00 ( -0.01,  0.01)       0.8224                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                32/2944 (  1.1)        33/2943 (  1.1)       0.97 ( 0.60, 1.57)    0.97 ( 0.59, 1.58)    -0.00 ( -0.01,  0.01)       0.8997                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.7306                                  

    <30 mg/g                            4/ 333 (  1.2)         6/ 352 (  1.7)       0.70 ( 0.20, 2.48)    0.70 ( 0.20, 2.51)    -0.01 ( -0.02,  0.01)       0.7531                                                   

    >=30 - <=300 mg/g                  22/2016 (  1.1)        19/2011 (  0.9)       1.16 ( 0.63, 2.13)    1.16 ( 0.62, 2.14)     0.00 ( -0.01,  0.01)       0.6435                                                   

    >300 mg/g                           6/ 592 (  1.0)         7/ 574 (  1.2)       0.83 ( 0.28, 2.46)    0.83 ( 0.28, 2.48)    -0.00 ( -0.02,  0.01)       0.7378                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0451                                  

    <130 mmHg                           7/ 907 (  0.8)        15/ 910 (  1.6)       0.47 ( 0.19, 1.14)    0.46 ( 0.19, 1.14)    -0.01 ( -0.02,  0.00)       0.0877                                                   

    >=130 mmHg                         25/2051 (  1.2)        18/2040 (  0.9)       1.38 ( 0.76, 2.52)    1.39 ( 0.75, 2.55)     0.00 ( -0.00,  0.01)       0.2913                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.5263                                  

    no                                 29/2604 (  1.1)        28/2578 (  1.1)       1.03 ( 0.61, 1.72)    1.03 ( 0.61, 1.73)     0.00 ( -0.01,  0.01)       0.9242                                                   

    yes                                 3/ 354 (  0.8)         5/ 372 (  1.3)       0.63 ( 0.15, 2.62)    0.63 ( 0.15, 2.64)    -0.00 ( -0.02,  0.01)       0.7257                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Urinary tract infection                                                                                                       

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              248/2958 (  8.4)       248/2950 (  8.4)       1.00 ( 0.84, 1.18)    1.00 ( 0.83, 1.20)    -0.00 ( -0.01,  0.01)       0.9749                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.5002                                  

    <=65 years                        118/1690 (  7.0)       123/1660 (  7.4)       0.94 ( 0.74, 1.20)    0.94 ( 0.72, 1.22)    -0.00 ( -0.02,  0.01)       0.6322                                                   

    >65 years                         130/1268 ( 10.3)       125/1290 (  9.7)       1.06 ( 0.84, 1.34)    1.06 ( 0.82, 1.38)     0.01 ( -0.02,  0.03)       0.6350                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.0476                                  

    male                              107/2026 (  5.3)       123/1970 (  6.2)       0.85 ( 0.66, 1.09)    0.84 ( 0.64, 1.09)    -0.01 ( -0.02,  0.01)       0.1917                                                   

    female                            141/ 932 ( 15.1)       125/ 980 ( 12.8)       1.19 ( 0.95, 1.48)    1.22 ( 0.94, 1.58)     0.02 ( -0.01,  0.06)       0.1340                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.5434                                  

    White                             201/2305 (  8.7)       188/2263 (  8.3)       1.05 ( 0.87, 1.27)    1.05 ( 0.86, 1.30)     0.00 ( -0.01,  0.02)       0.6174                                                   

    Black Or African American          10/ 103 (  9.7)        17/ 116 ( 14.7)       0.66 ( 0.32, 1.38)    0.63 ( 0.27, 1.44)    -0.05 ( -0.14,  0.05)       0.2675                                                   

    Asian                              28/ 440 (  6.4)        35/ 458 (  7.6)       0.83 ( 0.52, 1.34)    0.82 ( 0.49, 1.37)    -0.01 ( -0.05,  0.02)       0.4537                                                   

    Other                               9/ 110 (  8.2)         8/ 113 (  7.1)       1.16 ( 0.46, 2.89)    1.17 ( 0.43, 3.15)     0.01 ( -0.07,  0.09)       0.7570                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.1507                                  

    North America                     115/ 997 ( 11.5)       116/ 998 ( 11.6)       0.99 ( 0.78, 1.26)    0.99 ( 0.75, 1.30)    -0.00 ( -0.03,  0.03)       0.9507                                                   

    Latin America                      12/ 361 (  3.3)        21/ 322 (  6.5)       0.51 ( 0.25, 1.02)    0.49 ( 0.24, 1.02)    -0.03 ( -0.07,  0.00)       0.0519                                                   

    Asia/Pacific                       29/ 404 (  7.2)        33/ 422 (  7.8)       0.92 ( 0.57, 1.48)    0.91 ( 0.54, 1.53)    -0.01 ( -0.04,  0.03)       0.7266                                                   

    Europe                             92/1196 (  7.7)        78/1208 (  6.5)       1.19 ( 0.89, 1.59)    1.21 ( 0.88, 1.65)     0.01 ( -0.01,  0.03)       0.2375                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.2558                                  

    <45 mL/min/1.73m^2                 10/  92 ( 10.9)         6/  95 (  6.3)       1.72 ( 0.65, 4.54)    1.81 ( 0.63, 5.20)     0.05 ( -0.05,  0.14)       0.2670                                                   

    >=45 mL/min/1.73m^2               238/2865 (  8.3)       242/2855 (  8.5)       0.98 ( 0.83, 1.16)    0.98 ( 0.81, 1.18)    -0.00 ( -0.02,  0.01)       0.8175                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.8829                                  

    <60 mL/min/1.73m^2                 66/ 604 ( 10.9)        73/ 658 ( 11.1)       0.98 ( 0.72, 1.35)    0.98 ( 0.69, 1.40)    -0.00 ( -0.04,  0.03)       0.9246                                                   

    >=60 mL/min/1.73m^2               182/2353 (  7.7)       175/2292 (  7.6)       1.01 ( 0.83, 1.24)    1.01 ( 0.82, 1.26)     0.00 ( -0.01,  0.02)       0.8987                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.6401                                  

    <30 mL/min/1.73m^2                  1/  13 (  7.7)         1/   7 ( 14.3)       0.54 ( 0.04, 7.36)    0.50 ( 0.03, 9.46)    -0.07 ( -0.36,  0.23)       1.0000                                                   

    >=30 mL/min/1.73m^2               247/2944 (  8.4)       247/2943 (  8.4)       1.00 ( 0.84, 1.18)    1.00 ( 0.83, 1.20)    -0.00 ( -0.01,  0.01)       0.9969                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.1138                                  

    <30 mg/g                           37/ 333 ( 11.1)        32/ 352 (  9.1)       1.22 ( 0.78, 1.91)    1.25 ( 0.76, 2.06)     0.02 ( -0.03,  0.07)       0.3803                                                   

    >=30 - <=300 mg/g                 162/2016 (  8.0)       182/2011 (  9.1)       0.89 ( 0.73, 1.09)    0.88 ( 0.70, 1.10)    -0.01 ( -0.03,  0.01)       0.2495                                                   

    >300 mg/g                          46/ 592 (  7.8)        32/ 574 (  5.6)       1.39 ( 0.90, 2.16)    1.43 ( 0.89, 2.28)     0.02 ( -0.01,  0.05)       0.1338                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.9629                                  

    <130 mmHg                          76/ 907 (  8.4)        76/ 910 (  8.4)       1.00 ( 0.74, 1.36)    1.00 ( 0.72, 1.40)     0.00 ( -0.03,  0.03)       0.9830                                                   

    >=130 mmHg                        172/2051 (  8.4)       172/2040 (  8.4)       0.99 ( 0.81, 1.22)    0.99 ( 0.80, 1.24)    -0.00 ( -0.02,  0.02)       0.9584                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.1721                                  

    no                                213/2604 (  8.2)       221/2578 (  8.6)       0.95 ( 0.80, 1.14)    0.95 ( 0.78, 1.16)    -0.00 ( -0.02,  0.01)       0.6098                                                   

    yes                                35/ 354 (  9.9)        27/ 372 (  7.3)       1.36 ( 0.84, 2.20)    1.40 ( 0.83, 2.37)     0.03 ( -0.02,  0.07)       0.2055                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Major Hypoglycaemic Event                                                                                                                

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               32/2958 (  1.1)        52/2950 (  1.8)       0.61 ( 0.40, 0.95)    0.61 ( 0.39, 0.95)    -0.01 ( -0.01, -0.00)       0.0271                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.7855                                  

    <=65 years                         16/1690 (  0.9)        24/1660 (  1.4)       0.65 ( 0.35, 1.23)    0.65 ( 0.34, 1.23)    -0.00 ( -0.01,  0.00)       0.1837                                                   

    >65 years                          16/1268 (  1.3)        28/1290 (  2.2)       0.58 ( 0.32, 1.07)    0.58 ( 0.31, 1.07)    -0.01 ( -0.02,  0.00)       0.0772                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.3201                                  

    male                               22/2026 (  1.1)        40/1970 (  2.0)       0.53 ( 0.32, 0.90)    0.53 ( 0.31, 0.89)    -0.01 ( -0.02, -0.00)       0.0157                                                   

    female                             10/ 932 (  1.1)        12/ 980 (  1.2)       0.88 ( 0.38, 2.02)    0.87 ( 0.38, 2.03)    -0.00 ( -0.01,  0.01)       0.7562                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.2356                                  

    White                              22/2305 (  1.0)        38/2263 (  1.7)       0.57 ( 0.34, 0.96)    0.56 ( 0.33, 0.96)    -0.01 ( -0.01, -0.00)       0.0315                                                   

    Black Or African American           2/ 103 (  1.9)         4/ 116 (  3.4)       0.56 ( 0.11, 3.01)    0.55 ( 0.10, 3.09)    -0.02 ( -0.06,  0.03)       0.6865                                                   

    Asian                               4/ 440 (  0.9)         9/ 458 (  2.0)       0.46 ( 0.14, 1.49)    0.46 ( 0.14, 1.50)    -0.01 ( -0.03,  0.01)       0.1856                                                   

    Other                               4/ 110 (  3.6)         1/ 113 (  0.9)       4.11 ( 0.47,36.19)    4.23 ( 0.46,38.42)     0.03 ( -0.01,  0.07)       0.2083                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5394                                  

    North America                      14/ 997 (  1.4)        31/ 998 (  3.1)       0.45 ( 0.24, 0.84)    0.44 ( 0.23, 0.84)    -0.02 ( -0.03, -0.00)       0.0105                                                   

    Latin America                       3/ 361 (  0.8)         3/ 322 (  0.9)       0.89 ( 0.18, 4.39)    0.89 ( 0.18, 4.45)    -0.00 ( -0.02,  0.01)       1.0000                                                   

    Asia/Pacific                        5/ 404 (  1.2)         7/ 422 (  1.7)       0.75 ( 0.24, 2.33)    0.74 ( 0.23, 2.36)    -0.00 ( -0.02,  0.02)       0.6133                                                   

    Europe                             10/1196 (  0.8)        11/1208 (  0.9)       0.92 ( 0.39, 2.15)    0.92 ( 0.39, 2.17)    -0.00 ( -0.01,  0.01)       0.8445                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.7042                                  

    <45 mL/min/1.73m^2                  1/  92 (  1.1)         1/  95 (  1.1)       1.03 ( 0.07,16.27)    1.03 ( 0.06,16.76)     0.00 ( -0.03,  0.03)       1.0000                                                   

    >=45 mL/min/1.73m^2                31/2865 (  1.1)        51/2855 (  1.8)       0.61 ( 0.39, 0.94)    0.60 ( 0.38, 0.94)    -0.01 ( -0.01, -0.00)       0.0251                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.6453                                  

    <60 mL/min/1.73m^2                 10/ 604 (  1.7)        15/ 658 (  2.3)       0.73 ( 0.33, 1.60)    0.72 ( 0.32, 1.62)    -0.01 ( -0.02,  0.01)       0.4270                                                   

    >=60 mL/min/1.73m^2                22/2353 (  0.9)        37/2292 (  1.6)       0.58 ( 0.34, 0.98)    0.58 ( 0.34, 0.98)    -0.01 ( -0.01,  0.00)       0.0388                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                32/2944 (  1.1)        52/2943 (  1.8)       0.62 ( 0.40, 0.95)    0.61 ( 0.39, 0.95)    -0.01 ( -0.01, -0.00)       0.0279                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.9523                                  

    <30 mg/g                            3/ 333 (  0.9)         6/ 352 (  1.7)       0.53 ( 0.13, 2.10)    0.52 ( 0.13, 2.11)    -0.01 ( -0.02,  0.01)       0.5065                                                   

    >=30 - <=300 mg/g                  19/2016 (  0.9)        32/2011 (  1.6)       0.59 ( 0.34, 1.04)    0.59 ( 0.33, 1.04)    -0.01 ( -0.01,  0.00)       0.0657                                                   

    >300 mg/g                           9/ 592 (  1.5)        13/ 574 (  2.3)       0.67 ( 0.29, 1.56)    0.67 ( 0.28, 1.57)    -0.01 ( -0.03,  0.01)       0.3504                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.1603                                  

    <130 mmHg                           7/ 907 (  0.8)        19/ 910 (  2.1)       0.37 ( 0.16, 0.87)    0.36 ( 0.15, 0.87)    -0.01 ( -0.03, -0.00)       0.0182                                                   

    >=130 mmHg                         25/2051 (  1.2)        33/2040 (  1.6)       0.75 ( 0.45, 1.26)    0.75 ( 0.44, 1.27)    -0.00 ( -0.01,  0.00)       0.2808                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.7608                                  

    no                                 24/2604 (  0.9)        40/2578 (  1.6)       0.59 ( 0.36, 0.98)    0.59 ( 0.35, 0.98)    -0.01 ( -0.01,  0.00)       0.0401                                                   

    yes                                 8/ 354 (  2.3)        12/ 372 (  3.2)       0.70 ( 0.29, 1.69)    0.69 ( 0.28, 1.72)    -0.01 ( -0.04,  0.02)       0.4270                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Major Hypoglycaemic Event                                                                                                        

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               24/2958 (  0.8)        36/2950 (  1.2)       0.66 ( 0.40, 1.11)    0.66 ( 0.39, 1.11)    -0.00 ( -0.01,  0.00)       0.1170                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2679                                  

    <=65 years                         13/1690 (  0.8)        14/1660 (  0.8)       0.91 ( 0.43, 1.93)    0.91 ( 0.43, 1.94)    -0.00 ( -0.01,  0.01)       0.8104                                                   

    >65 years                          11/1268 (  0.9)        22/1290 (  1.7)       0.51 ( 0.25, 1.04)    0.50 ( 0.24, 1.04)    -0.01 ( -0.02,  0.00)       0.0605                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.8954                                  

    male                               18/2026 (  0.9)        27/1970 (  1.4)       0.65 ( 0.36, 1.17)    0.65 ( 0.35, 1.18)    -0.00 ( -0.01,  0.00)       0.1488                                                   

    female                              6/ 932 (  0.6)         9/ 980 (  0.9)       0.70 ( 0.25, 1.96)    0.70 ( 0.25, 1.97)    -0.00 ( -0.01,  0.01)       0.4965                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.4888                                  

    White                              15/2305 (  0.7)        26/2263 (  1.1)       0.57 ( 0.30, 1.07)    0.56 ( 0.30, 1.07)    -0.00 ( -0.01,  0.00)       0.0743                                                   

    Black Or African American           2/ 103 (  1.9)         3/ 116 (  2.6)       0.75 ( 0.13, 4.41)    0.75 ( 0.12, 4.55)    -0.01 ( -0.05,  0.03)       1.0000                                                   

    Asian                               4/ 440 (  0.9)         6/ 458 (  1.3)       0.69 ( 0.20, 2.44)    0.69 ( 0.19, 2.47)    -0.00 ( -0.02,  0.01)       0.7530                                                   

    Other                               3/ 110 (  2.7)         1/ 113 (  0.9)       3.08 ( 0.33,29.18)    3.14 ( 0.32,30.66)     0.02 ( -0.02,  0.05)       0.3649                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.0973                                  

    North America                      10/ 997 (  1.0)        25/ 998 (  2.5)       0.40 ( 0.19, 0.83)    0.39 ( 0.19, 0.83)    -0.02 ( -0.03, -0.00)       0.0106                                                   

    Latin America                       2/ 361 (  0.6)         0/ 322 (  0.0)       4.46 ( 0.21,92.58)    4.49 ( 0.21,93.78)     0.01 ( -0.00,  0.01)       0.5009                                                   

    Asia/Pacific                        5/ 404 (  1.2)         4/ 422 (  0.9)       1.31 ( 0.35, 4.83)    1.31 ( 0.35, 4.91)     0.00 ( -0.01,  0.02)       0.7477                                                   

    Europe                              7/1196 (  0.6)         7/1208 (  0.6)       1.01 ( 0.36, 2.87)    1.01 ( 0.35, 2.89)     0.00 ( -0.01,  0.01)       0.9851                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.2072                                  

    <45 mL/min/1.73m^2                  1/  92 (  1.1)         0/  95 (  0.0)       3.10 ( 0.13,75.06)    3.13 ( 0.13,77.85)     0.01 ( -0.01,  0.03)       0.4920                                                   

    >=45 mL/min/1.73m^2                23/2865 (  0.8)        36/2855 (  1.3)       0.64 ( 0.38, 1.07)    0.63 ( 0.37, 1.07)    -0.00 ( -0.01,  0.00)       0.0864                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.6132                                  

    <60 mL/min/1.73m^2                  6/ 604 (  1.0)        12/ 658 (  1.8)       0.54 ( 0.21, 1.44)    0.54 ( 0.20, 1.45)    -0.01 ( -0.02,  0.01)       0.2142                                                   

    >=60 mL/min/1.73m^2                18/2353 (  0.8)        24/2292 (  1.0)       0.73 ( 0.40, 1.34)    0.73 ( 0.39, 1.35)    -0.00 ( -0.01,  0.00)       0.3099                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                24/2944 (  0.8)        36/2943 (  1.2)       0.67 ( 0.40, 1.11)    0.66 ( 0.39, 1.12)    -0.00 ( -0.01,  0.00)       0.1192                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.9666                                  

    <30 mg/g                            2/ 333 (  0.6)         4/ 352 (  1.1)       0.53 ( 0.10, 2.87)    0.53 ( 0.10, 2.89)    -0.01 ( -0.02,  0.01)       0.6869                                                   

    >=30 - <=300 mg/g                  14/2016 (  0.7)        21/2011 (  1.0)       0.67 ( 0.34, 1.30)    0.66 ( 0.34, 1.31)    -0.00 ( -0.01,  0.00)       0.2318                                                   

    >300 mg/g                           7/ 592 (  1.2)        11/ 574 (  1.9)       0.62 ( 0.24, 1.58)    0.61 ( 0.24, 1.59)    -0.01 ( -0.02,  0.01)       0.3097                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.2090                                  

    <130 mmHg                           5/ 907 (  0.6)        13/ 910 (  1.4)       0.39 ( 0.14, 1.08)    0.38 ( 0.14, 1.08)    -0.01 ( -0.02,  0.00)       0.0591                                                   

    >=130 mmHg                         19/2051 (  0.9)        23/2040 (  1.1)       0.82 ( 0.45, 1.50)    0.82 ( 0.45, 1.51)    -0.00 ( -0.01,  0.00)       0.5236                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.7731                                  

    no                                 19/2604 (  0.7)        27/2578 (  1.0)       0.70 ( 0.39, 1.25)    0.69 ( 0.39, 1.25)    -0.00 ( -0.01,  0.00)       0.2229                                                   

    yes                                 5/ 354 (  1.4)         9/ 372 (  2.4)       0.58 ( 0.20, 1.73)    0.58 ( 0.19, 1.74)    -0.01 ( -0.03,  0.01)       0.3244                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Major Hypoglycaemic Event                                                                                                         

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               19/2958 (  0.6)        29/2950 (  1.0)       0.65 ( 0.37, 1.16)    0.65 ( 0.36, 1.16)    -0.00 ( -0.01,  0.00)       0.1447                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.4060                                  

    <=65 years                         11/1690 (  0.7)        13/1660 (  0.8)       0.83 ( 0.37, 1.85)    0.83 ( 0.37, 1.86)    -0.00 ( -0.01,  0.01)       0.6500                                                   

    >65 years                           8/1268 (  0.6)        16/1290 (  1.2)       0.51 ( 0.22, 1.18)    0.51 ( 0.22, 1.19)    -0.01 ( -0.01,  0.00)       0.1100                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.4895                                  

    male                               13/2026 (  0.6)        22/1970 (  1.1)       0.57 ( 0.29, 1.14)    0.57 ( 0.29, 1.14)    -0.00 ( -0.01,  0.00)       0.1071                                                   

    female                              6/ 932 (  0.6)         7/ 980 (  0.7)       0.90 ( 0.30, 2.67)    0.90 ( 0.30, 2.69)    -0.00 ( -0.01,  0.01)       0.8513                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.5625                                  

    White                              14/2305 (  0.6)        21/2263 (  0.9)       0.65 ( 0.33, 1.28)    0.65 ( 0.33, 1.29)    -0.00 ( -0.01,  0.00)       0.2141                                                   

    Black Or African American           1/ 103 (  1.0)         1/ 116 (  0.9)       1.13 ( 0.07,17.78)    1.13 ( 0.07,18.26)     0.00 ( -0.02,  0.03)       1.0000                                                   

    Asian                               3/ 440 (  0.7)         7/ 458 (  1.5)       0.45 ( 0.12, 1.71)    0.44 ( 0.11, 1.72)    -0.01 ( -0.02,  0.01)       0.3420                                                   

    Other                               1/ 110 (  0.9)         0/ 113 (  0.0)       3.08 ( 0.13,74.83)    3.11 ( 0.13,77.16)     0.01 ( -0.01,  0.03)       0.4933                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.7403                                  

    North America                       9/ 997 (  0.9)        16/ 998 (  1.6)       0.56 ( 0.25, 1.27)    0.56 ( 0.25, 1.27)    -0.01 ( -0.02,  0.00)       0.1597                                                   

    Latin America                       3/ 361 (  0.8)         2/ 322 (  0.6)       1.34 ( 0.22, 7.96)    1.34 ( 0.22, 8.08)     0.00 ( -0.01,  0.01)       1.0000                                                   

    Asia/Pacific                        2/ 404 (  0.5)         5/ 422 (  1.2)       0.42 ( 0.08, 2.14)    0.41 ( 0.08, 2.15)    -0.01 ( -0.02,  0.01)       0.4519                                                   

    Europe                              5/1196 (  0.4)         6/1208 (  0.5)       0.84 ( 0.26, 2.75)    0.84 ( 0.26, 2.76)    -0.00 ( -0.01,  0.01)       0.7752                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.2025                                  

    <45 mL/min/1.73m^2                  1/  92 (  1.1)         0/  95 (  0.0)       3.10 ( 0.13,75.06)    3.13 ( 0.13,77.85)     0.01 ( -0.01,  0.03)       0.4920                                                   

    >=45 mL/min/1.73m^2                18/2865 (  0.6)        29/2855 (  1.0)       0.62 ( 0.34, 1.11)    0.62 ( 0.34, 1.11)    -0.00 ( -0.01,  0.00)       0.1046                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.3054                                  

    <60 mL/min/1.73m^2                  6/ 604 (  1.0)         6/ 658 (  0.9)       1.09 ( 0.35, 3.36)    1.09 ( 0.35, 3.40)     0.00 ( -0.01,  0.01)       0.8815                                                   

    >=60 mL/min/1.73m^2                13/2353 (  0.6)        23/2292 (  1.0)       0.55 ( 0.28, 1.08)    0.55 ( 0.28, 1.08)    -0.00 ( -0.01,  0.00)       0.0797                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                19/2944 (  0.6)        29/2943 (  1.0)       0.65 ( 0.37, 1.17)    0.65 ( 0.37, 1.17)    -0.00 ( -0.01,  0.00)       0.1470                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.8343                                  

    <30 mg/g                            2/ 333 (  0.6)         2/ 352 (  0.6)       1.06 ( 0.15, 7.46)    1.06 ( 0.15, 7.55)     0.00 ( -0.01,  0.01)       1.0000                                                   

    >=30 - <=300 mg/g                  11/2016 (  0.5)        18/2011 (  0.9)       0.61 ( 0.29, 1.29)    0.61 ( 0.29, 1.29)    -0.00 ( -0.01,  0.00)       0.1898                                                   

    >300 mg/g                           5/ 592 (  0.8)         9/ 574 (  1.6)       0.54 ( 0.18, 1.60)    0.53 ( 0.18, 1.61)    -0.01 ( -0.02,  0.01)       0.2571                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.6606                                  

    <130 mmHg                           6/ 907 (  0.7)        11/ 910 (  1.2)       0.55 ( 0.20, 1.47)    0.54 ( 0.20, 1.48)    -0.01 ( -0.02,  0.00)       0.2258                                                   

    >=130 mmHg                         13/2051 (  0.6)        18/2040 (  0.9)       0.72 ( 0.35, 1.46)    0.72 ( 0.35, 1.47)    -0.00 ( -0.01,  0.00)       0.3595                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.5901                                  

    no                                 14/2604 (  0.5)        23/2578 (  0.9)       0.60 ( 0.31, 1.17)    0.60 ( 0.31, 1.17)    -0.00 ( -0.01,  0.00)       0.1297                                                   

    yes                                 5/ 354 (  1.4)         6/ 372 (  1.6)       0.88 ( 0.27, 2.84)    0.87 ( 0.26, 2.89)    -0.00 ( -0.02,  0.02)       0.8252                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Major Hypoglycaemic Events                                                                                                    

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               14/2958 (  0.5)        27/2950 (  0.9)       0.52 ( 0.27, 0.98)    0.51 ( 0.27, 0.98)    -0.00 ( -0.01,  0.00)       0.0408                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.5489                                  

    <=65 years                          6/1690 (  0.4)        14/1660 (  0.8)       0.42 ( 0.16, 1.09)    0.42 ( 0.16, 1.09)    -0.00 ( -0.01,  0.00)       0.0666                                                   

    >65 years                           8/1268 (  0.6)        13/1290 (  1.0)       0.63 ( 0.26, 1.51)    0.62 ( 0.26, 1.51)    -0.00 ( -0.01,  0.00)       0.2910                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.4425                                  

    male                                9/2026 (  0.4)        20/1970 (  1.0)       0.44 ( 0.20, 0.96)    0.44 ( 0.20, 0.96)    -0.01 ( -0.01,  0.00)       0.0335                                                   

    female                              5/ 932 (  0.5)         7/ 980 (  0.7)       0.75 ( 0.24, 2.36)    0.75 ( 0.24, 2.37)    -0.00 ( -0.01,  0.01)       0.6227                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.3260                                  

    White                               9/2305 (  0.4)        21/2263 (  0.9)       0.42 ( 0.19, 0.92)    0.42 ( 0.19, 0.92)    -0.01 ( -0.01, -0.00)       0.0245                                                   

    Black Or African American           1/ 103 (  1.0)         3/ 116 (  2.6)       0.38 ( 0.04, 3.55)    0.37 ( 0.04, 3.61)    -0.02 ( -0.05,  0.02)       0.6242                                                   

    Asian                               1/ 440 (  0.2)         2/ 458 (  0.4)       0.52 ( 0.05, 5.72)    0.52 ( 0.05, 5.75)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    Other                               3/ 110 (  2.7)         1/ 113 (  0.9)       3.08 ( 0.33,29.18)    3.14 ( 0.32,30.66)     0.02 ( -0.02,  0.05)       0.3649                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.2089                                  

    North America                       6/ 997 (  0.6)        19/ 998 (  1.9)       0.32 ( 0.13, 0.79)    0.31 ( 0.12, 0.78)    -0.01 ( -0.02, -0.00)       0.0090                                                   

    Latin America                       0/ 361 (  0.0)         1/ 322 (  0.3)       0.30 ( 0.01, 7.28)    0.30 ( 0.01, 7.30)    -0.00 ( -0.01,  0.00)       0.4714                                                   

    Asia/Pacific                        3/ 404 (  0.7)         2/ 422 (  0.5)       1.57 ( 0.26, 9.33)    1.57 ( 0.26, 9.45)     0.00 ( -0.01,  0.01)       0.6802                                                   

    Europe                              5/1196 (  0.4)         5/1208 (  0.4)       1.01 ( 0.29, 3.48)    1.01 ( 0.29, 3.50)     0.00 ( -0.01,  0.01)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.6092                                  

    <45 mL/min/1.73m^2                  1/  92 (  1.1)         1/  95 (  1.1)       1.03 ( 0.07,16.27)    1.03 ( 0.06,16.76)     0.00 ( -0.03,  0.03)       1.0000                                                   

    >=45 mL/min/1.73m^2                13/2865 (  0.5)        26/2855 (  0.9)       0.50 ( 0.26, 0.97)    0.50 ( 0.25, 0.97)    -0.00 ( -0.01,  0.00)       0.0358                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.8763                                  

    <60 mL/min/1.73m^2                  5/ 604 (  0.8)        11/ 658 (  1.7)       0.50 ( 0.17, 1.42)    0.49 ( 0.17, 1.42)    -0.01 ( -0.02,  0.01)       0.1809                                                   

    >=60 mL/min/1.73m^2                 9/2353 (  0.4)        16/2292 (  0.7)       0.55 ( 0.24, 1.24)    0.55 ( 0.24, 1.24)    -0.00 ( -0.01,  0.00)       0.1417                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                     NE                                     

    <30 mL/min/1.73m^2                  0/  13 (  0.0)         0/   7 (  0.0)         NE                    NE                    NE                                                                                 

    >=30 mL/min/1.73m^2                14/2944 (  0.5)        27/2943 (  0.9)       0.52 ( 0.27, 0.99)    0.52 ( 0.27, 0.99)    -0.00 ( -0.01,  0.00)       0.0415                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.5763                                  

    <30 mg/g                            1/ 333 (  0.3)         5/ 352 (  1.4)       0.21 ( 0.02, 1.80)    0.21 ( 0.02, 1.80)    -0.01 ( -0.02,  0.00)       0.2178                                                   

    >=30 - <=300 mg/g                   9/2016 (  0.4)        16/2011 (  0.8)       0.56 ( 0.25, 1.27)    0.56 ( 0.25, 1.27)    -0.00 ( -0.01,  0.00)       0.1584                                                   

    >300 mg/g                           4/ 592 (  0.7)         5/ 574 (  0.9)       0.78 ( 0.21, 2.87)    0.77 ( 0.21, 2.90)    -0.00 ( -0.01,  0.01)       0.7495                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.1307                                  

    <130 mmHg                           2/ 907 (  0.2)        10/ 910 (  1.1)       0.20 ( 0.04, 0.91)    0.20 ( 0.04, 0.91)    -0.01 ( -0.02, -0.00)       0.0208                                                   

    >=130 mmHg                         12/2051 (  0.6)        17/2040 (  0.8)       0.70 ( 0.34, 1.47)    0.70 ( 0.33, 1.47)    -0.00 ( -0.01,  0.00)       0.3440                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.9908                                  

    no                                 11/2604 (  0.4)        21/2578 (  0.8)       0.52 ( 0.25, 1.07)    0.52 ( 0.25, 1.07)    -0.00 ( -0.01,  0.00)       0.0716                                                   

    yes                                 3/ 354 (  0.8)         6/ 372 (  1.6)       0.53 ( 0.13, 2.08)    0.52 ( 0.13, 2.10)    -0.01 ( -0.02,  0.01)       0.5063                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Blood and lymphatic system   Overall                        100/2958 (  3.4)      146/2950 (  4.9)      0.68 ( 0.53, 0.88)    0.67 ( 0.52, 0.87)    -0.02 ( -0.03, -0.01)     0.0026                           

 disorders                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8136            

                                      <=65 years                   46/1690 (  2.7)       64/1660 (  3.9)      0.71 ( 0.49, 1.02)    0.70 ( 0.47, 1.03)    -0.01 ( -0.02,  0.00)     0.0657                           

                                      >65 years                    54/1268 (  4.3)       82/1290 (  6.4)      0.67 ( 0.48, 0.94)    0.66 ( 0.46, 0.93)    -0.02 ( -0.04, -0.00)     0.0181                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0932            

                                      male                         63/2026 (  3.1)      104/1970 (  5.3)      0.59 ( 0.43, 0.80)    0.58 ( 0.42, 0.79)    -0.02 ( -0.03, -0.01)     0.0006                           

                                      female                       37/ 932 (  4.0)       42/ 980 (  4.3)      0.93 ( 0.60, 1.43)    0.92 ( 0.59, 1.45)    -0.00 ( -0.02,  0.02)     0.7288                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4236            

                                      White                        90/2305 (  3.9)      132/2263 (  5.8)      0.67 ( 0.52, 0.87)    0.66 ( 0.50, 0.86)    -0.02 ( -0.03, -0.01)     0.0024                           

                                      Black Or African American     2/ 103 (  1.9)        7/ 116 (  6.0)      0.32 ( 0.07, 1.51)    0.31 ( 0.06, 1.52)    -0.04 ( -0.09,  0.01)     0.1776                           

                                      Asian                         6/ 440 (  1.4)        4/ 458 (  0.9)      1.56 ( 0.44, 5.50)    1.57 ( 0.44, 5.60)     0.00 ( -0.01,  0.02)     0.5392                           

                                      Other                         2/ 110 (  1.8)        3/ 113 (  2.7)      0.68 ( 0.12, 4.02)    0.68 ( 0.11, 4.14)    -0.01 ( -0.05,  0.03)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8256            

                                      North America                52/ 997 (  5.2)       72/ 998 (  7.2)      0.72 ( 0.51, 1.02)    0.71 ( 0.49, 1.02)    -0.02 ( -0.04,  0.00)     0.0645                           

                                      Latin America                 2/ 361 (  0.6)        5/ 322 (  1.6)      0.36 ( 0.07, 1.83)    0.35 ( 0.07, 1.83)    -0.01 ( -0.03,  0.01)     0.2636                           

                                      Asia/Pacific                  5/ 404 (  1.2)        6/ 422 (  1.4)      0.87 ( 0.27, 2.83)    0.87 ( 0.26, 2.87)    -0.00 ( -0.02,  0.02)     0.8176                           

                                      Europe                       41/1196 (  3.4)       63/1208 (  5.2)      0.66 ( 0.45, 0.97)    0.65 ( 0.43, 0.96)    -0.02 ( -0.04, -0.00)     0.0313                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9967            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        6/  95 (  6.3)      0.69 ( 0.20, 2.36)    0.67 ( 0.18, 2.47)    -0.02 ( -0.08,  0.04)     0.7474                           

                                      >=45 mL/min/1.73m^2          96/2865 (  3.4)      140/2855 (  4.9)      0.68 ( 0.53, 0.88)    0.67 ( 0.52, 0.88)    -0.02 ( -0.03, -0.00)     0.0032                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.1005            

                                      <60 mL/min/1.73m^2           34/ 604 (  5.6)       39/ 658 (  5.9)      0.95 ( 0.61, 1.48)    0.95 ( 0.59, 1.52)    -0.00 ( -0.03,  0.02)     0.8209                           

                                      >=60 mL/min/1.73m^2          66/2353 (  2.8)      107/2292 (  4.7)      0.60 ( 0.44, 0.81)    0.59 ( 0.43, 0.81)    -0.02 ( -0.03, -0.01)     0.0008                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         100/2944 (  3.4)      146/2943 (  5.0)      0.68 ( 0.53, 0.88)    0.67 ( 0.52, 0.87)    -0.02 ( -0.03, -0.01)     0.0027                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2286            

                                      <30 mg/g                     14/ 333 (  4.2)       16/ 352 (  4.5)      0.92 ( 0.46, 1.87)    0.92 ( 0.44, 1.92)    -0.00 ( -0.04,  0.03)     0.8274                           

                                      >=30 - <=300 mg/g            55/2016 (  2.7)       96/2011 (  4.8)      0.57 ( 0.41, 0.79)    0.56 ( 0.40, 0.78)    -0.02 ( -0.03, -0.01)     0.0006                           

                                      >300 mg/g                    31/ 592 (  5.2)       34/ 574 (  5.9)      0.88 ( 0.55, 1.42)    0.88 ( 0.53, 1.45)    -0.01 ( -0.04,  0.02)     0.6095                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7937            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    35/ 907 (  3.9)       49/ 910 (  5.4)      0.72 ( 0.47, 1.09)    0.71 ( 0.45, 1.10)    -0.02 ( -0.04,  0.01)     0.1216                           

                                      >=130 mmHg                   65/2051 (  3.2)       97/2040 (  4.8)      0.67 ( 0.49, 0.91)    0.66 ( 0.48, 0.90)    -0.02 ( -0.03, -0.00)     0.0093                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8568            

                                      no                           80/2604 (  3.1)      117/2578 (  4.5)      0.68 ( 0.51, 0.89)    0.67 ( 0.50, 0.89)    -0.01 ( -0.03, -0.00)     0.0058                           

                                      yes                          20/ 354 (  5.6)       29/ 372 (  7.8)      0.72 ( 0.42, 1.26)    0.71 ( 0.39, 1.28)    -0.02 ( -0.06,  0.02)     0.2496                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Blood and lymphatic system   Overall                         41/2958 (  1.4)       92/2950 (  3.1)      0.44 ( 0.31, 0.64)    0.44 ( 0.30, 0.63)    -0.02 ( -0.03, -0.01)     <.0001                           

 disorders, PT: Anaemia                                                                                                                                                                                              

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9993            

                                      <=65 years                   19/1690 (  1.1)       42/1660 (  2.5)      0.44 ( 0.26, 0.76)    0.44 ( 0.25, 0.76)    -0.01 ( -0.02, -0.00)     0.0023                           

                                      >65 years                    22/1268 (  1.7)       50/1290 (  3.9)      0.45 ( 0.27, 0.73)    0.44 ( 0.26, 0.73)    -0.02 ( -0.04, -0.01)     0.0011                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1453            

                                      male                         24/2026 (  1.2)       64/1970 (  3.2)      0.36 ( 0.23, 0.58)    0.36 ( 0.22, 0.57)    -0.02 ( -0.03, -0.01)     <.0001                           

                                      female                       17/ 932 (  1.8)       28/ 980 (  2.9)      0.64 ( 0.35, 1.16)    0.63 ( 0.34, 1.16)    -0.01 ( -0.03,  0.00)     0.1365                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3746            

                                      White                        36/2305 (  1.6)       84/2263 (  3.7)      0.42 ( 0.29, 0.62)    0.41 ( 0.28, 0.61)    -0.02 ( -0.03, -0.01)     <.0001                           

                                      Black Or African American     1/ 103 (  1.0)        5/ 116 (  4.3)      0.23 ( 0.03, 1.90)    0.22 ( 0.03, 1.89)    -0.03 ( -0.07,  0.01)     0.2173                           

                                      Asian                         3/ 440 (  0.7)        2/ 458 (  0.4)      1.56 ( 0.26, 9.30)    1.57 ( 0.26, 9.41)     0.00 ( -0.01,  0.01)     0.6808                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4339            

                                      North America                20/ 997 (  2.0)       44/ 998 (  4.4)      0.46 ( 0.27, 0.77)    0.44 ( 0.26, 0.76)    -0.02 ( -0.04, -0.01)     0.0023                           

                                      Latin America                 1/ 361 (  0.3)        5/ 322 (  1.6)      0.18 ( 0.02, 1.52)    0.18 ( 0.02, 1.52)    -0.01 ( -0.03,  0.00)     0.1053                           

                                      Asia/Pacific                  2/ 404 (  0.5)        1/ 422 (  0.2)      2.09 ( 0.19,22.95)    2.09 ( 0.19,23.19)     0.00 ( -0.01,  0.01)     0.6165                           

                                      Europe                       18/1196 (  1.5)       42/1208 (  3.5)      0.43 ( 0.25, 0.75)    0.42 ( 0.24, 0.74)    -0.02 ( -0.03, -0.01)     0.0019                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.8973            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        2/  95 (  2.1)      0.52 ( 0.05, 5.60)    0.51 ( 0.05, 5.73)    -0.01 ( -0.05,  0.03)     1.0000                           

                                      >=45 mL/min/1.73m^2          40/2865 (  1.4)       90/2855 (  3.2)      0.44 ( 0.31, 0.64)    0.44 ( 0.30, 0.63)    -0.02 ( -0.03, -0.01)     <.0001                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.1315            

                                      <60 mL/min/1.73m^2           15/ 604 (  2.5)       24/ 658 (  3.6)      0.68 ( 0.36, 1.29)    0.67 ( 0.35, 1.29)    -0.01 ( -0.03,  0.01)     0.2328                           

                                      >=60 mL/min/1.73m^2          26/2353 (  1.1)       68/2292 (  3.0)      0.37 ( 0.24, 0.58)    0.37 ( 0.23, 0.58)    -0.02 ( -0.03, -0.01)     <.0001                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          41/2944 (  1.4)       92/2943 (  3.1)      0.45 ( 0.31, 0.64)    0.44 ( 0.30, 0.63)    -0.02 ( -0.03, -0.01)     <.0001                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.6593            

                                      <30 mg/g                      5/ 333 (  1.5)       11/ 352 (  3.1)      0.48 ( 0.17, 1.37)    0.47 ( 0.16, 1.37)    -0.02 ( -0.04,  0.01)     0.1600                           

                                      >=30 - <=300 mg/g            23/2016 (  1.1)       59/2011 (  2.9)      0.39 ( 0.24, 0.63)    0.38 ( 0.23, 0.62)    -0.02 ( -0.03, -0.01)     <.0001                           

                                      >300 mg/g                    13/ 592 (  2.2)       22/ 574 (  3.8)      0.57 ( 0.29, 1.13)    0.56 ( 0.28, 1.13)    -0.02 ( -0.04,  0.00)     0.1017                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6477            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    13/ 907 (  1.4)       33/ 910 (  3.6)      0.40 ( 0.21, 0.75)    0.39 ( 0.20, 0.74)    -0.02 ( -0.04, -0.01)     0.0029                           

                                      >=130 mmHg                   28/2051 (  1.4)       59/2040 (  2.9)      0.47 ( 0.30, 0.74)    0.46 ( 0.30, 0.73)    -0.02 ( -0.02, -0.01)     0.0007                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7359            

                                      no                           33/2604 (  1.3)       71/2578 (  2.8)      0.46 ( 0.31, 0.69)    0.45 ( 0.30, 0.69)    -0.01 ( -0.02, -0.01)     0.0001                           

                                      yes                           8/ 354 (  2.3)       21/ 372 (  5.6)      0.40 ( 0.18, 0.89)    0.39 ( 0.17, 0.88)    -0.03 ( -0.07, -0.00)     0.0200                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders            Overall                        642/2958 ( 21.7)      696/2950 ( 23.6)      0.92 ( 0.84, 1.01)    0.90 ( 0.79, 1.01)    -0.02 ( -0.04,  0.00)     0.0828                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8350            

                                      <=65 years                  327/1690 ( 19.3)      346/1660 ( 20.8)      0.93 ( 0.81, 1.06)    0.91 ( 0.77, 1.08)    -0.01 ( -0.04,  0.01)     0.2806                           

                                      >65 years                   315/1268 ( 24.8)      350/1290 ( 27.1)      0.92 ( 0.80, 1.04)    0.89 ( 0.74, 1.06)    -0.02 ( -0.06,  0.01)     0.1869                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4857            

                                      male                        486/2026 ( 24.0)      505/1970 ( 25.6)      0.94 ( 0.84, 1.04)    0.92 ( 0.79, 1.06)    -0.02 ( -0.04,  0.01)     0.2283                           

                                      female                      156/ 932 ( 16.7)      191/ 980 ( 19.5)      0.86 ( 0.71, 1.04)    0.83 ( 0.66, 1.05)    -0.03 ( -0.06,  0.01)     0.1188                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6922            

                                      White                       531/2305 ( 23.0)      570/2263 ( 25.2)      0.91 ( 0.83, 1.01)    0.89 ( 0.78, 1.02)    -0.02 ( -0.05,  0.00)     0.0893                           

                                      Black Or African American    25/ 103 ( 24.3)       34/ 116 ( 29.3)      0.83 ( 0.53, 1.29)    0.77 ( 0.42, 1.41)    -0.05 ( -0.17,  0.07)     0.4026                           

                                      Asian                        60/ 440 ( 13.6)       70/ 458 ( 15.3)      0.89 ( 0.65, 1.23)    0.88 ( 0.60, 1.27)    -0.02 ( -0.06,  0.03)     0.4833                           

                                      Other                        26/ 110 ( 23.6)       22/ 113 ( 19.5)      1.21 ( 0.73, 2.01)    1.28 ( 0.67, 2.43)     0.04 ( -0.07,  0.16)     0.4501                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9481            

                                      North America               276/ 997 ( 27.7)      292/ 998 ( 29.3)      0.95 ( 0.82, 1.09)    0.93 ( 0.76, 1.12)    -0.02 ( -0.06,  0.02)     0.4357                           

                                      Latin America                40/ 361 ( 11.1)       38/ 322 ( 11.8)      0.94 ( 0.62, 1.43)    0.93 ( 0.58, 1.49)    -0.01 ( -0.06,  0.04)     0.7676                           

                                      Asia/Pacific                 66/ 404 ( 16.3)       72/ 422 ( 17.1)      0.96 ( 0.71, 1.30)    0.95 ( 0.66, 1.37)    -0.01 ( -0.06,  0.05)     0.7802                           

                                      Europe                      260/1196 ( 21.7)      294/1208 ( 24.3)      0.89 ( 0.77, 1.03)    0.86 ( 0.71, 1.04)    -0.03 ( -0.06,  0.01)     0.1304                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1987            

                                      <45 mL/min/1.73m^2           23/  92 ( 25.0)       34/  95 ( 35.8)      0.70 ( 0.45, 1.09)    0.60 ( 0.32, 1.12)    -0.11 ( -0.24,  0.03)     0.1100                           

                                      >=45 mL/min/1.73m^2         618/2865 ( 21.6)      662/2855 ( 23.2)      0.93 ( 0.84, 1.02)    0.91 ( 0.80, 1.03)    -0.02 ( -0.04,  0.01)     0.1424                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3934            

                                      <60 mL/min/1.73m^2          165/ 604 ( 27.3)      181/ 658 ( 27.5)      0.99 ( 0.83, 1.19)    0.99 ( 0.77, 1.27)    -0.00 ( -0.05,  0.05)     0.9399                           

                                      >=60 mL/min/1.73m^2         476/2353 ( 20.2)      515/2292 ( 22.5)      0.90 ( 0.81, 1.01)    0.88 ( 0.76, 1.01)    -0.02 ( -0.05,  0.00)     0.0625                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.2497            

                                      <30 mL/min/1.73m^2            2/  13 ( 15.4)        0/   7 (  0.0)      2.86 ( 0.16,52.42)    3.26 ( 0.14,77.84)     0.15 ( -0.04,  0.35)     0.5211                           

                                      >=30 mL/min/1.73m^2         639/2944 ( 21.7)      696/2943 ( 23.6)      0.92 ( 0.84, 1.01)    0.90 ( 0.79, 1.01)    -0.02 ( -0.04,  0.00)     0.0749                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.9963            

                                      <30 mg/g                     78/ 333 ( 23.4)       91/ 352 ( 25.9)      0.91 ( 0.70, 1.18)    0.88 ( 0.62, 1.24)    -0.02 ( -0.09,  0.04)     0.4614                           

                                      >=30 - <=300 mg/g           401/2016 ( 19.9)      438/2011 ( 21.8)      0.91 ( 0.81, 1.03)    0.89 ( 0.77, 1.04)    -0.02 ( -0.04,  0.01)     0.1400                           

                                      >300 mg/g                   156/ 592 ( 26.4)      165/ 574 ( 28.7)      0.92 ( 0.76, 1.10)    0.89 ( 0.69, 1.15)    -0.02 ( -0.08,  0.03)     0.3604                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3942            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                   199/ 907 ( 21.9)      204/ 910 ( 22.4)      0.98 ( 0.82, 1.16)    0.97 ( 0.78, 1.21)    -0.00 ( -0.04,  0.03)     0.8067                           

                                      >=130 mmHg                  443/2051 ( 21.6)      492/2040 ( 24.1)      0.90 ( 0.80, 1.00)    0.87 ( 0.75, 1.00)    -0.03 ( -0.05,  0.00)     0.0551                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2377            

                                      no                          516/2604 ( 19.8)      540/2578 ( 20.9)      0.95 ( 0.85, 1.05)    0.93 ( 0.81, 1.07)    -0.01 ( -0.03,  0.01)     0.3123                           

                                      yes                         126/ 354 ( 35.6)      156/ 372 ( 41.9)      0.85 ( 0.71, 1.02)    0.77 ( 0.57, 1.03)    -0.06 ( -0.14,  0.01)     0.0799                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                        116/2958 (  3.9)      104/2950 (  3.5)      1.11 ( 0.86, 1.44)    1.12 ( 0.85, 1.46)     0.00 ( -0.01,  0.01)     0.4214                           

 Acute myocardial infarction                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4463            

                                      <=65 years                   61/1690 (  3.6)       59/1660 (  3.6)      1.02 ( 0.71, 1.44)    1.02 ( 0.71, 1.46)     0.00 ( -0.01,  0.01)     0.9315                           

                                      >65 years                    55/1268 (  4.3)       45/1290 (  3.5)      1.24 ( 0.85, 1.83)    1.25 ( 0.84, 1.87)     0.01 ( -0.01,  0.02)     0.2680                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0637            

                                      male                         97/2026 (  4.8)       75/1970 (  3.8)      1.26 ( 0.94, 1.69)    1.27 ( 0.93, 1.73)     0.01 ( -0.00,  0.02)     0.1268                           

                                      female                       19/ 932 (  2.0)       29/ 980 (  3.0)      0.69 ( 0.39, 1.22)    0.68 ( 0.38, 1.23)    -0.01 ( -0.02,  0.01)     0.1985                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2547            

                                      White                        96/2305 (  4.2)       87/2263 (  3.8)      1.08 ( 0.82, 1.44)    1.09 ( 0.81, 1.46)     0.00 ( -0.01,  0.01)     0.5809                           

                                      Black Or African American     1/ 103 (  1.0)        5/ 116 (  4.3)      0.23 ( 0.03, 1.90)    0.22 ( 0.03, 1.89)    -0.03 ( -0.07,  0.01)     0.2173                           

                                      Asian                        14/ 440 (  3.2)        8/ 458 (  1.7)      1.82 ( 0.77, 4.30)    1.85 ( 0.77, 4.45)     0.01 ( -0.01,  0.04)     0.1646                           

                                      Other                         5/ 110 (  4.5)        4/ 113 (  3.5)      1.28 ( 0.35, 4.66)    1.30 ( 0.34, 4.96)     0.01 ( -0.04,  0.06)     0.7461                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6970            

                                      North America                45/ 997 (  4.5)       47/ 998 (  4.7)      0.96 ( 0.64, 1.43)    0.96 ( 0.63, 1.45)    -0.00 ( -0.02,  0.02)     0.8348                           

                                      Latin America                 7/ 361 (  1.9)        7/ 322 (  2.2)      0.89 ( 0.32, 2.52)    0.89 ( 0.31, 2.56)    -0.00 ( -0.03,  0.02)     0.8289                           

                                      Asia/Pacific                 13/ 404 (  3.2)       10/ 422 (  2.4)      1.36 ( 0.60, 3.06)    1.37 ( 0.59, 3.16)     0.01 ( -0.02,  0.03)     0.4592                           

                                      Europe                       51/1196 (  4.3)       40/1208 (  3.3)      1.29 ( 0.86, 1.93)    1.30 ( 0.85, 1.98)     0.01 ( -0.01,  0.03)     0.2210                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.7097            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        2/  95 (  2.1)      1.55 ( 0.26, 9.06)    1.57 ( 0.26, 9.60)     0.01 ( -0.03,  0.06)     0.6791                           

                                      >=45 mL/min/1.73m^2         113/2865 (  3.9)      102/2855 (  3.6)      1.10 ( 0.85, 1.44)    1.11 ( 0.84, 1.46)     0.00 ( -0.01,  0.01)     0.4602                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9525            

                                      <60 mL/min/1.73m^2           27/ 604 (  4.5)       26/ 658 (  4.0)      1.13 ( 0.67, 1.92)    1.14 ( 0.66, 1.97)     0.01 ( -0.02,  0.03)     0.6463                           

                                      >=60 mL/min/1.73m^2          89/2353 (  3.8)       78/2292 (  3.4)      1.11 ( 0.82, 1.50)    1.12 ( 0.82, 1.52)     0.00 ( -0.01,  0.01)     0.4876                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         116/2944 (  3.9)      104/2943 (  3.5)      1.12 ( 0.86, 1.45)    1.12 ( 0.85, 1.47)     0.00 ( -0.01,  0.01)     0.4111                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2603            

                                      <30 mg/g                     10/ 333 (  3.0)       10/ 352 (  2.8)      1.06 ( 0.45, 2.51)    1.06 ( 0.43, 2.58)     0.00 ( -0.03,  0.03)     0.8998                           

                                      >=30 - <=300 mg/g            74/2016 (  3.7)       58/2011 (  2.9)      1.27 ( 0.91, 1.78)    1.28 ( 0.90, 1.82)     0.01 ( -0.00,  0.02)     0.1611                           

                                      >300 mg/g                    29/ 592 (  4.9)       36/ 574 (  6.3)      0.78 ( 0.49, 1.26)    0.77 ( 0.47, 1.27)    -0.01 ( -0.04,  0.01)     0.3071                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3819            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    36/ 907 (  4.0)       27/ 910 (  3.0)      1.34 ( 0.82, 2.18)    1.35 ( 0.81, 2.25)     0.01 ( -0.01,  0.03)     0.2432                           

                                      >=130 mmHg                   80/2051 (  3.9)       77/2040 (  3.8)      1.03 ( 0.76, 1.40)    1.03 ( 0.75, 1.42)     0.00 ( -0.01,  0.01)     0.8338                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8158            

                                      no                           93/2604 (  3.6)       81/2578 (  3.1)      1.14 ( 0.85, 1.52)    1.14 ( 0.84, 1.55)     0.00 ( -0.01,  0.01)     0.3909                           

                                      yes                          23/ 354 (  6.5)       23/ 372 (  6.2)      1.05 ( 0.60, 1.84)    1.05 ( 0.58, 1.92)     0.00 ( -0.03,  0.04)     0.8621                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                        103/2958 (  3.5)      111/2950 (  3.8)      0.93 ( 0.71, 1.20)    0.92 ( 0.70, 1.21)    -0.00 ( -0.01,  0.01)     0.5638                           

 Angina pectoris                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5211            

                                      <=65 years                   54/1690 (  3.2)       62/1660 (  3.7)      0.86 ( 0.60, 1.22)    0.85 ( 0.59, 1.23)    -0.01 ( -0.02,  0.01)     0.3931                           

                                      >65 years                    49/1268 (  3.9)       49/1290 (  3.8)      1.02 ( 0.69, 1.50)    1.02 ( 0.68, 1.52)     0.00 ( -0.01,  0.02)     0.9308                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2046            

                                      male                         84/2026 (  4.1)       81/1970 (  4.1)      1.01 ( 0.75, 1.36)    1.01 ( 0.74, 1.38)     0.00 ( -0.01,  0.01)     0.9564                           

                                      female                       19/ 932 (  2.0)       30/ 980 (  3.1)      0.67 ( 0.38, 1.17)    0.66 ( 0.37, 1.18)    -0.01 ( -0.03,  0.00)     0.1574                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3937            

                                      White                        91/2305 (  3.9)       88/2263 (  3.9)      1.02 ( 0.76, 1.35)    1.02 ( 0.75, 1.37)     0.00 ( -0.01,  0.01)     0.9178                           

                                      Black Or African American     2/ 103 (  1.9)        6/ 116 (  5.2)      0.38 ( 0.08, 1.82)    0.36 ( 0.07, 1.84)    -0.03 ( -0.08,  0.02)     0.2870                           

                                      Asian                         7/ 440 (  1.6)       11/ 458 (  2.4)      0.66 ( 0.26, 1.69)    0.66 ( 0.25, 1.71)    -0.01 ( -0.03,  0.01)     0.3864                           

                                      Other                         3/ 110 (  2.7)        6/ 113 (  5.3)      0.51 ( 0.13, 2.00)    0.50 ( 0.12, 2.05)    -0.03 ( -0.08,  0.03)     0.4991                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1116            

                                      North America                55/ 997 (  5.5)       41/ 998 (  4.1)      1.34 ( 0.90, 1.99)    1.36 ( 0.90, 2.06)     0.01 ( -0.01,  0.03)     0.1418                           

                                      Latin America                 2/ 361 (  0.6)        3/ 322 (  0.9)      0.59 ( 0.10, 3.54)    0.59 ( 0.10, 3.57)    -0.00 ( -0.02,  0.01)     0.6707                           

                                      Asia/Pacific                  8/ 404 (  2.0)       11/ 422 (  2.6)      0.76 ( 0.31, 1.87)    0.75 ( 0.30, 1.90)    -0.01 ( -0.03,  0.02)     0.5485                           

                                      Europe                       38/1196 (  3.2)       56/1208 (  4.6)      0.69 ( 0.46, 1.03)    0.68 ( 0.44, 1.03)    -0.01 ( -0.03,  0.00)     0.0652                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3263            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        2/  95 (  2.1)      2.07 ( 0.39,11.00)    2.11 ( 0.38,11.83)     0.02 ( -0.03,  0.07)     0.4393                           

                                      >=45 mL/min/1.73m^2          99/2865 (  3.5)      109/2855 (  3.8)      0.91 ( 0.69, 1.18)    0.90 ( 0.68, 1.19)    -0.00 ( -0.01,  0.01)     0.4642                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7605            

                                      <60 mL/min/1.73m^2           23/ 604 (  3.8)       29/ 658 (  4.4)      0.86 ( 0.51, 1.48)    0.86 ( 0.49, 1.50)    -0.01 ( -0.03,  0.02)     0.5927                           

                                      >=60 mL/min/1.73m^2          80/2353 (  3.4)       82/2292 (  3.6)      0.95 ( 0.70, 1.29)    0.95 ( 0.69, 1.30)    -0.00 ( -0.01,  0.01)     0.7413                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         103/2944 (  3.5)      111/2943 (  3.8)      0.93 ( 0.71, 1.21)    0.92 ( 0.70, 1.22)    -0.00 ( -0.01,  0.01)     0.5758                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4539            

                                      <30 mg/g                     10/ 333 (  3.0)       18/ 352 (  5.1)      0.59 ( 0.28, 1.25)    0.57 ( 0.26, 1.26)    -0.02 ( -0.05,  0.01)     0.1635                           

                                      >=30 - <=300 mg/g            67/2016 (  3.3)       69/2011 (  3.4)      0.97 ( 0.70, 1.35)    0.97 ( 0.69, 1.36)    -0.00 ( -0.01,  0.01)     0.8500                           

                                      >300 mg/g                    25/ 592 (  4.2)       24/ 574 (  4.2)      1.01 ( 0.58, 1.75)    1.01 ( 0.57, 1.79)     0.00 ( -0.02,  0.03)     0.9716                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0264            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    38/ 907 (  4.2)       26/ 910 (  2.9)      1.47 ( 0.90, 2.39)    1.49 ( 0.89, 2.47)     0.01 ( -0.00,  0.03)     0.1235                           

                                      >=130 mmHg                   65/2051 (  3.2)       85/2040 (  4.2)      0.76 ( 0.55, 1.04)    0.75 ( 0.54, 1.05)    -0.01 ( -0.02,  0.00)     0.0897                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9434            

                                      no                           83/2604 (  3.2)       88/2578 (  3.4)      0.93 ( 0.70, 1.25)    0.93 ( 0.69, 1.26)    -0.00 ( -0.01,  0.01)     0.6487                           

                                      yes                          20/ 354 (  5.6)       23/ 372 (  6.2)      0.91 ( 0.51, 1.63)    0.91 ( 0.49, 1.69)    -0.01 ( -0.04,  0.03)     0.7612                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                        104/2958 (  3.5)      110/2950 (  3.7)      0.94 ( 0.72, 1.23)    0.94 ( 0.72, 1.24)    -0.00 ( -0.01,  0.01)     0.6614                           

 Angina unstable                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5330            

                                      <=65 years                   59/1690 (  3.5)       66/1660 (  4.0)      0.88 ( 0.62, 1.24)    0.87 ( 0.61, 1.25)    -0.00 ( -0.02,  0.01)     0.4593                           

                                      >65 years                    45/1268 (  3.5)       44/1290 (  3.4)      1.04 ( 0.69, 1.57)    1.04 ( 0.68, 1.59)     0.00 ( -0.01,  0.02)     0.8490                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4996            

                                      male                         74/2026 (  3.7)       81/1970 (  4.1)      0.89 ( 0.65, 1.21)    0.88 ( 0.64, 1.22)    -0.00 ( -0.02,  0.01)     0.4524                           

                                      female                       30/ 932 (  3.2)       29/ 980 (  3.0)      1.09 ( 0.66, 1.80)    1.09 ( 0.65, 1.83)     0.00 ( -0.01,  0.02)     0.7428                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1187            

                                      White                        86/2305 (  3.7)       79/2263 (  3.5)      1.07 ( 0.79, 1.44)    1.07 ( 0.78, 1.46)     0.00 ( -0.01,  0.01)     0.6638                           

                                      Black Or African American     2/ 103 (  1.9)        7/ 116 (  6.0)      0.32 ( 0.07, 1.51)    0.31 ( 0.06, 1.52)    -0.04 ( -0.09,  0.01)     0.1776                           

                                      Asian                        10/ 440 (  2.3)       20/ 458 (  4.4)      0.52 ( 0.25, 1.10)    0.51 ( 0.24, 1.10)    -0.02 ( -0.05,  0.00)     0.0810                           

                                      Other                         6/ 110 (  5.5)        4/ 113 (  3.5)      1.54 ( 0.45, 5.31)    1.57 ( 0.43, 5.73)     0.02 ( -0.04,  0.07)     0.5349                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0954            

                                      North America                43/ 997 (  4.3)       46/ 998 (  4.6)      0.94 ( 0.62, 1.40)    0.93 ( 0.61, 1.43)    -0.00 ( -0.02,  0.02)     0.7486                           

                                      Latin America                 8/ 361 (  2.2)        1/ 322 (  0.3)      7.14 ( 0.90,56.74)    7.27 ( 0.90,58.48)     0.02 (  0.00,  0.04)     0.0406                           

                                      Asia/Pacific                 13/ 404 (  3.2)       21/ 422 (  5.0)      0.65 ( 0.33, 1.27)    0.63 ( 0.31, 1.29)    -0.02 ( -0.05,  0.01)     0.2038                           

                                      Europe                       40/1196 (  3.3)       42/1208 (  3.5)      0.96 ( 0.63, 1.47)    0.96 ( 0.62, 1.49)    -0.00 ( -0.02,  0.01)     0.8582                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9252            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        2/  95 (  2.1)      1.03 ( 0.15, 7.18)    1.03 ( 0.14, 7.49)     0.00 ( -0.04,  0.04)     1.0000                           

                                      >=45 mL/min/1.73m^2         102/2865 (  3.6)      108/2855 (  3.8)      0.94 ( 0.72, 1.23)    0.94 ( 0.71, 1.24)    -0.00 ( -0.01,  0.01)     0.6544                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9511            

                                      <60 mL/min/1.73m^2           22/ 604 (  3.6)       25/ 658 (  3.8)      0.96 ( 0.55, 1.68)    0.96 ( 0.53, 1.72)    -0.00 ( -0.02,  0.02)     0.8831                           

                                      >=60 mL/min/1.73m^2          82/2353 (  3.5)       85/2292 (  3.7)      0.94 ( 0.70, 1.27)    0.94 ( 0.69, 1.28)    -0.00 ( -0.01,  0.01)     0.6823                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         104/2944 (  3.5)      110/2943 (  3.7)      0.95 ( 0.73, 1.23)    0.94 ( 0.72, 1.24)    -0.00 ( -0.01,  0.01)     0.6743                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2686            

                                      <30 mg/g                      6/ 333 (  1.8)       13/ 352 (  3.7)      0.49 ( 0.19, 1.27)    0.48 ( 0.18, 1.27)    -0.02 ( -0.05,  0.01)     0.1322                           

                                      >=30 - <=300 mg/g            73/2016 (  3.6)       77/2011 (  3.8)      0.95 ( 0.69, 1.29)    0.94 ( 0.68, 1.31)    -0.00 ( -0.01,  0.01)     0.7276                           

                                      >300 mg/g                    25/ 592 (  4.2)       20/ 574 (  3.5)      1.21 ( 0.68, 2.16)    1.22 ( 0.67, 2.22)     0.01 ( -0.02,  0.03)     0.5129                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3588            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    38/ 907 (  4.2)       34/ 910 (  3.7)      1.12 ( 0.71, 1.76)    1.13 ( 0.70, 1.81)     0.00 ( -0.01,  0.02)     0.6205                           

                                      >=130 mmHg                   66/2051 (  3.2)       76/2040 (  3.7)      0.86 ( 0.62, 1.19)    0.86 ( 0.61, 1.20)    -0.01 ( -0.02,  0.01)     0.3753                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9657            

                                      no                           83/2604 (  3.2)       87/2578 (  3.4)      0.94 ( 0.70, 1.27)    0.94 ( 0.69, 1.28)    -0.00 ( -0.01,  0.01)     0.7051                           

                                      yes                          21/ 354 (  5.9)       23/ 372 (  6.2)      0.96 ( 0.54, 1.70)    0.96 ( 0.52, 1.76)    -0.00 ( -0.04,  0.04)     0.8876                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                        101/2958 (  3.4)      131/2950 (  4.4)      0.77 ( 0.60, 0.99)    0.76 ( 0.58, 0.99)    -0.01 ( -0.02, -0.00)     0.0423                           

 Atrial fibrillation                                                                                                                                                                                                 

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7968            

                                      <=65 years                   43/1690 (  2.5)       57/1660 (  3.4)      0.74 ( 0.50, 1.09)    0.73 ( 0.49, 1.10)    -0.01 ( -0.02,  0.00)     0.1305                           

                                      >65 years                    58/1268 (  4.6)       74/1290 (  5.7)      0.80 ( 0.57, 1.11)    0.79 ( 0.55, 1.12)    -0.01 ( -0.03,  0.01)     0.1841                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5665            

                                      male                         73/2026 (  3.6)       88/1970 (  4.5)      0.81 ( 0.60, 1.09)    0.80 ( 0.58, 1.10)    -0.01 ( -0.02,  0.00)     0.1651                           

                                      female                       28/ 932 (  3.0)       43/ 980 (  4.4)      0.68 ( 0.43, 1.09)    0.67 ( 0.42, 1.10)    -0.01 ( -0.03,  0.00)     0.1099                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4164            

                                      White                        95/2305 (  4.1)      119/2263 (  5.3)      0.78 ( 0.60, 1.02)    0.77 ( 0.59, 1.02)    -0.01 ( -0.02,  0.00)     0.0691                           

                                      Black Or African American     3/ 103 (  2.9)        2/ 116 (  1.7)      1.69 ( 0.29, 9.91)    1.71 ( 0.28,10.44)     0.01 ( -0.03,  0.05)     0.6679                           

                                      Asian                         2/ 440 (  0.5)        7/ 458 (  1.5)      0.30 ( 0.06, 1.42)    0.29 ( 0.06, 1.42)    -0.01 ( -0.02,  0.00)     0.1783                           

                                      Other                         1/ 110 (  0.9)        3/ 113 (  2.7)      0.34 ( 0.04, 3.24)    0.34 ( 0.03, 3.28)    -0.02 ( -0.05,  0.02)     0.6217                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9427            

                                      North America                49/ 997 (  4.9)       62/ 998 (  6.2)      0.79 ( 0.55, 1.14)    0.78 ( 0.53, 1.15)    -0.01 ( -0.03,  0.01)     0.2062                           

                                      Latin America                 1/ 361 (  0.3)        2/ 322 (  0.6)      0.45 ( 0.04, 4.90)    0.44 ( 0.04, 4.92)    -0.00 ( -0.01,  0.01)     0.6042                           

                                      Asia/Pacific                  4/ 404 (  1.0)        7/ 422 (  1.7)      0.60 ( 0.18, 2.02)    0.59 ( 0.17, 2.04)    -0.01 ( -0.03,  0.01)     0.4023                           

                                      Europe                       47/1196 (  3.9)       60/1208 (  5.0)      0.79 ( 0.54, 1.15)    0.78 ( 0.53, 1.16)    -0.01 ( -0.03,  0.01)     0.2177                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0807            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)       13/  95 ( 13.7)      0.32 ( 0.11, 0.94)    0.29 ( 0.09, 0.91)    -0.09 ( -0.19, -0.00)     0.0268                           

                                      >=45 mL/min/1.73m^2          96/2865 (  3.4)      118/2855 (  4.1)      0.81 ( 0.62, 1.06)    0.80 ( 0.61, 1.06)    -0.01 ( -0.02,  0.00)     0.1191                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5000            

                                      <60 mL/min/1.73m^2           30/ 604 (  5.0)       37/ 658 (  5.6)      0.88 ( 0.55, 1.41)    0.88 ( 0.53, 1.44)    -0.01 ( -0.03,  0.02)     0.6036                           

                                      >=60 mL/min/1.73m^2          70/2353 (  3.0)       94/2292 (  4.1)      0.73 ( 0.54, 0.98)    0.72 ( 0.52, 0.98)    -0.01 ( -0.02, -0.00)     0.0376                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         100/2944 (  3.4)      131/2943 (  4.5)      0.76 ( 0.59, 0.98)    0.75 ( 0.58, 0.98)    -0.01 ( -0.02, -0.00)     0.0372                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.6804            

                                      <30 mg/g                     16/ 333 (  4.8)       20/ 352 (  5.7)      0.85 ( 0.45, 1.60)    0.84 ( 0.43, 1.65)    -0.01 ( -0.05,  0.03)     0.6074                           

                                      >=30 - <=300 mg/g            55/2016 (  2.7)       81/2011 (  4.0)      0.68 ( 0.48, 0.95)    0.67 ( 0.47, 0.95)    -0.01 ( -0.02, -0.00)     0.0225                           

                                      >300 mg/g                    26/ 592 (  4.4)       29/ 574 (  5.1)      0.87 ( 0.52, 1.46)    0.86 ( 0.50, 1.48)    -0.01 ( -0.03,  0.02)     0.5950                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2512            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    32/ 907 (  3.5)       33/ 910 (  3.6)      0.97 ( 0.60, 1.57)    0.97 ( 0.59, 1.59)    -0.00 ( -0.02,  0.02)     0.9102                           

                                      >=130 mmHg                   69/2051 (  3.4)       98/2040 (  4.8)      0.70 ( 0.52, 0.95)    0.69 ( 0.50, 0.94)    -0.01 ( -0.03, -0.00)     0.0200                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5946            

                                      no                           83/2604 (  3.2)      103/2578 (  4.0)      0.80 ( 0.60, 1.06)    0.79 ( 0.59, 1.06)    -0.01 ( -0.02,  0.00)     0.1180                           

                                      yes                          18/ 354 (  5.1)       28/ 372 (  7.5)      0.68 ( 0.38, 1.20)    0.66 ( 0.36, 1.21)    -0.02 ( -0.06,  0.01)     0.1773                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                        106/2958 (  3.6)      126/2950 (  4.3)      0.84 ( 0.65, 1.08)    0.83 ( 0.64, 1.08)    -0.01 ( -0.02,  0.00)     0.1737                           

 Cardiac failure                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5400            

                                      <=65 years                   53/1690 (  3.1)       57/1660 (  3.4)      0.91 ( 0.63, 1.32)    0.91 ( 0.62, 1.33)    -0.00 ( -0.02,  0.01)     0.6289                           

                                      >65 years                    53/1268 (  4.2)       69/1290 (  5.3)      0.78 ( 0.55, 1.11)    0.77 ( 0.53, 1.11)    -0.01 ( -0.03,  0.01)     0.1655                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4273            

                                      male                         79/2026 (  3.9)       86/1970 (  4.4)      0.89 ( 0.66, 1.20)    0.89 ( 0.65, 1.21)    -0.00 ( -0.02,  0.01)     0.4591                           

                                      female                       27/ 932 (  2.9)       40/ 980 (  4.1)      0.71 ( 0.44, 1.15)    0.70 ( 0.43, 1.15)    -0.01 ( -0.03,  0.01)     0.1592                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4878            

                                      White                        92/2305 (  4.0)      111/2263 (  4.9)      0.81 ( 0.62, 1.07)    0.81 ( 0.61, 1.07)    -0.01 ( -0.02,  0.00)     0.1341                           

                                      Black Or African American     2/ 103 (  1.9)        2/ 116 (  1.7)      1.13 ( 0.16, 7.85)    1.13 ( 0.16, 8.16)     0.00 ( -0.03,  0.04)     1.0000                           

                                      Asian                         7/ 440 (  1.6)       11/ 458 (  2.4)      0.66 ( 0.26, 1.69)    0.66 ( 0.25, 1.71)    -0.01 ( -0.03,  0.01)     0.3864                           

                                      Other                         5/ 110 (  4.5)        2/ 113 (  1.8)      2.57 ( 0.51,12.96)    2.64 ( 0.50,13.92)     0.03 ( -0.02,  0.07)     0.2759                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9699            

                                      North America                21/ 997 (  2.1)       25/ 998 (  2.5)      0.84 ( 0.47, 1.49)    0.84 ( 0.47, 1.51)    -0.00 ( -0.02,  0.01)     0.5531                           

                                      Latin America                 5/ 361 (  1.4)        7/ 322 (  2.2)      0.64 ( 0.20, 1.99)    0.63 ( 0.20, 2.01)    -0.01 ( -0.03,  0.02)     0.4338                           

                                      Asia/Pacific                  9/ 404 (  2.2)       11/ 422 (  2.6)      0.85 ( 0.36, 2.04)    0.85 ( 0.35, 2.08)    -0.00 ( -0.03,  0.02)     0.7234                           

                                      Europe                       71/1196 (  5.9)       83/1208 (  6.9)      0.86 ( 0.64, 1.17)    0.86 ( 0.62, 1.19)    -0.01 ( -0.03,  0.01)     0.3496                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4667            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        6/  95 (  6.3)      0.52 ( 0.13, 2.00)    0.50 ( 0.12, 2.06)    -0.03 ( -0.09,  0.03)     0.4975                           

                                      >=45 mL/min/1.73m^2         103/2865 (  3.6)      120/2855 (  4.2)      0.86 ( 0.66, 1.11)    0.85 ( 0.65, 1.11)    -0.01 ( -0.02,  0.00)     0.2349                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6309            

                                      <60 mL/min/1.73m^2           19/ 604 (  3.1)       28/ 658 (  4.3)      0.74 ( 0.42, 1.31)    0.73 ( 0.40, 1.32)    -0.01 ( -0.03,  0.01)     0.2986                           

                                      >=60 mL/min/1.73m^2          87/2353 (  3.7)       98/2292 (  4.3)      0.86 ( 0.65, 1.15)    0.86 ( 0.64, 1.15)    -0.01 ( -0.02,  0.01)     0.3136                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.2314            

                                      <30 mL/min/1.73m^2            2/  13 ( 15.4)        0/   7 (  0.0)      2.86 ( 0.16,52.42)    3.26 ( 0.14,77.84)     0.15 ( -0.04,  0.35)     0.5211                           

                                      >=30 mL/min/1.73m^2         104/2944 (  3.5)      126/2943 (  4.3)      0.83 ( 0.64, 1.06)    0.82 ( 0.63, 1.07)    -0.01 ( -0.02,  0.00)     0.1383                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.9329            

                                      <30 mg/g                     10/ 333 (  3.0)       13/ 352 (  3.7)      0.81 ( 0.36, 1.83)    0.81 ( 0.35, 1.87)    -0.01 ( -0.04,  0.02)     0.6165                           

                                      >=30 - <=300 mg/g            64/2016 (  3.2)       78/2011 (  3.9)      0.82 ( 0.59, 1.13)    0.81 ( 0.58, 1.14)    -0.01 ( -0.02,  0.00)     0.2259                           

                                      >300 mg/g                    32/ 592 (  5.4)       34/ 574 (  5.9)      0.91 ( 0.57, 1.46)    0.91 ( 0.55, 1.49)    -0.01 ( -0.03,  0.02)     0.7021                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9745            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    24/ 907 (  2.6)       29/ 910 (  3.2)      0.83 ( 0.49, 1.41)    0.83 ( 0.48, 1.43)    -0.01 ( -0.02,  0.01)     0.4936                           

                                      >=130 mmHg                   82/2051 (  4.0)       97/2040 (  4.8)      0.84 ( 0.63, 1.12)    0.83 ( 0.62, 1.13)    -0.01 ( -0.02,  0.01)     0.2367                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.6828            

                                      no                           71/2604 (  2.7)       80/2578 (  3.1)      0.88 ( 0.64, 1.20)    0.88 ( 0.63, 1.21)    -0.00 ( -0.01,  0.01)     0.4203                           

                                      yes                          35/ 354 (  9.9)       46/ 372 ( 12.4)      0.80 ( 0.53, 1.21)    0.78 ( 0.49, 1.24)    -0.02 ( -0.07,  0.02)     0.2893                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         90/2958 (  3.0)      108/2950 (  3.7)      0.83 ( 0.63, 1.09)    0.83 ( 0.62, 1.10)    -0.01 ( -0.02,  0.00)     0.1867                           

 Cardiac failure congestive                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4523            

                                      <=65 years                   36/1690 (  2.1)       48/1660 (  2.9)      0.74 ( 0.48, 1.13)    0.73 ( 0.47, 1.13)    -0.01 ( -0.02,  0.00)     0.1588                           

                                      >65 years                    54/1268 (  4.3)       60/1290 (  4.7)      0.92 ( 0.64, 1.31)    0.91 ( 0.63, 1.33)    -0.00 ( -0.02,  0.01)     0.6306                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0373            

                                      male                         56/2026 (  2.8)       80/1970 (  4.1)      0.68 ( 0.49, 0.95)    0.67 ( 0.47, 0.95)    -0.01 ( -0.02, -0.00)     0.0238                           

                                      female                       34/ 932 (  3.6)       28/ 980 (  2.9)      1.28 ( 0.78, 2.09)    1.29 ( 0.77, 2.14)     0.01 ( -0.01,  0.03)     0.3292                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1483            

                                      White                        77/2305 (  3.3)       88/2263 (  3.9)      0.86 ( 0.64, 1.16)    0.85 ( 0.63, 1.17)    -0.01 ( -0.02,  0.01)     0.3210                           

                                      Black Or African American     3/ 103 (  2.9)       11/ 116 (  9.5)      0.31 ( 0.09, 1.07)    0.29 ( 0.08, 1.06)    -0.07 ( -0.14,  0.01)     0.0478                           

                                      Asian                         8/ 440 (  1.8)        9/ 458 (  2.0)      0.93 ( 0.36, 2.38)    0.92 ( 0.35, 2.42)    -0.00 ( -0.02,  0.02)     0.8718                           

                                      Other                         2/ 110 (  1.8)        0/ 113 (  0.0)      5.14 ( 0.25,105.8)    5.23 ( 0.25,110.2)     0.02 ( -0.01,  0.04)     0.2422                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6856            

                                      North America                64/ 997 (  6.4)       76/ 998 (  7.6)      0.84 ( 0.61, 1.16)    0.83 ( 0.59, 1.17)    -0.01 ( -0.04,  0.01)     0.2959                           

                                      Latin America                 3/ 361 (  0.8)        2/ 322 (  0.6)      1.34 ( 0.22, 7.96)    1.34 ( 0.22, 8.08)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                 10/ 404 (  2.5)        9/ 422 (  2.1)      1.16 ( 0.48, 2.83)    1.16 ( 0.47, 2.90)     0.00 ( -0.02,  0.03)     0.7429                           

                                      Europe                       13/1196 (  1.1)       21/1208 (  1.7)      0.63 ( 0.31, 1.24)    0.62 ( 0.31, 1.25)    -0.01 ( -0.02,  0.00)     0.1763                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.6829            

                                      <45 mL/min/1.73m^2            6/  92 (  6.5)        9/  95 (  9.5)      0.69 ( 0.26, 1.86)    0.67 ( 0.23, 1.95)    -0.03 ( -0.12,  0.06)     0.4587                           

                                      >=45 mL/min/1.73m^2          84/2865 (  2.9)       99/2855 (  3.5)      0.85 ( 0.64, 1.13)    0.84 ( 0.63, 1.13)    -0.01 ( -0.01,  0.00)     0.2498                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4661            

                                      <60 mL/min/1.73m^2           33/ 604 (  5.5)       37/ 658 (  5.6)      0.97 ( 0.62, 1.53)    0.97 ( 0.60, 1.57)    -0.00 ( -0.03,  0.03)     0.9016                           

                                      >=60 mL/min/1.73m^2          57/2353 (  2.4)       71/2292 (  3.1)      0.78 ( 0.55, 1.10)    0.78 ( 0.55, 1.11)    -0.01 ( -0.02,  0.00)     0.1599                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          90/2944 (  3.1)      108/2943 (  3.7)      0.83 ( 0.63, 1.10)    0.83 ( 0.62, 1.10)    -0.01 ( -0.02,  0.00)     0.1924                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1911            

                                      <30 mg/g                     16/ 333 (  4.8)       11/ 352 (  3.1)      1.54 ( 0.72, 3.26)    1.56 ( 0.72, 3.42)     0.02 ( -0.02,  0.05)     0.2591                           

                                      >=30 - <=300 mg/g            49/2016 (  2.4)       67/2011 (  3.3)      0.73 ( 0.51, 1.05)    0.72 ( 0.50, 1.05)    -0.01 ( -0.02,  0.00)     0.0874                           

                                      >300 mg/g                    22/ 592 (  3.7)       29/ 574 (  5.1)      0.74 ( 0.43, 1.26)    0.73 ( 0.41, 1.28)    -0.01 ( -0.04,  0.01)     0.2650                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7762            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    29/ 907 (  3.2)       33/ 910 (  3.6)      0.88 ( 0.54, 1.44)    0.88 ( 0.53, 1.46)    -0.00 ( -0.02,  0.01)     0.6146                           

                                      >=130 mmHg                   61/2051 (  3.0)       75/2040 (  3.7)      0.81 ( 0.58, 1.13)    0.80 ( 0.57, 1.13)    -0.01 ( -0.02,  0.00)     0.2103                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4690            

                                      no                           57/2604 (  2.2)       62/2578 (  2.4)      0.91 ( 0.64, 1.30)    0.91 ( 0.63, 1.31)    -0.00 ( -0.01,  0.01)     0.6037                           

                                      yes                          33/ 354 (  9.3)       46/ 372 ( 12.4)      0.75 ( 0.49, 1.15)    0.73 ( 0.45, 1.17)    -0.03 ( -0.08,  0.02)     0.1884                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         65/2958 (  2.2)       41/2950 (  1.4)      1.58 ( 1.07, 2.33)    1.59 ( 1.07, 2.36)     0.01 (  0.00,  0.02)     0.0194                           

 Coronary artery disease                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1232            

                                      <=65 years                   39/1690 (  2.3)       18/1660 (  1.1)      2.13 ( 1.22, 3.70)    2.15 ( 1.23, 3.78)     0.01 (  0.00,  0.02)     0.0062                           

                                      >65 years                    26/1268 (  2.1)       23/1290 (  1.8)      1.15 ( 0.66, 2.00)    1.15 ( 0.65, 2.03)     0.00 ( -0.01,  0.01)     0.6217                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2155            

                                      male                         56/2026 (  2.8)       31/1970 (  1.6)      1.76 ( 1.14, 2.71)    1.78 ( 1.14, 2.77)     0.01 (  0.00,  0.02)     0.0099                           

                                      female                        9/ 932 (  1.0)       10/ 980 (  1.0)      0.95 ( 0.39, 2.32)    0.95 ( 0.38, 2.34)    -0.00 ( -0.01,  0.01)     0.9040                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6199            

                                      White                        48/2305 (  2.1)       33/2263 (  1.5)      1.43 ( 0.92, 2.22)    1.44 ( 0.92, 2.25)     0.01 ( -0.00,  0.01)     0.1100                           

                                      Black Or African American     4/ 103 (  3.9)        3/ 116 (  2.6)      1.50 ( 0.34, 6.55)    1.52 ( 0.33, 6.97)     0.01 ( -0.03,  0.06)     0.7090                           

                                      Asian                        12/ 440 (  2.7)        4/ 458 (  0.9)      3.12 ( 1.01, 9.61)    3.18 ( 1.02, 9.94)     0.02 ( -0.00,  0.04)     0.0359                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4818            

                                      North America                40/ 997 (  4.0)       30/ 998 (  3.0)      1.33 ( 0.84, 2.13)    1.35 ( 0.83, 2.18)     0.01 ( -0.01,  0.03)     0.2222                           

                                      Latin America                 2/ 361 (  0.6)        0/ 322 (  0.0)      4.46 ( 0.21,92.58)    4.49 ( 0.21,93.78)     0.01 ( -0.00,  0.01)     0.5009                           

                                      Asia/Pacific                 10/ 404 (  2.5)        4/ 422 (  0.9)      2.61 ( 0.83, 8.26)    2.65 ( 0.83, 8.53)     0.02 ( -0.01,  0.04)     0.0893                           

                                      Europe                       13/1196 (  1.1)        7/1208 (  0.6)      1.88 ( 0.75, 4.69)    1.89 ( 0.75, 4.74)     0.01 ( -0.00,  0.01)     0.1709                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0931            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        0/  95 (  0.0)      9.29 ( 0.51,170.2)    9.71 ( 0.52,183.0)     0.04 (  0.00,  0.09)     0.0566                           

                                      >=45 mL/min/1.73m^2          60/2865 (  2.1)       41/2855 (  1.4)      1.46 ( 0.98, 2.16)    1.47 ( 0.98, 2.19)     0.01 ( -0.00,  0.01)     0.0588                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4778            

                                      <60 mL/min/1.73m^2           15/ 604 (  2.5)        8/ 658 (  1.2)      2.04 ( 0.87, 4.78)    2.07 ( 0.87, 4.92)     0.01 ( -0.00,  0.03)     0.0928                           

                                      >=60 mL/min/1.73m^2          49/2353 (  2.1)       33/2292 (  1.4)      1.45 ( 0.93, 2.24)    1.46 ( 0.93, 2.27)     0.01 ( -0.00,  0.01)     0.0964                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          64/2944 (  2.2)       41/2943 (  1.4)      1.56 ( 1.06, 2.30)    1.57 ( 1.06, 2.34)     0.01 (  0.00,  0.02)     0.0236                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4015            

                                      <30 mg/g                      5/ 333 (  1.5)        4/ 352 (  1.1)      1.32 ( 0.36, 4.88)    1.33 ( 0.35, 4.98)     0.00 ( -0.01,  0.02)     0.7463                           

                                      >=30 - <=300 mg/g            47/2016 (  2.3)       33/2011 (  1.6)      1.42 ( 0.91, 2.21)    1.43 ( 0.91, 2.24)     0.01 ( -0.00,  0.02)     0.1165                           

                                      >300 mg/g                    13/ 592 (  2.2)        4/ 574 (  0.7)      3.15 ( 1.03, 9.61)    3.20 ( 1.04, 9.87)     0.01 ( -0.00,  0.03)     0.0328                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7122            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    26/ 907 (  2.9)       18/ 910 (  2.0)      1.45 ( 0.80, 2.62)    1.46 ( 0.80, 2.69)     0.01 ( -0.01,  0.02)     0.2181                           

                                      >=130 mmHg                   39/2051 (  1.9)       23/2040 (  1.1)      1.69 ( 1.01, 2.81)    1.70 ( 1.01, 2.86)     0.01 ( -0.00,  0.02)     0.0428                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8275            

                                      no                           55/2604 (  2.1)       35/2578 (  1.4)      1.56 ( 1.02, 2.37)    1.57 ( 1.02, 2.40)     0.01 (  0.00,  0.02)     0.0377                           

                                      yes                          10/ 354 (  2.8)        6/ 372 (  1.6)      1.75 ( 0.64, 4.77)    1.77 ( 0.64, 4.93)     0.01 ( -0.01,  0.04)     0.2665                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         54/2958 (  1.8)       53/2950 (  1.8)      1.02 ( 0.70, 1.48)    1.02 ( 0.69, 1.49)     0.00 ( -0.01,  0.01)     0.9335                           

 Myocardial infarction                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8386            

                                      <=65 years                   27/1690 (  1.6)       25/1660 (  1.5)      1.06 ( 0.62, 1.82)    1.06 ( 0.61, 1.84)     0.00 ( -0.01,  0.01)     0.8302                           

                                      >65 years                    27/1268 (  2.1)       28/1290 (  2.2)      0.98 ( 0.58, 1.65)    0.98 ( 0.57, 1.67)    -0.00 ( -0.01,  0.01)     0.9427                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9172            

                                      male                         41/2026 (  2.0)       39/1970 (  2.0)      1.02 ( 0.66, 1.58)    1.02 ( 0.66, 1.59)     0.00 ( -0.01,  0.01)     0.9209                           

                                      female                       13/ 932 (  1.4)       14/ 980 (  1.4)      0.98 ( 0.46, 2.07)    0.98 ( 0.46, 2.09)    -0.00 ( -0.01,  0.01)     0.9502                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8373            

                                      White                        45/2305 (  2.0)       42/2263 (  1.9)      1.05 ( 0.69, 1.60)    1.05 ( 0.69, 1.61)     0.00 ( -0.01,  0.01)     0.8118                           

                                      Black Or African American     1/ 103 (  1.0)        3/ 116 (  2.6)      0.38 ( 0.04, 3.55)    0.37 ( 0.04, 3.61)    -0.02 ( -0.05,  0.02)     0.6242                           

                                      Asian                         7/ 440 (  1.6)        7/ 458 (  1.5)      1.04 ( 0.37, 2.94)    1.04 ( 0.36, 2.99)     0.00 ( -0.02,  0.02)     0.9398                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7535            

                                      North America                17/ 997 (  1.7)       22/ 998 (  2.2)      0.77 ( 0.41, 1.45)    0.77 ( 0.41, 1.46)    -0.00 ( -0.02,  0.01)     0.4207                           

                                      Latin America                 6/ 361 (  1.7)        5/ 322 (  1.6)      1.07 ( 0.33, 3.47)    1.07 ( 0.32, 3.55)     0.00 ( -0.02,  0.02)     0.9099                           

                                      Asia/Pacific                  5/ 404 (  1.2)        4/ 422 (  0.9)      1.31 ( 0.35, 4.83)    1.31 ( 0.35, 4.91)     0.00 ( -0.01,  0.02)     0.7477                           

                                      Europe                       26/1196 (  2.2)       22/1208 (  1.8)      1.19 ( 0.68, 2.09)    1.20 ( 0.68, 2.13)     0.00 ( -0.01,  0.02)     0.5366                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.5109            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        6/  95 (  6.3)      0.69 ( 0.20, 2.36)    0.67 ( 0.18, 2.47)    -0.02 ( -0.08,  0.04)     0.7474                           

                                      >=45 mL/min/1.73m^2          50/2865 (  1.7)       47/2855 (  1.6)      1.06 ( 0.71, 1.57)    1.06 ( 0.71, 1.59)     0.00 ( -0.01,  0.01)     0.7719                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2415            

                                      <60 mL/min/1.73m^2           10/ 604 (  1.7)       16/ 658 (  2.4)      0.68 ( 0.31, 1.49)    0.68 ( 0.30, 1.50)    -0.01 ( -0.03,  0.01)     0.3325                           

                                      >=60 mL/min/1.73m^2          44/2353 (  1.9)       37/2292 (  1.6)      1.16 ( 0.75, 1.79)    1.16 ( 0.75, 1.81)     0.00 ( -0.01,  0.01)     0.5058                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          54/2944 (  1.8)       53/2943 (  1.8)      1.02 ( 0.70, 1.48)    1.02 ( 0.70, 1.49)     0.00 ( -0.01,  0.01)     0.9237                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3034            

                                      <30 mg/g                      4/ 333 (  1.2)        8/ 352 (  2.3)      0.53 ( 0.16, 1.74)    0.52 ( 0.16, 1.75)    -0.01 ( -0.04,  0.01)     0.2857                           

                                      >=30 - <=300 mg/g            34/2016 (  1.7)       35/2011 (  1.7)      0.97 ( 0.61, 1.55)    0.97 ( 0.60, 1.56)    -0.00 ( -0.01,  0.01)     0.8951                           

                                      >300 mg/g                    16/ 592 (  2.7)       10/ 574 (  1.7)      1.55 ( 0.71, 3.39)    1.57 ( 0.70, 3.48)     0.01 ( -0.01,  0.03)     0.2670                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3894            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    18/ 907 (  2.0)       22/ 910 (  2.4)      0.82 ( 0.44, 1.52)    0.82 ( 0.44, 1.53)    -0.00 ( -0.02,  0.01)     0.5295                           

                                      >=130 mmHg                   36/2051 (  1.8)       31/2040 (  1.5)      1.16 ( 0.72, 1.86)    1.16 ( 0.71, 1.88)     0.00 ( -0.01,  0.01)     0.5527                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8556            

                                      no                           45/2604 (  1.7)       43/2578 (  1.7)      1.04 ( 0.68, 1.57)    1.04 ( 0.68, 1.58)     0.00 ( -0.01,  0.01)     0.8669                           

                                      yes                           9/ 354 (  2.5)       10/ 372 (  2.7)      0.95 ( 0.39, 2.30)    0.94 ( 0.38, 2.35)    -0.00 ( -0.03,  0.03)     0.9022                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         32/2958 (  1.1)       39/2950 (  1.3)      0.82 ( 0.51, 1.30)    0.82 ( 0.51, 1.31)    -0.00 ( -0.01,  0.00)     0.3969                           

 Myocardial ischaemia                                                                                                                                                                                                

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4770            

                                      <=65 years                   19/1690 (  1.1)       26/1660 (  1.6)      0.72 ( 0.40, 1.29)    0.71 ( 0.39, 1.30)    -0.00 ( -0.01,  0.00)     0.2666                           

                                      >65 years                    13/1268 (  1.0)       13/1290 (  1.0)      1.02 ( 0.47, 2.19)    1.02 ( 0.47, 2.20)     0.00 ( -0.01,  0.01)     0.9648                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8872            

                                      male                         23/2026 (  1.1)       28/1970 (  1.4)      0.80 ( 0.46, 1.38)    0.80 ( 0.46, 1.39)    -0.00 ( -0.01,  0.00)     0.4206                           

                                      female                        9/ 932 (  1.0)       11/ 980 (  1.1)      0.86 ( 0.36, 2.07)    0.86 ( 0.35, 2.08)    -0.00 ( -0.01,  0.01)     0.7363                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6806            

                                      White                        23/2305 (  1.0)       32/2263 (  1.4)      0.71 ( 0.41, 1.20)    0.70 ( 0.41, 1.20)    -0.00 ( -0.01,  0.00)     0.1972                           

                                      Black Or African American     2/ 103 (  1.9)        2/ 116 (  1.7)      1.13 ( 0.16, 7.85)    1.13 ( 0.16, 8.16)     0.00 ( -0.03,  0.04)     1.0000                           

                                      Asian                         5/ 440 (  1.1)        4/ 458 (  0.9)      1.30 ( 0.35, 4.81)    1.30 ( 0.35, 4.89)     0.00 ( -0.01,  0.02)     0.7482                           

                                      Other                         2/ 110 (  1.8)        1/ 113 (  0.9)      2.05 ( 0.19,22.33)    2.07 ( 0.19,23.21)     0.01 ( -0.02,  0.04)     0.6183                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4877            

                                      North America                 6/ 997 (  0.6)       13/ 998 (  1.3)      0.46 ( 0.18, 1.21)    0.46 ( 0.17, 1.21)    -0.01 ( -0.02,  0.00)     0.1072                           

                                      Latin America                 1/ 361 (  0.3)        1/ 322 (  0.3)      0.89 ( 0.06,14.20)    0.89 ( 0.06,14.31)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  4/ 404 (  1.0)        6/ 422 (  1.4)      0.70 ( 0.20, 2.45)    0.69 ( 0.19, 2.48)    -0.00 ( -0.02,  0.01)     0.7530                           

                                      Europe                       21/1196 (  1.8)       19/1208 (  1.6)      1.12 ( 0.60, 2.07)    1.12 ( 0.60, 2.09)     0.00 ( -0.01,  0.01)     0.7258                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3691            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        1/  95 (  1.1)      0.34 ( 0.01, 8.34)    0.34 ( 0.01, 8.47)    -0.01 ( -0.03,  0.01)     1.0000                           

                                      >=45 mL/min/1.73m^2          32/2865 (  1.1)       38/2855 (  1.3)      0.84 ( 0.53, 1.34)    0.84 ( 0.52, 1.34)    -0.00 ( -0.01,  0.00)     0.4616                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5453            

                                      <60 mL/min/1.73m^2            5/ 604 (  0.8)        9/ 658 (  1.4)      0.61 ( 0.20, 1.80)    0.60 ( 0.20, 1.81)    -0.01 ( -0.02,  0.01)     0.3605                           

                                      >=60 mL/min/1.73m^2          27/2353 (  1.1)       30/2292 (  1.3)      0.88 ( 0.52, 1.47)    0.88 ( 0.52, 1.48)    -0.00 ( -0.01,  0.01)     0.6174                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          32/2944 (  1.1)       39/2943 (  1.3)      0.82 ( 0.52, 1.31)    0.82 ( 0.51, 1.31)    -0.00 ( -0.01,  0.00)     0.4025                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.6168            

                                      <30 mg/g                      2/ 333 (  0.6)        3/ 352 (  0.9)      0.70 ( 0.12, 4.19)    0.70 ( 0.12, 4.23)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      >=30 - <=300 mg/g            16/2016 (  0.8)       23/2011 (  1.1)      0.69 ( 0.37, 1.31)    0.69 ( 0.36, 1.31)    -0.00 ( -0.01,  0.00)     0.2568                           

                                      >300 mg/g                    14/ 592 (  2.4)       12/ 574 (  2.1)      1.13 ( 0.53, 2.42)    1.13 ( 0.52, 2.47)     0.00 ( -0.02,  0.02)     0.7513                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7732            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     8/ 907 (  0.9)       11/ 910 (  1.2)      0.73 ( 0.29, 1.81)    0.73 ( 0.29, 1.82)    -0.00 ( -0.01,  0.01)     0.4937                           

                                      >=130 mmHg                   24/2051 (  1.2)       28/2040 (  1.4)      0.85 ( 0.50, 1.47)    0.85 ( 0.49, 1.47)    -0.00 ( -0.01,  0.01)     0.5635                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7034            

                                      no                           29/2604 (  1.1)       34/2578 (  1.3)      0.84 ( 0.52, 1.38)    0.84 ( 0.51, 1.39)    -0.00 ( -0.01,  0.00)     0.5004                           

                                      yes                           3/ 354 (  0.8)        5/ 372 (  1.3)      0.63 ( 0.15, 2.62)    0.63 ( 0.15, 2.64)    -0.00 ( -0.02,  0.01)     0.7257                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Ear and labyrinth disorders  Overall                         32/2958 (  1.1)       49/2950 (  1.7)      0.65 ( 0.42, 1.01)    0.65 ( 0.41, 1.01)    -0.01 ( -0.01,  0.00)     0.0556                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2800            

                                      <=65 years                   14/1690 (  0.8)       27/1660 (  1.6)      0.51 ( 0.27, 0.97)    0.51 ( 0.26, 0.97)    -0.01 ( -0.02, -0.00)     0.0357                           

                                      >65 years                    18/1268 (  1.4)       22/1290 (  1.7)      0.83 ( 0.45, 1.54)    0.83 ( 0.44, 1.55)    -0.00 ( -0.01,  0.01)     0.5602                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7502            

                                      male                         20/2026 (  1.0)       28/1970 (  1.4)      0.69 ( 0.39, 1.23)    0.69 ( 0.39, 1.23)    -0.00 ( -0.01,  0.00)     0.2079                           

                                      female                       12/ 932 (  1.3)       21/ 980 (  2.1)      0.60 ( 0.30, 1.21)    0.60 ( 0.29, 1.22)    -0.01 ( -0.02,  0.00)     0.1513                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0282            

                                      White                        27/2305 (  1.2)       33/2263 (  1.5)      0.80 ( 0.48, 1.33)    0.80 ( 0.48, 1.34)    -0.00 ( -0.01,  0.00)     0.3946                           

                                      Black Or African American     0/ 103 (  0.0)        3/ 116 (  2.6)      0.16 ( 0.01, 3.07)    0.16 ( 0.01, 3.07)    -0.03 ( -0.05,  0.00)     0.2492                           

                                      Asian                         1/ 440 (  0.2)       11/ 458 (  2.4)      0.09 ( 0.01, 0.73)    0.09 ( 0.01, 0.72)    -0.02 ( -0.04, -0.00)     0.0046                           

                                      Other                         4/ 110 (  3.6)        2/ 113 (  1.8)      2.05 ( 0.38,10.99)    2.09 ( 0.38,11.67)     0.02 ( -0.02,  0.06)     0.4415                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0718            

                                      North America                14/ 997 (  1.4)       27/ 998 (  2.7)      0.52 ( 0.27, 0.98)    0.51 ( 0.27, 0.98)    -0.01 ( -0.03,  0.00)     0.0406                           

                                      Latin America                 3/ 361 (  0.8)        0/ 322 (  0.0)      6.25 ( 0.32,120.5)    6.30 ( 0.32,122.4)     0.01 ( -0.00,  0.02)     0.2513                           

                                      Asia/Pacific                  2/ 404 (  0.5)        8/ 422 (  1.9)      0.26 ( 0.06, 1.22)    0.26 ( 0.05, 1.22)    -0.01 ( -0.03,  0.00)     0.1081                           

                                      Europe                       13/1196 (  1.1)       14/1208 (  1.2)      0.94 ( 0.44, 1.99)    0.94 ( 0.44, 2.00)    -0.00 ( -0.01,  0.01)     0.8670                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1575            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        3/  95 (  3.2)      0.15 ( 0.01, 2.82)    0.14 ( 0.01, 2.80)    -0.03 ( -0.07,  0.00)     0.2462                           

                                      >=45 mL/min/1.73m^2          32/2865 (  1.1)       46/2855 (  1.6)      0.69 ( 0.44, 1.09)    0.69 ( 0.44, 1.09)    -0.00 ( -0.01,  0.00)     0.1071                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5987            

                                      <60 mL/min/1.73m^2            8/ 604 (  1.3)       16/ 658 (  2.4)      0.54 ( 0.23, 1.26)    0.54 ( 0.23, 1.27)    -0.01 ( -0.03,  0.01)     0.1505                           

                                      >=60 mL/min/1.73m^2          24/2353 (  1.0)       33/2292 (  1.4)      0.71 ( 0.42, 1.19)    0.71 ( 0.42, 1.20)    -0.00 ( -0.01,  0.00)     0.1939                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          32/2944 (  1.1)       49/2943 (  1.7)      0.65 ( 0.42, 1.02)    0.65 ( 0.41, 1.02)    -0.01 ( -0.01,  0.00)     0.0570                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5228            

                                      <30 mg/g                      7/ 333 (  2.1)        8/ 352 (  2.3)      0.92 ( 0.34, 2.52)    0.92 ( 0.33, 2.57)    -0.00 ( -0.03,  0.02)     0.8789                           

                                      >=30 - <=300 mg/g            21/2016 (  1.0)       30/2011 (  1.5)      0.70 ( 0.40, 1.22)    0.70 ( 0.40, 1.22)    -0.00 ( -0.01,  0.00)     0.2016                           

                                      >300 mg/g                     4/ 592 (  0.7)       10/ 574 (  1.7)      0.39 ( 0.12, 1.23)    0.38 ( 0.12, 1.23)    -0.01 ( -0.03,  0.00)     0.0947                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7740            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    12/ 907 (  1.3)       20/ 910 (  2.2)      0.60 ( 0.30, 1.22)    0.60 ( 0.29, 1.23)    -0.01 ( -0.02,  0.00)     0.1565                           

                                      >=130 mmHg                   20/2051 (  1.0)       29/2040 (  1.4)      0.69 ( 0.39, 1.21)    0.68 ( 0.39, 1.21)    -0.00 ( -0.01,  0.00)     0.1894                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5969            

                                      no                           27/2604 (  1.0)       43/2578 (  1.7)      0.62 ( 0.39, 1.00)    0.62 ( 0.38, 1.00)    -0.01 ( -0.01,  0.00)     0.0491                           

                                      yes                           5/ 354 (  1.4)        6/ 372 (  1.6)      0.88 ( 0.27, 2.84)    0.87 ( 0.26, 2.89)    -0.00 ( -0.02,  0.02)     0.8252                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Endocrine disorders          Overall                         20/2958 (  0.7)       32/2950 (  1.1)      0.62 ( 0.36, 1.09)    0.62 ( 0.35, 1.09)    -0.00 ( -0.01,  0.00)     0.0927                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2815            

                                      <=65 years                    9/1690 (  0.5)       19/1660 (  1.1)      0.47 ( 0.21, 1.03)    0.46 ( 0.21, 1.03)    -0.01 ( -0.01,  0.00)     0.0518                           

                                      >65 years                    11/1268 (  0.9)       13/1290 (  1.0)      0.86 ( 0.39, 1.91)    0.86 ( 0.38, 1.93)    -0.00 ( -0.01,  0.01)     0.7130                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7224            

                                      male                         12/2026 (  0.6)       17/1970 (  0.9)      0.69 ( 0.33, 1.43)    0.68 ( 0.33, 1.44)    -0.00 ( -0.01,  0.00)     0.3137                           

                                      female                        8/ 932 (  0.9)       15/ 980 (  1.5)      0.56 ( 0.24, 1.32)    0.56 ( 0.24, 1.32)    -0.01 ( -0.02,  0.00)     0.1779                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4988            

                                      White                        19/2305 (  0.8)       29/2263 (  1.3)      0.64 ( 0.36, 1.14)    0.64 ( 0.36, 1.15)    -0.00 ( -0.01,  0.00)     0.1298                           

                                      Black Or African American     1/ 103 (  1.0)        1/ 116 (  0.9)      1.13 ( 0.07,17.78)    1.13 ( 0.07,18.26)     0.00 ( -0.02,  0.03)     1.0000                           

                                      Asian                         0/ 440 (  0.0)        2/ 458 (  0.4)      0.21 ( 0.01, 4.32)    0.21 ( 0.01, 4.33)    -0.00 ( -0.01,  0.00)     0.4996                           

                                      Other                         0/ 110 (  0.0)        0/ 113 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0984            

                                      North America                15/ 997 (  1.5)       15/ 998 (  1.5)      1.00 ( 0.49, 2.04)    1.00 ( 0.49, 2.06)     0.00 ( -0.01,  0.01)     0.9978                           

                                      Latin America                 0/ 361 (  0.0)        0/ 322 (  0.0)        NE                    NE                    NE                                                       

                                      Asia/Pacific                  0/ 404 (  0.0)        3/ 422 (  0.7)      0.15 ( 0.01, 2.88)    0.15 ( 0.01, 2.88)    -0.01 ( -0.02,  0.00)     0.2494                           

                                      Europe                        5/1196 (  0.4)       14/1208 (  1.2)      0.36 ( 0.13, 1.00)    0.36 ( 0.13, 1.00)    -0.01 ( -0.02,  0.00)     0.0403                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4320            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        1/  95 (  1.1)      0.34 ( 0.01, 8.34)    0.34 ( 0.01, 8.47)    -0.01 ( -0.03,  0.01)     1.0000                           

                                      >=45 mL/min/1.73m^2          20/2865 (  0.7)       31/2855 (  1.1)      0.64 ( 0.37, 1.13)    0.64 ( 0.36, 1.13)    -0.00 ( -0.01,  0.00)     0.1188                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.1833            

                                      <60 mL/min/1.73m^2            8/ 604 (  1.3)        8/ 658 (  1.2)      1.09 ( 0.41, 2.88)    1.09 ( 0.41, 2.92)     0.00 ( -0.01,  0.02)     0.8632                           

                                      >=60 mL/min/1.73m^2          12/2353 (  0.5)       24/2292 (  1.0)      0.49 ( 0.24, 0.97)    0.48 ( 0.24, 0.97)    -0.01 ( -0.01,  0.00)     0.0369                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          20/2944 (  0.7)       32/2943 (  1.1)      0.62 ( 0.36, 1.09)    0.62 ( 0.36, 1.09)    -0.00 ( -0.01,  0.00)     0.0944                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0990            

                                      <30 mg/g                      6/ 333 (  1.8)        3/ 352 (  0.9)      2.11 ( 0.53, 8.38)    2.13 ( 0.53, 8.61)     0.01 ( -0.01,  0.03)     0.3286                           

                                      >=30 - <=300 mg/g            12/2016 (  0.6)       22/2011 (  1.1)      0.54 ( 0.27, 1.10)    0.54 ( 0.27, 1.10)    -0.00 ( -0.01,  0.00)     0.0838                           

                                      >300 mg/g                     2/ 592 (  0.3)        7/ 574 (  1.2)      0.28 ( 0.06, 1.33)    0.27 ( 0.06, 1.33)    -0.01 ( -0.02,  0.00)     0.1031                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0136            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    11/ 907 (  1.2)        7/ 910 (  0.8)      1.58 ( 0.61, 4.05)    1.58 ( 0.61, 4.10)     0.00 ( -0.01,  0.02)     0.3399                           

                                      >=130 mmHg                    9/2051 (  0.4)       25/2040 (  1.2)      0.36 ( 0.17, 0.77)    0.36 ( 0.17, 0.76)    -0.01 ( -0.01, -0.00)     0.0056                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1700            

                                      no                           20/2604 (  0.8)       29/2578 (  1.1)      0.68 ( 0.39, 1.20)    0.68 ( 0.38, 1.21)    -0.00 ( -0.01,  0.00)     0.1845                           

                                      yes                           0/ 354 (  0.0)        3/ 372 (  0.8)      0.15 ( 0.01, 2.90)    0.15 ( 0.01, 2.89)    -0.01 ( -0.02,  0.00)     0.2494                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Eye disorders                Overall                        126/2958 (  4.3)      135/2950 (  4.6)      0.93 ( 0.73, 1.18)    0.93 ( 0.72, 1.19)    -0.00 ( -0.01,  0.01)     0.5538                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0471            

                                      <=65 years                   75/1690 (  4.4)       63/1660 (  3.8)      1.17 ( 0.84, 1.62)    1.18 ( 0.84, 1.66)     0.01 ( -0.01,  0.02)     0.3494                           

                                      >65 years                    51/1268 (  4.0)       72/1290 (  5.6)      0.72 ( 0.51, 1.02)    0.71 ( 0.49, 1.02)    -0.02 ( -0.03,  0.00)     0.0654                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1514            

                                      male                         90/2026 (  4.4)       83/1970 (  4.2)      1.05 ( 0.79, 1.41)    1.06 ( 0.78, 1.43)     0.00 ( -0.01,  0.02)     0.7221                           

                                      female                       36/ 932 (  3.9)       52/ 980 (  5.3)      0.73 ( 0.48, 1.10)    0.72 ( 0.46, 1.11)    -0.01 ( -0.03,  0.01)     0.1323                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4767            

                                      White                       107/2305 (  4.6)      105/2263 (  4.6)      1.00 ( 0.77, 1.30)    1.00 ( 0.76, 1.32)     0.00 ( -0.01,  0.01)     0.9972                           

                                      Black Or African American     5/ 103 (  4.9)        5/ 116 (  4.3)      1.13 ( 0.34, 3.78)    1.13 ( 0.32, 4.03)     0.01 ( -0.05,  0.06)     1.0000                           

                                      Asian                        12/ 440 (  2.7)       21/ 458 (  4.6)      0.59 ( 0.30, 1.19)    0.58 ( 0.28, 1.20)    -0.02 ( -0.05,  0.01)     0.1393                           

                                      Other                         2/ 110 (  1.8)        4/ 113 (  3.5)      0.51 ( 0.10, 2.75)    0.50 ( 0.09, 2.81)    -0.02 ( -0.06,  0.03)     0.6834                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5421            

                                      North America                49/ 997 (  4.9)       51/ 998 (  5.1)      0.96 ( 0.66, 1.41)    0.96 ( 0.64, 1.44)    -0.00 ( -0.02,  0.02)     0.8415                           

                                      Latin America                 6/ 361 (  1.7)        4/ 322 (  1.2)      1.34 ( 0.38, 4.70)    1.34 ( 0.38, 4.80)     0.00 ( -0.01,  0.02)     0.7561                           

                                      Asia/Pacific                 12/ 404 (  3.0)       21/ 422 (  5.0)      0.60 ( 0.30, 1.20)    0.58 ( 0.28, 1.20)    -0.02 ( -0.05,  0.01)     0.1414                           

                                      Europe                       59/1196 (  4.9)       59/1208 (  4.9)      1.01 ( 0.71, 1.44)    1.01 ( 0.70, 1.46)     0.00 ( -0.02,  0.02)     0.9557                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.8518            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        5/  95 (  5.3)      0.83 ( 0.23, 2.98)    0.82 ( 0.21, 3.15)    -0.01 ( -0.07,  0.05)     1.0000                           

                                      >=45 mL/min/1.73m^2         122/2865 (  4.3)      130/2855 (  4.6)      0.94 ( 0.73, 1.19)    0.93 ( 0.72, 1.20)    -0.00 ( -0.01,  0.01)     0.5866                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.8698            

                                      <60 mL/min/1.73m^2           32/ 604 (  5.3)       36/ 658 (  5.5)      0.97 ( 0.61, 1.54)    0.97 ( 0.59, 1.58)    -0.00 ( -0.03,  0.03)     0.8918                           

                                      >=60 mL/min/1.73m^2          94/2353 (  4.0)       99/2292 (  4.3)      0.92 ( 0.70, 1.22)    0.92 ( 0.69, 1.23)    -0.00 ( -0.02,  0.01)     0.5796                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.4343            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2         125/2944 (  4.2)      135/2943 (  4.6)      0.93 ( 0.73, 1.17)    0.92 ( 0.72, 1.18)    -0.00 ( -0.01,  0.01)     0.5241                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2031            

                                      <30 mg/g                     14/ 333 (  4.2)       14/ 352 (  4.0)      1.06 ( 0.51, 2.18)    1.06 ( 0.50, 2.26)     0.00 ( -0.03,  0.04)     0.8809                           

                                      >=30 - <=300 mg/g            82/2016 (  4.1)       77/2011 (  3.8)      1.06 ( 0.78, 1.44)    1.06 ( 0.78, 1.46)     0.00 ( -0.01,  0.01)     0.6976                           

                                      >300 mg/g                    29/ 592 (  4.9)       43/ 574 (  7.5)      0.65 ( 0.41, 1.03)    0.64 ( 0.39, 1.03)    -0.03 ( -0.06,  0.00)     0.0661                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8294            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    32/ 907 (  3.5)       33/ 910 (  3.6)      0.97 ( 0.60, 1.57)    0.97 ( 0.59, 1.59)    -0.00 ( -0.02,  0.02)     0.9102                           

                                      >=130 mmHg                   94/2051 (  4.6)      102/2040 (  5.0)      0.92 ( 0.70, 1.20)    0.91 ( 0.68, 1.22)    -0.00 ( -0.02,  0.01)     0.5325                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0116            

                                      no                          105/2604 (  4.0)      125/2578 (  4.8)      0.83 ( 0.65, 1.07)    0.82 ( 0.63, 1.08)    -0.01 ( -0.02,  0.00)     0.1536                           

                                      yes                          21/ 354 (  5.9)       10/ 372 (  2.7)      2.21 ( 1.05, 4.62)    2.28 ( 1.06, 4.92)     0.03 (  0.00,  0.07)     0.0308                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Eye disorders, PT: Cataract  Overall                         41/2958 (  1.4)       55/2950 (  1.9)      0.74 ( 0.50, 1.11)    0.74 ( 0.49, 1.11)    -0.00 ( -0.01,  0.00)     0.1460                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0274            

                                      <=65 years                   26/1690 (  1.5)       22/1660 (  1.3)      1.16 ( 0.66, 2.04)    1.16 ( 0.66, 2.06)     0.00 ( -0.01,  0.01)     0.6038                           

                                      >65 years                    15/1268 (  1.2)       33/1290 (  2.6)      0.46 ( 0.25, 0.85)    0.46 ( 0.25, 0.84)    -0.01 ( -0.03, -0.00)     0.0104                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2329            

                                      male                         28/2026 (  1.4)       30/1970 (  1.5)      0.91 ( 0.54, 1.51)    0.91 ( 0.54, 1.52)    -0.00 ( -0.01,  0.01)     0.7099                           

                                      female                       13/ 932 (  1.4)       25/ 980 (  2.6)      0.55 ( 0.28, 1.06)    0.54 ( 0.27, 1.06)    -0.01 ( -0.03,  0.00)     0.0703                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4002            

                                      White                        34/2305 (  1.5)       41/2263 (  1.8)      0.81 ( 0.52, 1.28)    0.81 ( 0.51, 1.28)    -0.00 ( -0.01,  0.00)     0.3707                           

                                      Black Or African American     0/ 103 (  0.0)        2/ 116 (  1.7)      0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)     0.4995                           

                                      Asian                         7/ 440 (  1.6)       10/ 458 (  2.2)      0.73 ( 0.28, 1.90)    0.72 ( 0.27, 1.92)    -0.01 ( -0.03,  0.02)     0.5151                           

                                      Other                         0/ 110 (  0.0)        2/ 113 (  1.8)      0.21 ( 0.01, 4.23)    0.20 ( 0.01, 4.25)    -0.02 ( -0.04,  0.01)     0.4978                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7687            

                                      North America                11/ 997 (  1.1)       17/ 998 (  1.7)      0.65 ( 0.30, 1.38)    0.64 ( 0.30, 1.38)    -0.01 ( -0.02,  0.01)     0.2547                           

                                      Latin America                 0/ 361 (  0.0)        1/ 322 (  0.3)      0.30 ( 0.01, 7.28)    0.30 ( 0.01, 7.30)    -0.00 ( -0.01,  0.00)     0.4714                           

                                      Asia/Pacific                  7/ 404 (  1.7)        9/ 422 (  2.1)      0.81 ( 0.31, 2.16)    0.81 ( 0.30, 2.19)    -0.00 ( -0.03,  0.02)     0.6769                           

                                      Europe                       23/1196 (  1.9)       28/1208 (  2.3)      0.83 ( 0.48, 1.43)    0.83 ( 0.47, 1.44)    -0.00 ( -0.02,  0.01)     0.5019                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2232            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        2/  95 (  2.1)      0.21 ( 0.01, 4.24)    0.20 ( 0.01, 4.27)    -0.02 ( -0.05,  0.01)     0.4974                           

                                      >=45 mL/min/1.73m^2          41/2865 (  1.4)       53/2855 (  1.9)      0.77 ( 0.51, 1.16)    0.77 ( 0.51, 1.16)    -0.00 ( -0.01,  0.00)     0.2059                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9438            

                                      <60 mL/min/1.73m^2           12/ 604 (  2.0)       17/ 658 (  2.6)      0.77 ( 0.37, 1.60)    0.76 ( 0.36, 1.61)    -0.01 ( -0.02,  0.01)     0.4798                           

                                      >=60 mL/min/1.73m^2          29/2353 (  1.2)       38/2292 (  1.7)      0.74 ( 0.46, 1.20)    0.74 ( 0.45, 1.20)    -0.00 ( -0.01,  0.00)     0.2241                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          41/2944 (  1.4)       55/2943 (  1.9)      0.75 ( 0.50, 1.11)    0.74 ( 0.49, 1.11)    -0.00 ( -0.01,  0.00)     0.1492                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3287            

                                      <30 mg/g                      6/ 333 (  1.8)        8/ 352 (  2.3)      0.79 ( 0.28, 2.26)    0.79 ( 0.27, 2.30)    -0.00 ( -0.03,  0.02)     0.6635                           

                                      >=30 - <=300 mg/g            26/2016 (  1.3)       29/2011 (  1.4)      0.89 ( 0.53, 1.51)    0.89 ( 0.52, 1.52)    -0.00 ( -0.01,  0.01)     0.6770                           

                                      >300 mg/g                     8/ 592 (  1.4)       18/ 574 (  3.1)      0.43 ( 0.19, 0.98)    0.42 ( 0.18, 0.98)    -0.02 ( -0.04,  0.00)     0.0392                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7031            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    11/ 907 (  1.2)       13/ 910 (  1.4)      0.85 ( 0.38, 1.88)    0.85 ( 0.38, 1.90)    -0.00 ( -0.01,  0.01)     0.6872                           

                                      >=130 mmHg                   30/2051 (  1.5)       42/2040 (  2.1)      0.71 ( 0.45, 1.13)    0.71 ( 0.44, 1.13)    -0.01 ( -0.01,  0.00)     0.1471                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7709            

                                      no                           36/2604 (  1.4)       49/2578 (  1.9)      0.73 ( 0.47, 1.11)    0.72 ( 0.47, 1.12)    -0.01 ( -0.01,  0.00)     0.1420                           

                                      yes                           5/ 354 (  1.4)        6/ 372 (  1.6)      0.88 ( 0.27, 2.84)    0.87 ( 0.26, 2.89)    -0.00 ( -0.02,  0.02)     0.8252                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Gastrointestinal disorders   Overall                        290/2958 (  9.8)      293/2950 (  9.9)      0.99 ( 0.85, 1.15)    0.99 ( 0.83, 1.17)    -0.00 ( -0.02,  0.01)     0.8687                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1376            

                                      <=65 years                  142/1690 (  8.4)      158/1660 (  9.5)      0.88 ( 0.71, 1.10)    0.87 ( 0.69, 1.11)    -0.01 ( -0.03,  0.01)     0.2582                           

                                      >65 years                   148/1268 ( 11.7)      135/1290 ( 10.5)      1.12 ( 0.90, 1.39)    1.13 ( 0.88, 1.45)     0.01 ( -0.01,  0.04)     0.3307                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4768            

                                      male                        212/2026 ( 10.5)      202/1970 ( 10.3)      1.02 ( 0.85, 1.22)    1.02 ( 0.83, 1.25)     0.00 ( -0.02,  0.02)     0.8275                           

                                      female                       78/ 932 (  8.4)       91/ 980 (  9.3)      0.90 ( 0.68, 1.20)    0.89 ( 0.65, 1.22)    -0.01 ( -0.04,  0.02)     0.4804                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1963            

                                      White                       247/2305 ( 10.7)      244/2263 ( 10.8)      0.99 ( 0.84, 1.17)    0.99 ( 0.82, 1.20)    -0.00 ( -0.02,  0.02)     0.9423                           

                                      Black Or African American     8/ 103 (  7.8)       18/ 116 ( 15.5)      0.50 ( 0.23, 1.10)    0.46 ( 0.19, 1.10)    -0.08 ( -0.17,  0.02)     0.0774                           

                                      Asian                        23/ 440 (  5.2)       24/ 458 (  5.2)      1.00 ( 0.57, 1.74)    1.00 ( 0.55, 1.79)    -0.00 ( -0.03,  0.03)     0.9931                           

                                      Other                        12/ 110 ( 10.9)        7/ 113 (  6.2)      1.76 ( 0.72, 4.31)    1.85 ( 0.70, 4.90)     0.05 ( -0.04,  0.13)     0.2084                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2978            

                                      North America               167/ 997 ( 16.8)      156/ 998 ( 15.6)      1.07 ( 0.88, 1.31)    1.09 ( 0.86, 1.38)     0.01 ( -0.02,  0.04)     0.4976                           

                                      Latin America                 9/ 361 (  2.5)       11/ 322 (  3.4)      0.73 ( 0.31, 1.74)    0.72 ( 0.30, 1.77)    -0.01 ( -0.04,  0.02)     0.4754                           

                                      Asia/Pacific                 30/ 404 (  7.4)       24/ 422 (  5.7)      1.31 ( 0.78, 2.19)    1.33 ( 0.76, 2.32)     0.02 ( -0.02,  0.05)     0.3126                           

                                      Europe                       84/1196 (  7.0)      102/1208 (  8.4)      0.83 ( 0.63, 1.10)    0.82 ( 0.61, 1.11)    -0.01 ( -0.04,  0.01)     0.1926                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.7425            

                                      <45 mL/min/1.73m^2           11/  92 ( 12.0)       13/  95 ( 13.7)      0.87 ( 0.41, 1.85)    0.86 ( 0.36, 2.02)    -0.02 ( -0.12,  0.09)     0.7247                           

                                      >=45 mL/min/1.73m^2         279/2865 (  9.7)      280/2855 (  9.8)      0.99 ( 0.85, 1.16)    0.99 ( 0.83, 1.18)    -0.00 ( -0.02,  0.01)     0.9298                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9515            

                                      <60 mL/min/1.73m^2           82/ 604 ( 13.6)       89/ 658 ( 13.5)      1.00 ( 0.76, 1.33)    1.00 ( 0.73, 1.39)     0.00 ( -0.04,  0.04)     0.9792                           

                                      >=60 mL/min/1.73m^2         208/2353 (  8.8)      204/2292 (  8.9)      0.99 ( 0.83, 1.19)    0.99 ( 0.81, 1.22)    -0.00 ( -0.02,  0.02)     0.9420                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.0431            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        2/   7 ( 28.6)      0.11 ( 0.01, 2.10)    0.08 ( 0.00, 1.99)    -0.29 ( -0.62,  0.05)     0.1105                           

                                      >=30 mL/min/1.73m^2         290/2944 (  9.9)      291/2943 (  9.9)      1.00 ( 0.85, 1.16)    1.00 ( 0.84, 1.18)    -0.00 ( -0.02,  0.02)     0.9617                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.8648            

                                      <30 mg/g                     43/ 333 ( 12.9)       42/ 352 ( 11.9)      1.08 ( 0.73, 1.61)    1.09 ( 0.69, 1.72)     0.01 ( -0.04,  0.06)     0.6973                           

                                      >=30 - <=300 mg/g           184/2016 (  9.1)      186/2011 (  9.2)      0.99 ( 0.81, 1.20)    0.99 ( 0.80, 1.22)    -0.00 ( -0.02,  0.02)     0.8933                           

                                      >300 mg/g                    61/ 592 ( 10.3)       63/ 574 ( 11.0)      0.94 ( 0.67, 1.31)    0.93 ( 0.64, 1.35)    -0.01 ( -0.04,  0.03)     0.7101                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9685            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    98/ 907 ( 10.8)      100/ 910 ( 11.0)      0.98 ( 0.76, 1.28)    0.98 ( 0.73, 1.32)    -0.00 ( -0.03,  0.03)     0.8998                           

                                      >=130 mmHg                  192/2051 (  9.4)      193/2040 (  9.5)      0.99 ( 0.82, 1.20)    0.99 ( 0.80, 1.22)    -0.00 ( -0.02,  0.02)     0.9132                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.6505            

                                      no                          245/2604 (  9.4)      249/2578 (  9.7)      0.97 ( 0.82, 1.15)    0.97 ( 0.81, 1.17)    -0.00 ( -0.02,  0.01)     0.7593                           

                                      yes                          45/ 354 ( 12.7)       44/ 372 ( 11.8)      1.07 ( 0.73, 1.59)    1.09 ( 0.70, 1.69)     0.01 ( -0.04,  0.06)     0.7168                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Gastrointestinal disorders,  Overall                         31/2958 (  1.0)       32/2950 (  1.1)      0.97 ( 0.59, 1.58)    0.97 ( 0.59, 1.59)    -0.00 ( -0.01,  0.01)     0.8907                           

 PT: Constipation                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3118            

                                      <=65 years                   10/1690 (  0.6)       14/1660 (  0.8)      0.70 ( 0.31, 1.58)    0.70 ( 0.31, 1.58)    -0.00 ( -0.01,  0.00)     0.3879                           

                                      >65 years                    21/1268 (  1.7)       18/1290 (  1.4)      1.19 ( 0.64, 2.22)    1.19 ( 0.63, 2.24)     0.00 ( -0.01,  0.01)     0.5905                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2837            

                                      male                         21/2026 (  1.0)       25/1970 (  1.3)      0.82 ( 0.46, 1.45)    0.81 ( 0.45, 1.46)    -0.00 ( -0.01,  0.00)     0.4910                           

                                      female                       10/ 932 (  1.1)        7/ 980 (  0.7)      1.50 ( 0.57, 3.93)    1.51 ( 0.57, 3.98)     0.00 ( -0.01,  0.01)     0.4038                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1011            

                                      White                        28/2305 (  1.2)       23/2263 (  1.0)      1.20 ( 0.69, 2.07)    1.20 ( 0.69, 2.09)     0.00 ( -0.00,  0.01)     0.5235                           

                                      Black Or African American     0/ 103 (  0.0)        4/ 116 (  3.4)      0.13 ( 0.01, 2.29)    0.12 ( 0.01, 2.27)    -0.03 ( -0.07, -0.00)     0.1242                           

                                      Asian                         2/ 440 (  0.5)        5/ 458 (  1.1)      0.42 ( 0.08, 2.13)    0.41 ( 0.08, 2.14)    -0.01 ( -0.02,  0.01)     0.4520                           

                                      Other                         1/ 110 (  0.9)        0/ 113 (  0.0)      3.08 ( 0.13,74.83)    3.11 ( 0.13,77.16)     0.01 ( -0.01,  0.03)     0.4933                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3371            

                                      North America                22/ 997 (  2.2)       20/ 998 (  2.0)      1.10 ( 0.60, 2.00)    1.10 ( 0.60, 2.03)     0.00 ( -0.01,  0.02)     0.7527                           

                                      Latin America                 1/ 361 (  0.3)        0/ 322 (  0.0)      2.68 ( 0.11,65.48)    2.68 ( 0.11,66.11)     0.00 ( -0.00,  0.01)     1.0000                           

                                      Asia/Pacific                  5/ 404 (  1.2)        4/ 422 (  0.9)      1.31 ( 0.35, 4.83)    1.31 ( 0.35, 4.91)     0.00 ( -0.01,  0.02)     0.7477                           

                                      Europe                        3/1196 (  0.3)        8/1208 (  0.7)      0.38 ( 0.10, 1.42)    0.38 ( 0.10, 1.43)    -0.00 ( -0.01,  0.00)     0.1351                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.5123            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        1/  95 (  1.1)      2.07 ( 0.19,22.39)    2.09 ( 0.19,23.44)     0.01 ( -0.02,  0.05)     0.6170                           

                                      >=45 mL/min/1.73m^2          29/2865 (  1.0)       31/2855 (  1.1)      0.93 ( 0.56, 1.54)    0.93 ( 0.56, 1.55)    -0.00 ( -0.01,  0.00)     0.7847                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.8205            

                                      <60 mL/min/1.73m^2           10/ 604 (  1.7)       12/ 658 (  1.8)      0.91 ( 0.40, 2.09)    0.91 ( 0.39, 2.11)    -0.00 ( -0.02,  0.02)     0.8198                           

                                      >=60 mL/min/1.73m^2          21/2353 (  0.9)       20/2292 (  0.9)      1.02 ( 0.56, 1.88)    1.02 ( 0.55, 1.89)     0.00 ( -0.01,  0.01)     0.9423                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          31/2944 (  1.1)       32/2943 (  1.1)      0.97 ( 0.59, 1.58)    0.97 ( 0.59, 1.59)    -0.00 ( -0.01,  0.01)     0.8981                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4873            

                                      <30 mg/g                      4/ 333 (  1.2)        8/ 352 (  2.3)      0.53 ( 0.16, 1.74)    0.52 ( 0.16, 1.75)    -0.01 ( -0.04,  0.01)     0.2857                           

                                      >=30 - <=300 mg/g            21/2016 (  1.0)       18/2011 (  0.9)      1.16 ( 0.62, 2.18)    1.17 ( 0.62, 2.19)     0.00 ( -0.01,  0.01)     0.6349                           

                                      >300 mg/g                     5/ 592 (  0.8)        6/ 574 (  1.0)      0.81 ( 0.25, 2.63)    0.81 ( 0.24, 2.66)    -0.00 ( -0.02,  0.01)     0.7231                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9076            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    12/ 907 (  1.3)       12/ 910 (  1.3)      1.00 ( 0.45, 2.22)    1.00 ( 0.45, 2.25)     0.00 ( -0.01,  0.01)     0.9935                           

                                      >=130 mmHg                   19/2051 (  0.9)       20/2040 (  1.0)      0.94 ( 0.51, 1.77)    0.94 ( 0.50, 1.77)    -0.00 ( -0.01,  0.01)     0.8589                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0128            

                                      no                           22/2604 (  0.8)       30/2578 (  1.2)      0.73 ( 0.42, 1.26)    0.72 ( 0.42, 1.26)    -0.00 ( -0.01,  0.00)     0.2496                           

                                      yes                           9/ 354 (  2.5)        2/ 372 (  0.5)      4.73 ( 1.03,21.73)    4.83 ( 1.04,22.49)     0.02 ( -0.00,  0.04)     0.0272                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Gastrointestinal disorders,  Overall                         54/2958 (  1.8)       50/2950 (  1.7)      1.08 ( 0.74, 1.58)    1.08 ( 0.73, 1.59)     0.00 ( -0.01,  0.01)     0.7026                           

 PT: Diarrhoea                                                                                                                                                                                                       

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5068            

                                      <=65 years                   24/1690 (  1.4)       25/1660 (  1.5)      0.94 ( 0.54, 1.64)    0.94 ( 0.54, 1.66)    -0.00 ( -0.01,  0.01)     0.8360                           

                                      >65 years                    30/1268 (  2.4)       25/1290 (  1.9)      1.22 ( 0.72, 2.06)    1.23 ( 0.72, 2.10)     0.00 ( -0.01,  0.02)     0.4557                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4696            

                                      male                         40/2026 (  2.0)       33/1970 (  1.7)      1.18 ( 0.75, 1.86)    1.18 ( 0.74, 1.88)     0.00 ( -0.01,  0.01)     0.4802                           

                                      female                       14/ 932 (  1.5)       17/ 980 (  1.7)      0.87 ( 0.43, 1.75)    0.86 ( 0.42, 1.76)    -0.00 ( -0.01,  0.01)     0.6874                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3543            

                                      White                        44/2305 (  1.9)       36/2263 (  1.6)      1.20 ( 0.78, 1.86)    1.20 ( 0.77, 1.88)     0.00 ( -0.00,  0.01)     0.4126                           

                                      Black Or African American     3/ 103 (  2.9)        5/ 116 (  4.3)      0.68 ( 0.17, 2.76)    0.67 ( 0.16, 2.86)    -0.01 ( -0.06,  0.04)     0.7255                           

                                      Asian                         2/ 440 (  0.5)        6/ 458 (  1.3)      0.35 ( 0.07, 1.71)    0.34 ( 0.07, 1.71)    -0.01 ( -0.02,  0.00)     0.2877                           

                                      Other                         5/ 110 (  4.5)        3/ 113 (  2.7)      1.71 ( 0.42, 6.99)    1.75 ( 0.41, 7.49)     0.02 ( -0.03,  0.07)     0.4950                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0665            

                                      North America                37/ 997 (  3.7)       35/ 998 (  3.5)      1.06 ( 0.67, 1.67)    1.06 ( 0.66, 1.70)     0.00 ( -0.02,  0.02)     0.8070                           

                                      Latin America                 0/ 361 (  0.0)        1/ 322 (  0.3)      0.30 ( 0.01, 7.28)    0.30 ( 0.01, 7.30)    -0.00 ( -0.01,  0.00)     0.4714                           

                                      Asia/Pacific                  1/ 404 (  0.2)        6/ 422 (  1.4)      0.17 ( 0.02, 1.44)    0.17 ( 0.02, 1.44)    -0.01 ( -0.02,  0.00)     0.1240                           

                                      Europe                       16/1196 (  1.3)        8/1208 (  0.7)      2.02 ( 0.87, 4.70)    2.03 ( 0.87, 4.77)     0.01 ( -0.00,  0.02)     0.0958                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2824            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        3/  95 (  3.2)      0.34 ( 0.04, 3.25)    0.34 ( 0.03, 3.30)    -0.02 ( -0.06,  0.02)     0.6211                           

                                      >=45 mL/min/1.73m^2          53/2865 (  1.8)       47/2855 (  1.6)      1.12 ( 0.76, 1.66)    1.13 ( 0.76, 1.67)     0.00 ( -0.01,  0.01)     0.5568                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5439            

                                      <60 mL/min/1.73m^2           20/ 604 (  3.3)       17/ 658 (  2.6)      1.28 ( 0.68, 2.42)    1.29 ( 0.67, 2.49)     0.01 ( -0.01,  0.03)     0.4442                           

                                      >=60 mL/min/1.73m^2          34/2353 (  1.4)       33/2292 (  1.4)      1.00 ( 0.62, 1.61)    1.00 ( 0.62, 1.63)     0.00 ( -0.01,  0.01)     0.9882                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1465            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          54/2944 (  1.8)       49/2943 (  1.7)      1.10 ( 0.75, 1.62)    1.10 ( 0.75, 1.63)     0.00 ( -0.01,  0.01)     0.6204                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1843            

                                      <30 mg/g                     10/ 333 (  3.0)       10/ 352 (  2.8)      1.06 ( 0.45, 2.51)    1.06 ( 0.43, 2.58)     0.00 ( -0.03,  0.03)     0.8998                           

                                      >=30 - <=300 mg/g            35/2016 (  1.7)       25/2011 (  1.2)      1.40 ( 0.84, 2.32)    1.40 ( 0.84, 2.35)     0.00 ( -0.00,  0.01)     0.1967                           

                                      >300 mg/g                     8/ 592 (  1.4)       14/ 574 (  2.4)      0.55 ( 0.23, 1.31)    0.55 ( 0.23, 1.32)    -0.01 ( -0.03,  0.01)     0.1725                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4853            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    19/ 907 (  2.1)       21/ 910 (  2.3)      0.91 ( 0.49, 1.68)    0.91 ( 0.48, 1.70)    -0.00 ( -0.02,  0.01)     0.7572                           

                                      >=130 mmHg                   35/2051 (  1.7)       29/2040 (  1.4)      1.20 ( 0.74, 1.96)    1.20 ( 0.73, 1.98)     0.00 ( -0.01,  0.01)     0.4628                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2474            

                                      no                           48/2604 (  1.8)       40/2578 (  1.6)      1.19 ( 0.78, 1.80)    1.19 ( 0.78, 1.82)     0.00 ( -0.00,  0.01)     0.4164                           

                                      yes                           6/ 354 (  1.7)       10/ 372 (  2.7)      0.63 ( 0.23, 1.72)    0.62 ( 0.22, 1.74)    -0.01 ( -0.04,  0.02)     0.3625                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                        254/2958 (  8.6)      283/2950 (  9.6)      0.90 ( 0.76, 1.05)    0.89 ( 0.74, 1.06)    -0.01 ( -0.03,  0.00)     0.1785                           

 administration site conditions                                                                                                                                                                                      

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8910            

                                      <=65 years                  140/1690 (  8.3)      152/1660 (  9.2)      0.90 ( 0.73, 1.13)    0.90 ( 0.70, 1.14)    -0.01 ( -0.03,  0.01)     0.3707                           

                                      >65 years                   114/1268 (  9.0)      131/1290 ( 10.2)      0.89 ( 0.70, 1.12)    0.87 ( 0.67, 1.14)    -0.01 ( -0.04,  0.01)     0.3171                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5037            

                                      male                        183/2026 (  9.0)      192/1970 (  9.7)      0.93 ( 0.76, 1.12)    0.92 ( 0.74, 1.14)    -0.01 ( -0.03,  0.01)     0.4393                           

                                      female                       71/ 932 (  7.6)       91/ 980 (  9.3)      0.82 ( 0.61, 1.10)    0.81 ( 0.58, 1.11)    -0.02 ( -0.04,  0.01)     0.1907                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3403            

                                      White                       218/2305 (  9.5)      225/2263 (  9.9)      0.95 ( 0.80, 1.14)    0.95 ( 0.78, 1.15)    -0.00 ( -0.02,  0.01)     0.5799                           

                                      Black Or African American    14/ 103 ( 13.6)       20/ 116 ( 17.2)      0.79 ( 0.42, 1.48)    0.76 ( 0.36, 1.58)    -0.04 ( -0.14,  0.07)     0.4577                           

                                      Asian                        16/ 440 (  3.6)       25/ 458 (  5.5)      0.67 ( 0.36, 1.23)    0.65 ( 0.34, 1.24)    -0.02 ( -0.05,  0.01)     0.1912                           

                                      Other                         6/ 110 (  5.5)       13/ 113 ( 11.5)      0.47 ( 0.19, 1.20)    0.44 ( 0.16, 1.21)    -0.06 ( -0.14,  0.02)     0.1065                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2531            

                                      North America               147/ 997 ( 14.7)      151/ 998 ( 15.1)      0.97 ( 0.79, 1.20)    0.97 ( 0.76, 1.24)    -0.00 ( -0.04,  0.03)     0.8089                           

                                      Latin America                 6/ 361 (  1.7)       14/ 322 (  4.3)      0.38 ( 0.15, 0.98)    0.37 ( 0.14, 0.98)    -0.03 ( -0.06,  0.00)     0.0378                           

                                      Asia/Pacific                 15/ 404 (  3.7)       21/ 422 (  5.0)      0.75 ( 0.39, 1.43)    0.74 ( 0.37, 1.45)    -0.01 ( -0.04,  0.02)     0.3743                           

                                      Europe                       86/1196 (  7.2)       97/1208 (  8.0)      0.90 ( 0.68, 1.18)    0.89 ( 0.66, 1.20)    -0.01 ( -0.03,  0.01)     0.4380                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.7552            

                                      <45 mL/min/1.73m^2           10/  92 ( 10.9)       13/  95 ( 13.7)      0.79 ( 0.37, 1.72)    0.77 ( 0.32, 1.85)    -0.03 ( -0.13,  0.08)     0.5590                           

                                      >=45 mL/min/1.73m^2         243/2865 (  8.5)      270/2855 (  9.5)      0.90 ( 0.76, 1.06)    0.89 ( 0.74, 1.06)    -0.01 ( -0.02,  0.01)     0.1968                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7673            

                                      <60 mL/min/1.73m^2           66/ 604 ( 10.9)       83/ 658 ( 12.6)      0.87 ( 0.64, 1.17)    0.85 ( 0.60, 1.20)    -0.02 ( -0.05,  0.02)     0.3538                           

                                      >=60 mL/min/1.73m^2         187/2353 (  7.9)      200/2292 (  8.7)      0.91 ( 0.75, 1.10)    0.90 ( 0.73, 1.11)    -0.01 ( -0.02,  0.01)     0.3370                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.7022            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        1/   7 ( 14.3)      0.54 ( 0.04, 7.36)    0.50 ( 0.03, 9.46)    -0.07 ( -0.36,  0.23)     1.0000                           

                                      >=30 mL/min/1.73m^2         252/2944 (  8.6)      282/2943 (  9.6)      0.89 ( 0.76, 1.05)    0.88 ( 0.74, 1.06)    -0.01 ( -0.03,  0.00)     0.1721                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0151            

                                      <30 mg/g                     32/ 333 (  9.6)       34/ 352 (  9.7)      0.99 ( 0.63, 1.57)    0.99 ( 0.60, 1.65)    -0.00 ( -0.05,  0.05)     0.9825                           

                                      >=30 - <=300 mg/g           169/2016 (  8.4)      166/2011 (  8.3)      1.02 ( 0.83, 1.25)    1.02 ( 0.81, 1.27)     0.00 ( -0.02,  0.02)     0.8828                           

                                      >300 mg/g                    49/ 592 (  8.3)       82/ 574 ( 14.3)      0.58 ( 0.41, 0.81)    0.54 ( 0.37, 0.79)    -0.06 ( -0.10, -0.02)     0.0012                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5737            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    82/ 907 (  9.0)       98/ 910 ( 10.8)      0.84 ( 0.64, 1.11)    0.82 ( 0.60, 1.12)    -0.02 ( -0.05,  0.01)     0.2177                           

                                      >=130 mmHg                  172/2051 (  8.4)      185/2040 (  9.1)      0.92 ( 0.76, 1.13)    0.92 ( 0.74, 1.14)    -0.01 ( -0.02,  0.01)     0.4394                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7501            

                                      no                          214/2604 (  8.2)      239/2578 (  9.3)      0.89 ( 0.74, 1.06)    0.88 ( 0.72, 1.06)    -0.01 ( -0.03,  0.01)     0.1798                           

                                      yes                          40/ 354 ( 11.3)       44/ 372 ( 11.8)      0.96 ( 0.64, 1.43)    0.95 ( 0.60, 1.50)    -0.01 ( -0.05,  0.04)     0.8240                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         38/2958 (  1.3)       48/2950 (  1.6)      0.79 ( 0.52, 1.20)    0.79 ( 0.51, 1.21)    -0.00 ( -0.01,  0.00)     0.2718                           

 administration site conditions,                                                                                                                                                                                     

 PT: Death                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2110            

                                      <=65 years                   15/1690 (  0.9)       25/1660 (  1.5)      0.59 ( 0.31, 1.11)    0.59 ( 0.31, 1.11)    -0.01 ( -0.01,  0.00)     0.0995                           

                                      >65 years                    23/1268 (  1.8)       23/1290 (  1.8)      1.02 ( 0.57, 1.80)    1.02 ( 0.57, 1.82)     0.00 ( -0.01,  0.01)     0.9531                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6070            

                                      male                         24/2026 (  1.2)       32/1970 (  1.6)      0.73 ( 0.43, 1.23)    0.73 ( 0.43, 1.24)    -0.00 ( -0.01,  0.00)     0.2371                           

                                      female                       14/ 932 (  1.5)       16/ 980 (  1.6)      0.92 ( 0.45, 1.87)    0.92 ( 0.45, 1.89)    -0.00 ( -0.01,  0.01)     0.8185                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1774            

                                      White                        34/2305 (  1.5)       36/2263 (  1.6)      0.93 ( 0.58, 1.48)    0.93 ( 0.58, 1.49)    -0.00 ( -0.01,  0.01)     0.7502                           

                                      Black Or African American     1/ 103 (  1.0)        7/ 116 (  6.0)      0.16 ( 0.02, 1.29)    0.15 ( 0.02, 1.26)    -0.05 ( -0.10, -0.00)     0.0692                           

                                      Asian                         0/ 440 (  0.0)        2/ 458 (  0.4)      0.21 ( 0.01, 4.32)    0.21 ( 0.01, 4.33)    -0.00 ( -0.01,  0.00)     0.4996                           

                                      Other                         3/ 110 (  2.7)        3/ 113 (  2.7)      1.03 ( 0.21, 4.98)    1.03 ( 0.20, 5.21)     0.00 ( -0.04,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7006            

                                      North America                20/ 997 (  2.0)       21/ 998 (  2.1)      0.95 ( 0.52, 1.75)    0.95 ( 0.51, 1.77)    -0.00 ( -0.01,  0.01)     0.8772                           

                                      Latin America                 1/ 361 (  0.3)        1/ 322 (  0.3)      0.89 ( 0.06,14.20)    0.89 ( 0.06,14.31)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  0/ 404 (  0.0)        0/ 422 (  0.0)        NE                    NE                    NE                                                       

                                      Europe                       17/1196 (  1.4)       26/1208 (  2.2)      0.66 ( 0.36, 1.21)    0.66 ( 0.35, 1.21)    -0.01 ( -0.02,  0.00)     0.1765                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1869            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        1/  95 (  1.1)      3.10 ( 0.33,29.24)    3.17 ( 0.32,31.03)     0.02 ( -0.02,  0.06)     0.3630                           

                                      >=45 mL/min/1.73m^2          35/2865 (  1.2)       47/2855 (  1.6)      0.74 ( 0.48, 1.15)    0.74 ( 0.48, 1.15)    -0.00 ( -0.01,  0.00)     0.1768                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5784            

                                      <60 mL/min/1.73m^2            9/ 604 (  1.5)       15/ 658 (  2.3)      0.65 ( 0.29, 1.48)    0.65 ( 0.28, 1.49)    -0.01 ( -0.03,  0.01)     0.3052                           

                                      >=60 mL/min/1.73m^2          29/2353 (  1.2)       33/2292 (  1.4)      0.86 ( 0.52, 1.41)    0.85 ( 0.52, 1.41)    -0.00 ( -0.01,  0.00)     0.5382                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.3945            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2          37/2944 (  1.3)       48/2943 (  1.6)      0.77 ( 0.50, 1.18)    0.77 ( 0.50, 1.18)    -0.00 ( -0.01,  0.00)     0.2289                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1787            

                                      <30 mg/g                      4/ 333 (  1.2)        4/ 352 (  1.1)      1.06 ( 0.27, 4.19)    1.06 ( 0.26, 4.26)     0.00 ( -0.02,  0.02)     1.0000                           

                                      >=30 - <=300 mg/g            25/2016 (  1.2)       24/2011 (  1.2)      1.04 ( 0.60, 1.81)    1.04 ( 0.59, 1.83)     0.00 ( -0.01,  0.01)     0.8926                           

                                      >300 mg/g                     9/ 592 (  1.5)       20/ 574 (  3.5)      0.44 ( 0.20, 0.95)    0.43 ( 0.19, 0.95)    -0.02 ( -0.04, -0.00)     0.0314                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7827            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    10/ 907 (  1.1)       14/ 910 (  1.5)      0.72 ( 0.32, 1.60)    0.71 ( 0.32, 1.61)    -0.00 ( -0.02,  0.01)     0.4159                           

                                      >=130 mmHg                   28/2051 (  1.4)       34/2040 (  1.7)      0.82 ( 0.50, 1.35)    0.82 ( 0.49, 1.35)    -0.00 ( -0.01,  0.00)     0.4301                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3533            

                                      no                           29/2604 (  1.1)       40/2578 (  1.6)      0.72 ( 0.45, 1.15)    0.71 ( 0.44, 1.16)    -0.00 ( -0.01,  0.00)     0.1691                           

                                      yes                           9/ 354 (  2.5)        8/ 372 (  2.2)      1.18 ( 0.46, 3.03)    1.19 ( 0.45, 3.11)     0.00 ( -0.02,  0.03)     0.7273                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         70/2958 (  2.4)       62/2950 (  2.1)      1.13 ( 0.80, 1.58)    1.13 ( 0.80, 1.60)     0.00 ( -0.01,  0.01)     0.4912                           

 administration site conditions,                                                                                                                                                                                     

 PT: Non-cardiac chest pain                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7650            

                                      <=65 years                   43/1690 (  2.5)       36/1660 (  2.2)      1.17 ( 0.76, 1.82)    1.18 ( 0.75, 1.84)     0.00 ( -0.01,  0.01)     0.4738                           

                                      >65 years                    27/1268 (  2.1)       26/1290 (  2.0)      1.06 ( 0.62, 1.80)    1.06 ( 0.61, 1.82)     0.00 ( -0.01,  0.01)     0.8399                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1110            

                                      male                         52/2026 (  2.6)       37/1970 (  1.9)      1.37 ( 0.90, 2.07)    1.38 ( 0.90, 2.11)     0.01 ( -0.00,  0.02)     0.1404                           

                                      female                       18/ 932 (  1.9)       25/ 980 (  2.6)      0.76 ( 0.42, 1.38)    0.75 ( 0.41, 1.39)    -0.01 ( -0.02,  0.01)     0.3611                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6959            

                                      White                        62/2305 (  2.7)       50/2263 (  2.2)      1.22 ( 0.84, 1.76)    1.22 ( 0.84, 1.78)     0.00 ( -0.00,  0.01)     0.2940                           

                                      Black Or African American     4/ 103 (  3.9)        5/ 116 (  4.3)      0.90 ( 0.25, 3.27)    0.90 ( 0.23, 3.43)    -0.00 ( -0.06,  0.05)     1.0000                           

                                      Asian                         2/ 440 (  0.5)        4/ 458 (  0.9)      0.52 ( 0.10, 2.83)    0.52 ( 0.09, 2.84)    -0.00 ( -0.01,  0.01)     0.6868                           

                                      Other                         2/ 110 (  1.8)        3/ 113 (  2.7)      0.68 ( 0.12, 4.02)    0.68 ( 0.11, 4.14)    -0.01 ( -0.05,  0.03)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0425            

                                      North America                47/ 997 (  4.7)       33/ 998 (  3.3)      1.43 ( 0.92, 2.21)    1.45 ( 0.92, 2.28)     0.01 ( -0.00,  0.03)     0.1092                           

                                      Latin America                 0/ 361 (  0.0)        3/ 322 (  0.9)      0.13 ( 0.01, 2.46)    0.13 ( 0.01, 2.45)    -0.01 ( -0.02,  0.00)     0.1043                           

                                      Asia/Pacific                  2/ 404 (  0.5)        7/ 422 (  1.7)      0.30 ( 0.06, 1.43)    0.29 ( 0.06, 1.43)    -0.01 ( -0.03,  0.00)     0.1782                           

                                      Europe                       21/1196 (  1.8)       19/1208 (  1.6)      1.12 ( 0.60, 2.07)    1.12 ( 0.60, 2.09)     0.00 ( -0.01,  0.01)     0.7258                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9582            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        1/  95 (  1.1)      1.03 ( 0.07,16.27)    1.03 ( 0.06,16.76)     0.00 ( -0.03,  0.03)     1.0000                           

                                      >=45 mL/min/1.73m^2          68/2865 (  2.4)       61/2855 (  2.1)      1.11 ( 0.79, 1.56)    1.11 ( 0.79, 1.58)     0.00 ( -0.01,  0.01)     0.5463                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9482            

                                      <60 mL/min/1.73m^2           15/ 604 (  2.5)       15/ 658 (  2.3)      1.09 ( 0.54, 2.21)    1.09 ( 0.53, 2.25)     0.00 ( -0.02,  0.02)     0.8124                           

                                      >=60 mL/min/1.73m^2          54/2353 (  2.3)       47/2292 (  2.1)      1.12 ( 0.76, 1.65)    1.12 ( 0.76, 1.67)     0.00 ( -0.01,  0.01)     0.5682                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          69/2944 (  2.3)       62/2943 (  2.1)      1.11 ( 0.79, 1.56)    1.12 ( 0.79, 1.58)     0.00 ( -0.01,  0.01)     0.5376                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5679            

                                      <30 mg/g                      9/ 333 (  2.7)        8/ 352 (  2.3)      1.19 ( 0.46, 3.05)    1.19 ( 0.46, 3.13)     0.00 ( -0.02,  0.03)     0.7179                           

                                      >=30 - <=300 mg/g            49/2016 (  2.4)       40/2011 (  2.0)      1.22 ( 0.81, 1.85)    1.23 ( 0.80, 1.87)     0.00 ( -0.01,  0.01)     0.3407                           

                                      >300 mg/g                    11/ 592 (  1.9)       14/ 574 (  2.4)      0.76 ( 0.35, 1.66)    0.76 ( 0.34, 1.68)    -0.01 ( -0.03,  0.01)     0.4938                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3369            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    28/ 907 (  3.1)       20/ 910 (  2.2)      1.40 ( 0.80, 2.47)    1.42 ( 0.79, 2.54)     0.01 ( -0.01,  0.03)     0.2374                           

                                      >=130 mmHg                   42/2051 (  2.0)       42/2040 (  2.1)      0.99 ( 0.65, 1.52)    0.99 ( 0.65, 1.53)    -0.00 ( -0.01,  0.01)     0.9801                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0770            

                                      no                           65/2604 (  2.5)       51/2578 (  2.0)      1.26 ( 0.88, 1.81)    1.27 ( 0.88, 1.84)     0.01 ( -0.00,  0.01)     0.2077                           

                                      yes                           5/ 354 (  1.4)       11/ 372 (  3.0)      0.48 ( 0.17, 1.36)    0.47 ( 0.16, 1.37)    -0.02 ( -0.04,  0.01)     0.1568                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         30/2958 (  1.0)       43/2950 (  1.5)      0.70 ( 0.44, 1.11)    0.69 ( 0.43, 1.11)    -0.00 ( -0.01,  0.00)     0.1229                           

 administration site conditions,                                                                                                                                                                                     

 PT: Oedema peripheral                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5715            

                                      <=65 years                   15/1690 (  0.9)       24/1660 (  1.4)      0.61 ( 0.32, 1.17)    0.61 ( 0.32, 1.17)    -0.01 ( -0.01,  0.00)     0.1321                           

                                      >65 years                    15/1268 (  1.2)       19/1290 (  1.5)      0.80 ( 0.41, 1.57)    0.80 ( 0.41, 1.58)    -0.00 ( -0.01,  0.01)     0.5222                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3035            

                                      male                         18/2026 (  0.9)       30/1970 (  1.5)      0.58 ( 0.33, 1.04)    0.58 ( 0.32, 1.04)    -0.01 ( -0.01,  0.00)     0.0657                           

                                      female                       12/ 932 (  1.3)       13/ 980 (  1.3)      0.97 ( 0.45, 2.12)    0.97 ( 0.44, 2.14)    -0.00 ( -0.01,  0.01)     0.9402                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0679            

                                      White                        23/2305 (  1.0)       38/2263 (  1.7)      0.59 ( 0.36, 0.99)    0.59 ( 0.35, 0.99)    -0.01 ( -0.01,  0.00)     0.0449                           

                                      Black Or African American     3/ 103 (  2.9)        4/ 116 (  3.4)      0.84 ( 0.19, 3.69)    0.84 ( 0.18, 3.84)    -0.01 ( -0.05,  0.04)     1.0000                           

                                      Asian                         4/ 440 (  0.9)        0/ 458 (  0.0)      9.37 ( 0.51,173.5)    9.45 ( 0.51,176.1)     0.01 (  0.00,  0.02)     0.0572                           

                                      Other                         0/ 110 (  0.0)        1/ 113 (  0.9)      0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0606            

                                      North America                22/ 997 (  2.2)       28/ 998 (  2.8)      0.79 ( 0.45, 1.37)    0.78 ( 0.44, 1.38)    -0.01 ( -0.02,  0.01)     0.3922                           

                                      Latin America                 1/ 361 (  0.3)        5/ 322 (  1.6)      0.18 ( 0.02, 1.52)    0.18 ( 0.02, 1.52)    -0.01 ( -0.03,  0.00)     0.1053                           

                                      Asia/Pacific                  3/ 404 (  0.7)        0/ 422 (  0.0)      7.31 ( 0.38,141.1)    7.37 ( 0.38,143.1)     0.01 ( -0.00,  0.02)     0.1166                           

                                      Europe                        4/1196 (  0.3)       10/1208 (  0.8)      0.40 ( 0.13, 1.28)    0.40 ( 0.13, 1.29)    -0.00 ( -0.01,  0.00)     0.1120                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2083            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        5/  95 (  5.3)      0.21 ( 0.02, 1.73)    0.20 ( 0.02, 1.73)    -0.04 ( -0.09,  0.01)     0.2115                           

                                      >=45 mL/min/1.73m^2          29/2865 (  1.0)       38/2855 (  1.3)      0.76 ( 0.47, 1.23)    0.76 ( 0.47, 1.23)    -0.00 ( -0.01,  0.00)     0.2626                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2128            

                                      <60 mL/min/1.73m^2           14/ 604 (  2.3)       15/ 658 (  2.3)      1.02 ( 0.49, 2.09)    1.02 ( 0.49, 2.13)     0.00 ( -0.02,  0.02)     0.9639                           

                                      >=60 mL/min/1.73m^2          16/2353 (  0.7)       28/2292 (  1.2)      0.56 ( 0.30, 1.03)    0.55 ( 0.30, 1.03)    -0.01 ( -0.01,  0.00)     0.0568                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          30/2944 (  1.0)       43/2943 (  1.5)      0.70 ( 0.44, 1.11)    0.69 ( 0.43, 1.11)    -0.00 ( -0.01,  0.00)     0.1254                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0313            

                                      <30 mg/g                      8/ 333 (  2.4)        7/ 352 (  2.0)      1.21 ( 0.44, 3.29)    1.21 ( 0.44, 3.38)     0.00 ( -0.02,  0.03)     0.7117                           

                                      >=30 - <=300 mg/g            20/2016 (  1.0)       22/2011 (  1.1)      0.91 ( 0.50, 1.66)    0.91 ( 0.49, 1.67)    -0.00 ( -0.01,  0.01)     0.7503                           

                                      >300 mg/g                     2/ 592 (  0.3)       13/ 574 (  2.3)      0.15 ( 0.03, 0.66)    0.15 ( 0.03, 0.65)    -0.02 ( -0.04, -0.01)     0.0035                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9741            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    11/ 907 (  1.2)       16/ 910 (  1.8)      0.69 ( 0.32, 1.48)    0.69 ( 0.32, 1.49)    -0.01 ( -0.02,  0.01)     0.3368                           

                                      >=130 mmHg                   19/2051 (  0.9)       27/2040 (  1.3)      0.70 ( 0.39, 1.25)    0.70 ( 0.39, 1.26)    -0.00 ( -0.01,  0.00)     0.2284                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1517            

                                      no                           23/2604 (  0.9)       38/2578 (  1.5)      0.60 ( 0.36, 1.00)    0.60 ( 0.35, 1.00)    -0.01 ( -0.01,  0.00)     0.0487                           

                                      yes                           7/ 354 (  2.0)        5/ 372 (  1.3)      1.47 ( 0.47, 4.59)    1.48 ( 0.47, 4.71)     0.01 ( -0.02,  0.03)     0.5038                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Hepatobiliary disorders      Overall                        105/2958 (  3.5)      125/2950 (  4.2)      0.84 ( 0.65, 1.08)    0.83 ( 0.64, 1.08)    -0.01 ( -0.02,  0.00)     0.1719                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3752            

                                      <=65 years                   59/1690 (  3.5)       62/1660 (  3.7)      0.93 ( 0.66, 1.33)    0.93 ( 0.65, 1.34)    -0.00 ( -0.02,  0.01)     0.7054                           

                                      >65 years                    46/1268 (  3.6)       63/1290 (  4.9)      0.74 ( 0.51, 1.08)    0.73 ( 0.50, 1.08)    -0.01 ( -0.03,  0.00)     0.1159                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5579            

                                      male                         72/2026 (  3.6)       88/1970 (  4.5)      0.80 ( 0.59, 1.08)    0.79 ( 0.57, 1.08)    -0.01 ( -0.02,  0.00)     0.1410                           

                                      female                       33/ 932 (  3.5)       37/ 980 (  3.8)      0.94 ( 0.59, 1.49)    0.94 ( 0.58, 1.51)    -0.00 ( -0.02,  0.02)     0.7848                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4736            

                                      White                        87/2305 (  3.8)       99/2263 (  4.4)      0.86 ( 0.65, 1.14)    0.86 ( 0.64, 1.15)    -0.01 ( -0.02,  0.01)     0.3047                           

                                      Black Or African American     4/ 103 (  3.9)        5/ 116 (  4.3)      0.90 ( 0.25, 3.27)    0.90 ( 0.23, 3.43)    -0.00 ( -0.06,  0.05)     1.0000                           

                                      Asian                         9/ 440 (  2.0)       18/ 458 (  3.9)      0.52 ( 0.24, 1.15)    0.51 ( 0.23, 1.15)    -0.02 ( -0.04,  0.01)     0.0985                           

                                      Other                         5/ 110 (  4.5)        3/ 113 (  2.7)      1.71 ( 0.42, 6.99)    1.75 ( 0.41, 7.49)     0.02 ( -0.03,  0.07)     0.4950                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6991            

                                      North America                42/ 997 (  4.2)       48/ 998 (  4.8)      0.88 ( 0.58, 1.31)    0.87 ( 0.57, 1.33)    -0.01 ( -0.03,  0.01)     0.5207                           

                                      Latin America                12/ 361 (  3.3)       15/ 322 (  4.7)      0.71 ( 0.34, 1.50)    0.70 ( 0.32, 1.53)    -0.01 ( -0.05,  0.02)     0.3720                           

                                      Asia/Pacific                 10/ 404 (  2.5)       18/ 422 (  4.3)      0.58 ( 0.27, 1.24)    0.57 ( 0.26, 1.25)    -0.02 ( -0.05,  0.01)     0.1555                           

                                      Europe                       41/1196 (  3.4)       44/1208 (  3.6)      0.94 ( 0.62, 1.43)    0.94 ( 0.61, 1.45)    -0.00 ( -0.02,  0.01)     0.7761                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.8280            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        2/  95 (  2.1)      1.03 ( 0.15, 7.18)    1.03 ( 0.14, 7.49)     0.00 ( -0.04,  0.04)     1.0000                           

                                      >=45 mL/min/1.73m^2         103/2865 (  3.6)      123/2855 (  4.3)      0.83 ( 0.65, 1.08)    0.83 ( 0.63, 1.08)    -0.01 ( -0.02,  0.00)     0.1663                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0891            

                                      <60 mL/min/1.73m^2           25/ 604 (  4.1)       21/ 658 (  3.2)      1.30 ( 0.73, 2.29)    1.31 ( 0.73, 2.37)     0.01 ( -0.01,  0.03)     0.3698                           

                                      >=60 mL/min/1.73m^2          80/2353 (  3.4)      104/2292 (  4.5)      0.75 ( 0.56, 1.00)    0.74 ( 0.55, 1.00)    -0.01 ( -0.02,  0.00)     0.0469                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         105/2944 (  3.6)      125/2943 (  4.2)      0.84 ( 0.65, 1.08)    0.83 ( 0.64, 1.09)    -0.01 ( -0.02,  0.00)     0.1777                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0377            

                                      <30 mg/g                     18/ 333 (  5.4)        9/ 352 (  2.6)      2.11 ( 0.96, 4.64)    2.18 ( 0.96, 4.92)     0.03 ( -0.00,  0.06)     0.0557                           

                                      >=30 - <=300 mg/g            64/2016 (  3.2)       85/2011 (  4.2)      0.75 ( 0.55, 1.03)    0.74 ( 0.53, 1.03)    -0.01 ( -0.02,  0.00)     0.0770                           

                                      >300 mg/g                    22/ 592 (  3.7)       30/ 574 (  5.2)      0.71 ( 0.42, 1.22)    0.70 ( 0.40, 1.23)    -0.02 ( -0.04,  0.01)     0.2118                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4651            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    39/ 907 (  4.3)       41/ 910 (  4.5)      0.95 ( 0.62, 1.47)    0.95 ( 0.61, 1.49)    -0.00 ( -0.02,  0.02)     0.8309                           

                                      >=130 mmHg                   66/2051 (  3.2)       84/2040 (  4.1)      0.78 ( 0.57, 1.07)    0.77 ( 0.56, 1.08)    -0.01 ( -0.02,  0.00)     0.1258                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0617            

                                      no                           84/2604 (  3.2)      110/2578 (  4.3)      0.76 ( 0.57, 1.00)    0.75 ( 0.56, 1.00)    -0.01 ( -0.02,  0.00)     0.0484                           

                                      yes                          21/ 354 (  5.9)       15/ 372 (  4.0)      1.47 ( 0.77, 2.81)    1.50 ( 0.76, 2.96)     0.02 ( -0.02,  0.05)     0.2388                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and infestations  Overall                        796/2958 ( 26.9)      807/2950 ( 27.4)      0.98 ( 0.90, 1.07)    0.98 ( 0.87, 1.10)    -0.00 ( -0.03,  0.02)     0.7000                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3722            

                                      <=65 years                  401/1690 ( 23.7)      415/1660 ( 25.0)      0.95 ( 0.84, 1.07)    0.93 ( 0.80, 1.09)    -0.01 ( -0.04,  0.02)     0.3911                           

                                      >65 years                   395/1268 ( 31.2)      392/1290 ( 30.4)      1.03 ( 0.91, 1.15)    1.04 ( 0.88, 1.23)     0.01 ( -0.03,  0.04)     0.6756                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0154            

                                      male                        492/2026 ( 24.3)      524/1970 ( 26.6)      0.91 ( 0.82, 1.02)    0.89 ( 0.77, 1.02)    -0.02 ( -0.05,  0.00)     0.0930                           

                                      female                      304/ 932 ( 32.6)      283/ 980 ( 28.9)      1.13 ( 0.99, 1.29)    1.19 ( 0.98, 1.45)     0.04 ( -0.00,  0.08)     0.0764                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9733            

                                      White                       644/2305 ( 27.9)      644/2263 ( 28.5)      0.98 ( 0.89, 1.08)    0.97 ( 0.86, 1.11)    -0.01 ( -0.03,  0.02)     0.6970                           

                                      Black Or African American    32/ 103 ( 31.1)       39/ 116 ( 33.6)      0.92 ( 0.63, 1.36)    0.89 ( 0.50, 1.57)    -0.03 ( -0.15,  0.10)     0.6878                           

                                      Asian                        92/ 440 ( 20.9)       97/ 458 ( 21.2)      0.99 ( 0.77, 1.27)    0.98 ( 0.71, 1.36)    -0.00 ( -0.06,  0.05)     0.9210                           

                                      Other                        28/ 110 ( 25.5)       27/ 113 ( 23.9)      1.07 ( 0.67, 1.69)    1.09 ( 0.59, 2.00)     0.02 ( -0.10,  0.13)     0.7874                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1717            

                                      North America               369/ 997 ( 37.0)      353/ 998 ( 35.4)      1.05 ( 0.93, 1.18)    1.07 ( 0.89, 1.29)     0.02 ( -0.03,  0.06)     0.4460                           

                                      Latin America                50/ 361 ( 13.9)       64/ 322 ( 19.9)      0.70 ( 0.50, 0.98)    0.65 ( 0.43, 0.97)    -0.06 ( -0.12, -0.00)     0.0352                           

                                      Asia/Pacific                100/ 404 ( 24.8)      105/ 422 ( 24.9)      0.99 ( 0.78, 1.26)    0.99 ( 0.72, 1.36)    -0.00 ( -0.06,  0.06)     0.9658                           

                                      Europe                      277/1196 ( 23.2)      285/1208 ( 23.6)      0.98 ( 0.85, 1.13)    0.98 ( 0.81, 1.18)    -0.00 ( -0.04,  0.03)     0.8024                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4133            

                                      <45 mL/min/1.73m^2           33/  92 ( 35.9)       40/  95 ( 42.1)      0.85 ( 0.59, 1.22)    0.77 ( 0.43, 1.39)    -0.06 ( -0.20,  0.08)     0.3835                           

                                      >=45 mL/min/1.73m^2         763/2865 ( 26.6)      767/2855 ( 26.9)      0.99 ( 0.91, 1.08)    0.99 ( 0.88, 1.11)    -0.00 ( -0.03,  0.02)     0.8420                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7163            

                                      <60 mL/min/1.73m^2          207/ 604 ( 34.3)      233/ 658 ( 35.4)      0.97 ( 0.83, 1.13)    0.95 ( 0.75, 1.20)    -0.01 ( -0.06,  0.04)     0.6716                           

                                      >=60 mL/min/1.73m^2         589/2353 ( 25.0)      574/2292 ( 25.0)      1.00 ( 0.90, 1.10)    1.00 ( 0.88, 1.14)    -0.00 ( -0.03,  0.03)     0.9926                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.3686            

                                      <30 mL/min/1.73m^2            3/  13 ( 23.1)        3/   7 ( 42.9)      0.54 ( 0.15, 2.00)    0.40 ( 0.06, 2.89)    -0.20 ( -0.63,  0.23)     0.6126                           

                                      >=30 mL/min/1.73m^2         793/2944 ( 26.9)      804/2943 ( 27.3)      0.99 ( 0.91, 1.07)    0.98 ( 0.87, 1.10)    -0.00 ( -0.03,  0.02)     0.7411                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4760            

                                      <30 mg/g                    111/ 333 ( 33.3)      109/ 352 ( 31.0)      1.08 ( 0.87, 1.34)    1.11 ( 0.81, 1.54)     0.02 ( -0.05,  0.10)     0.5075                           

                                      >=30 - <=300 mg/g           512/2016 ( 25.4)      538/2011 ( 26.8)      0.95 ( 0.86, 1.05)    0.93 ( 0.81, 1.07)    -0.01 ( -0.04,  0.01)     0.3271                           

                                      >300 mg/g                   167/ 592 ( 28.2)      155/ 574 ( 27.0)      1.04 ( 0.87, 1.26)    1.06 ( 0.82, 1.37)     0.01 ( -0.04,  0.06)     0.6453                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8484            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                   252/ 907 ( 27.8)      260/ 910 ( 28.6)      0.97 ( 0.84, 1.13)    0.96 ( 0.78, 1.18)    -0.01 ( -0.05,  0.03)     0.7091                           

                                      >=130 mmHg                  544/2051 ( 26.5)      547/2040 ( 26.8)      0.99 ( 0.89, 1.09)    0.99 ( 0.86, 1.13)    -0.00 ( -0.03,  0.02)     0.8339                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2463            

                                      no                          671/2604 ( 25.8)      688/2578 ( 26.7)      0.97 ( 0.88, 1.06)    0.95 ( 0.84, 1.08)    -0.01 ( -0.03,  0.02)     0.4519                           

                                      yes                         125/ 354 ( 35.3)      119/ 372 ( 32.0)      1.10 ( 0.90, 1.35)    1.16 ( 0.85, 1.58)     0.03 ( -0.04,  0.10)     0.3440                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         51/2958 (  1.7)       77/2950 (  2.6)      0.66 ( 0.47, 0.94)    0.65 ( 0.46, 0.94)    -0.01 ( -0.02, -0.00)     0.0194                           

 infestations, PT: Bronchitis                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1272            

                                      <=65 years                   18/1690 (  1.1)       37/1660 (  2.2)      0.48 ( 0.27, 0.84)    0.47 ( 0.27, 0.83)    -0.01 ( -0.02, -0.00)     0.0081                           

                                      >65 years                    33/1268 (  2.6)       40/1290 (  3.1)      0.84 ( 0.53, 1.32)    0.84 ( 0.52, 1.33)    -0.00 ( -0.02,  0.01)     0.4493                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6990            

                                      male                         33/2026 (  1.6)       51/1970 (  2.6)      0.63 ( 0.41, 0.97)    0.62 ( 0.40, 0.97)    -0.01 ( -0.02, -0.00)     0.0345                           

                                      female                       18/ 932 (  1.9)       26/ 980 (  2.7)      0.73 ( 0.40, 1.32)    0.72 ( 0.39, 1.33)    -0.01 ( -0.02,  0.01)     0.2929                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8576            

                                      White                        45/2305 (  2.0)       64/2263 (  2.8)      0.69 ( 0.47, 1.01)    0.68 ( 0.47, 1.01)    -0.01 ( -0.02,  0.00)     0.0525                           

                                      Black Or African American     1/ 103 (  1.0)        4/ 116 (  3.4)      0.28 ( 0.03, 2.48)    0.27 ( 0.03, 2.50)    -0.02 ( -0.06,  0.01)     0.3737                           

                                      Asian                         2/ 440 (  0.5)        4/ 458 (  0.9)      0.52 ( 0.10, 2.83)    0.52 ( 0.09, 2.84)    -0.00 ( -0.01,  0.01)     0.6868                           

                                      Other                         3/ 110 (  2.7)        5/ 113 (  4.4)      0.62 ( 0.15, 2.52)    0.61 ( 0.14, 2.60)    -0.02 ( -0.07,  0.03)     0.7217                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4619            

                                      North America                24/ 997 (  2.4)       36/ 998 (  3.6)      0.67 ( 0.40, 1.11)    0.66 ( 0.39, 1.11)    -0.01 ( -0.03,  0.00)     0.1167                           

                                      Latin America                 0/ 361 (  0.0)        3/ 322 (  0.9)      0.13 ( 0.01, 2.46)    0.13 ( 0.01, 2.45)    -0.01 ( -0.02,  0.00)     0.1043                           

                                      Asia/Pacific                  3/ 404 (  0.7)        3/ 422 (  0.7)      1.04 ( 0.21, 5.15)    1.04 ( 0.21, 5.21)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       24/1196 (  2.0)       35/1208 (  2.9)      0.69 ( 0.41, 1.16)    0.69 ( 0.41, 1.16)    -0.01 ( -0.02,  0.00)     0.1583                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.7621            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        4/  95 (  4.2)      0.52 ( 0.10, 2.75)    0.51 ( 0.09, 2.83)    -0.02 ( -0.07,  0.03)     0.6826                           

                                      >=45 mL/min/1.73m^2          49/2865 (  1.7)       73/2855 (  2.6)      0.67 ( 0.47, 0.96)    0.66 ( 0.46, 0.96)    -0.01 ( -0.02, -0.00)     0.0267                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9791            

                                      <60 mL/min/1.73m^2           14/ 604 (  2.3)       23/ 658 (  3.5)      0.66 ( 0.34, 1.28)    0.66 ( 0.33, 1.29)    -0.01 ( -0.03,  0.01)     0.2156                           

                                      >=60 mL/min/1.73m^2          37/2353 (  1.6)       54/2292 (  2.4)      0.67 ( 0.44, 1.01)    0.66 ( 0.43, 1.01)    -0.01 ( -0.02,  0.00)     0.0541                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          51/2944 (  1.7)       77/2943 (  2.6)      0.66 ( 0.47, 0.94)    0.66 ( 0.46, 0.94)    -0.01 ( -0.02, -0.00)     0.0201                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2516            

                                      <30 mg/g                      8/ 333 (  2.4)       10/ 352 (  2.8)      0.85 ( 0.34, 2.12)    0.84 ( 0.33, 2.16)    -0.00 ( -0.03,  0.02)     0.7201                           

                                      >=30 - <=300 mg/g            32/2016 (  1.6)       58/2011 (  2.9)      0.55 ( 0.36, 0.84)    0.54 ( 0.35, 0.84)    -0.01 ( -0.02, -0.00)     0.0054                           

                                      >300 mg/g                    11/ 592 (  1.9)        9/ 574 (  1.6)      1.19 ( 0.49, 2.84)    1.19 ( 0.49, 2.89)     0.00 ( -0.01,  0.02)     0.7029                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9738            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    15/ 907 (  1.7)       23/ 910 (  2.5)      0.65 ( 0.34, 1.25)    0.65 ( 0.34, 1.25)    -0.01 ( -0.02,  0.01)     0.1933                           

                                      >=130 mmHg                   36/2051 (  1.8)       54/2040 (  2.6)      0.66 ( 0.44, 1.01)    0.66 ( 0.43, 1.01)    -0.01 ( -0.02,  0.00)     0.0519                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7986            

                                      no                           43/2604 (  1.7)       63/2578 (  2.4)      0.68 ( 0.46, 0.99)    0.67 ( 0.45, 0.99)    -0.01 ( -0.02,  0.00)     0.0439                           

                                      yes                           8/ 354 (  2.3)       14/ 372 (  3.8)      0.60 ( 0.26, 1.41)    0.59 ( 0.24, 1.43)    -0.02 ( -0.04,  0.01)     0.2378                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         77/2958 (  2.6)       81/2950 (  2.7)      0.95 ( 0.70, 1.29)    0.95 ( 0.69, 1.30)    -0.00 ( -0.01,  0.01)     0.7340                           

 infestations, PT: Cellulitis                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6829            

                                      <=65 years                   44/1690 (  2.6)       43/1660 (  2.6)      1.01 ( 0.66, 1.52)    1.01 ( 0.66, 1.54)     0.00 ( -0.01,  0.01)     0.9809                           

                                      >65 years                    33/1268 (  2.6)       38/1290 (  2.9)      0.88 ( 0.56, 1.40)    0.88 ( 0.55, 1.41)    -0.00 ( -0.02,  0.01)     0.5973                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8308            

                                      male                         58/2026 (  2.9)       61/1970 (  3.1)      0.92 ( 0.65, 1.32)    0.92 ( 0.64, 1.33)    -0.00 ( -0.01,  0.01)     0.6640                           

                                      female                       19/ 932 (  2.0)       20/ 980 (  2.0)      1.00 ( 0.54, 1.86)    1.00 ( 0.53, 1.88)    -0.00 ( -0.01,  0.01)     0.9973                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5669            

                                      White                        67/2305 (  2.9)       70/2263 (  3.1)      0.94 ( 0.68, 1.31)    0.94 ( 0.67, 1.32)    -0.00 ( -0.01,  0.01)     0.7118                           

                                      Black Or African American     0/ 103 (  0.0)        2/ 116 (  1.7)      0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)     0.4995                           

                                      Asian                         7/ 440 (  1.6)        7/ 458 (  1.5)      1.04 ( 0.37, 2.94)    1.04 ( 0.36, 2.99)     0.00 ( -0.02,  0.02)     0.9398                           

                                      Other                         3/ 110 (  2.7)        2/ 113 (  1.8)      1.54 ( 0.26, 9.04)    1.56 ( 0.25, 9.50)     0.01 ( -0.03,  0.05)     0.6805                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8823            

                                      North America                51/ 997 (  5.1)       53/ 998 (  5.3)      0.96 ( 0.66, 1.40)    0.96 ( 0.65, 1.43)    -0.00 ( -0.02,  0.02)     0.8445                           

                                      Latin America                 3/ 361 (  0.8)        2/ 322 (  0.6)      1.34 ( 0.22, 7.96)    1.34 ( 0.22, 8.08)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                 10/ 404 (  2.5)        9/ 422 (  2.1)      1.16 ( 0.48, 2.83)    1.16 ( 0.47, 2.90)     0.00 ( -0.02,  0.03)     0.7429                           

                                      Europe                       13/1196 (  1.1)       17/1208 (  1.4)      0.77 ( 0.38, 1.58)    0.77 ( 0.37, 1.59)    -0.00 ( -0.01,  0.01)     0.4794                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0523            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)       10/  95 ( 10.5)      0.31 ( 0.09, 1.09)    0.29 ( 0.08, 1.08)    -0.07 ( -0.16,  0.01)     0.0514                           

                                      >=45 mL/min/1.73m^2          74/2865 (  2.6)       71/2855 (  2.5)      1.04 ( 0.75, 1.43)    1.04 ( 0.75, 1.45)     0.00 ( -0.01,  0.01)     0.8173                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2545            

                                      <60 mL/min/1.73m^2           22/ 604 (  3.6)       32/ 658 (  4.9)      0.75 ( 0.44, 1.27)    0.74 ( 0.42, 1.29)    -0.01 ( -0.04,  0.01)     0.2846                           

                                      >=60 mL/min/1.73m^2          55/2353 (  2.3)       49/2292 (  2.1)      1.09 ( 0.75, 1.60)    1.10 ( 0.74, 1.62)     0.00 ( -0.01,  0.01)     0.6458                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1720            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          77/2944 (  2.6)       80/2943 (  2.7)      0.96 ( 0.71, 1.31)    0.96 ( 0.70, 1.32)    -0.00 ( -0.01,  0.01)     0.8066                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3914            

                                      <30 mg/g                      8/ 333 (  2.4)       13/ 352 (  3.7)      0.65 ( 0.27, 1.55)    0.64 ( 0.26, 1.57)    -0.01 ( -0.04,  0.02)     0.3277                           

                                      >=30 - <=300 mg/g            46/2016 (  2.3)       51/2011 (  2.5)      0.90 ( 0.61, 1.33)    0.90 ( 0.60, 1.34)    -0.00 ( -0.01,  0.01)     0.5987                           

                                      >300 mg/g                    23/ 592 (  3.9)       17/ 574 (  3.0)      1.31 ( 0.71, 2.43)    1.32 ( 0.70, 2.51)     0.01 ( -0.01,  0.03)     0.3866                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0050            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    18/ 907 (  2.0)       36/ 910 (  4.0)      0.50 ( 0.29, 0.88)    0.49 ( 0.28, 0.87)    -0.02 ( -0.04, -0.00)     0.0134                           

                                      >=130 mmHg                   59/2051 (  2.9)       45/2040 (  2.2)      1.30 ( 0.89, 1.91)    1.31 ( 0.89, 1.94)     0.01 ( -0.00,  0.02)     0.1730                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4700            

                                      no                           58/2604 (  2.2)       64/2578 (  2.5)      0.90 ( 0.63, 1.27)    0.89 ( 0.62, 1.28)    -0.00 ( -0.01,  0.01)     0.5447                           

                                      yes                          19/ 354 (  5.4)       17/ 372 (  4.6)      1.17 ( 0.62, 2.22)    1.18 ( 0.61, 2.32)     0.01 ( -0.03,  0.04)     0.6211                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         36/2958 (  1.2)       39/2950 (  1.3)      0.92 ( 0.59, 1.44)    0.92 ( 0.58, 1.45)    -0.00 ( -0.01,  0.01)     0.7185                           

 infestations, PT: Nasopharyngitis                                                                                                                                                                                   

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2363            

                                      <=65 years                   13/1690 (  0.8)       19/1660 (  1.1)      0.67 ( 0.33, 1.36)    0.67 ( 0.33, 1.36)    -0.00 ( -0.01,  0.00)     0.2642                           

                                      >65 years                    23/1268 (  1.8)       20/1290 (  1.6)      1.17 ( 0.65, 2.12)    1.17 ( 0.64, 2.15)     0.00 ( -0.01,  0.01)     0.6043                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2483            

                                      male                         25/2026 (  1.2)       31/1970 (  1.6)      0.78 ( 0.46, 1.32)    0.78 ( 0.46, 1.33)    -0.00 ( -0.01,  0.00)     0.3612                           

                                      female                       11/ 932 (  1.2)        8/ 980 (  0.8)      1.45 ( 0.58, 3.58)    1.45 ( 0.58, 3.62)     0.00 ( -0.01,  0.01)     0.4227                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8393            

                                      White                        23/2305 (  1.0)       28/2263 (  1.2)      0.81 ( 0.47, 1.40)    0.80 ( 0.46, 1.40)    -0.00 ( -0.01,  0.00)     0.4413                           

                                      Black Or African American     2/ 103 (  1.9)        2/ 116 (  1.7)      1.13 ( 0.16, 7.85)    1.13 ( 0.16, 8.16)     0.00 ( -0.03,  0.04)     1.0000                           

                                      Asian                         9/ 440 (  2.0)        7/ 458 (  1.5)      1.34 ( 0.50, 3.56)    1.35 ( 0.50, 3.64)     0.01 ( -0.02,  0.03)     0.5584                           

                                      Other                         2/ 110 (  1.8)        2/ 113 (  1.8)      1.03 ( 0.15, 7.17)    1.03 ( 0.14, 7.43)     0.00 ( -0.03,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5426            

                                      North America                16/ 997 (  1.6)       17/ 998 (  1.7)      0.94 ( 0.48, 1.85)    0.94 ( 0.47, 1.87)    -0.00 ( -0.01,  0.01)     0.8630                           

                                      Latin America                 1/ 361 (  0.3)        0/ 322 (  0.0)      2.68 ( 0.11,65.48)    2.68 ( 0.11,66.11)     0.00 ( -0.00,  0.01)     1.0000                           

                                      Asia/Pacific                  9/ 404 (  2.2)        7/ 422 (  1.7)      1.34 ( 0.50, 3.57)    1.35 ( 0.50, 3.66)     0.01 ( -0.02,  0.03)     0.5534                           

                                      Europe                       10/1196 (  0.8)       15/1208 (  1.2)      0.67 ( 0.30, 1.49)    0.67 ( 0.30, 1.50)    -0.00 ( -0.01,  0.01)     0.3271                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.6218            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        2/  95 (  2.1)      0.52 ( 0.05, 5.60)    0.51 ( 0.05, 5.73)    -0.01 ( -0.05,  0.03)     1.0000                           

                                      >=45 mL/min/1.73m^2          35/2865 (  1.2)       37/2855 (  1.3)      0.94 ( 0.60, 1.49)    0.94 ( 0.59, 1.50)    -0.00 ( -0.01,  0.01)     0.8010                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7625            

                                      <60 mL/min/1.73m^2           10/ 604 (  1.7)       13/ 658 (  2.0)      0.84 ( 0.37, 1.90)    0.84 ( 0.36, 1.92)    -0.00 ( -0.02,  0.01)     0.6712                           

                                      >=60 mL/min/1.73m^2          26/2353 (  1.1)       26/2292 (  1.1)      0.97 ( 0.57, 1.67)    0.97 ( 0.56, 1.68)    -0.00 ( -0.01,  0.01)     0.9241                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          36/2944 (  1.2)       39/2943 (  1.3)      0.92 ( 0.59, 1.45)    0.92 ( 0.58, 1.45)    -0.00 ( -0.01,  0.01)     0.7263                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3405            

                                      <30 mg/g                      4/ 333 (  1.2)        7/ 352 (  2.0)      0.60 ( 0.18, 2.04)    0.60 ( 0.17, 2.07)    -0.01 ( -0.03,  0.02)     0.4129                           

                                      >=30 - <=300 mg/g            27/2016 (  1.3)       23/2011 (  1.1)      1.17 ( 0.67, 2.04)    1.17 ( 0.67, 2.05)     0.00 ( -0.01,  0.01)     0.5753                           

                                      >300 mg/g                     5/ 592 (  0.8)        9/ 574 (  1.6)      0.54 ( 0.18, 1.60)    0.53 ( 0.18, 1.61)    -0.01 ( -0.02,  0.01)     0.2571                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6120            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    10/ 907 (  1.1)       13/ 910 (  1.4)      0.77 ( 0.34, 1.75)    0.77 ( 0.34, 1.76)    -0.00 ( -0.02,  0.01)     0.5343                           

                                      >=130 mmHg                   26/2051 (  1.3)       26/2040 (  1.3)      0.99 ( 0.58, 1.71)    0.99 ( 0.58, 1.72)    -0.00 ( -0.01,  0.01)     0.9844                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5326            

                                      no                           33/2604 (  1.3)       37/2578 (  1.4)      0.88 ( 0.55, 1.41)    0.88 ( 0.55, 1.41)    -0.00 ( -0.01,  0.01)     0.6006                           

                                      yes                           3/ 354 (  0.8)        2/ 372 (  0.5)      1.58 ( 0.26, 9.38)    1.58 ( 0.26, 9.52)     0.00 ( -0.01,  0.02)     0.6792                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                        138/2958 (  4.7)      146/2950 (  4.9)      0.94 ( 0.75, 1.18)    0.94 ( 0.74, 1.19)    -0.00 ( -0.01,  0.01)     0.6101                           

 infestations, PT: Pneumonia                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4486            

                                      <=65 years                   60/1690 (  3.6)       56/1660 (  3.4)      1.05 ( 0.74, 1.51)    1.05 ( 0.73, 1.53)     0.00 ( -0.01,  0.01)     0.7796                           

                                      >65 years                    78/1268 (  6.2)       90/1290 (  7.0)      0.88 ( 0.66, 1.18)    0.87 ( 0.64, 1.20)    -0.01 ( -0.03,  0.01)     0.3996                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1929            

                                      male                         90/2026 (  4.4)      103/1970 (  5.2)      0.85 ( 0.64, 1.12)    0.84 ( 0.63, 1.13)    -0.01 ( -0.02,  0.01)     0.2466                           

                                      female                       48/ 932 (  5.2)       43/ 980 (  4.4)      1.17 ( 0.79, 1.75)    1.18 ( 0.78, 1.80)     0.01 ( -0.01,  0.03)     0.4339                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5173            

                                      White                       112/2305 (  4.9)      114/2263 (  5.0)      0.96 ( 0.75, 1.24)    0.96 ( 0.74, 1.26)    -0.00 ( -0.01,  0.01)     0.7809                           

                                      Black Or African American     5/ 103 (  4.9)        8/ 116 (  6.9)      0.70 ( 0.24, 2.08)    0.69 ( 0.22, 2.18)    -0.02 ( -0.09,  0.06)     0.5242                           

                                      Asian                        19/ 440 (  4.3)       18/ 458 (  3.9)      1.10 ( 0.58, 2.07)    1.10 ( 0.57, 2.13)     0.00 ( -0.02,  0.03)     0.7701                           

                                      Other                         2/ 110 (  1.8)        6/ 113 (  5.3)      0.34 ( 0.07, 1.66)    0.33 ( 0.07, 1.67)    -0.03 ( -0.08,  0.01)     0.2805                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0664            

                                      North America                71/ 997 (  7.1)       67/ 998 (  6.7)      1.06 ( 0.77, 1.46)    1.07 ( 0.75, 1.51)     0.00 ( -0.02,  0.03)     0.7196                           

                                      Latin America                 7/ 361 (  1.9)       19/ 322 (  5.9)      0.33 ( 0.14, 0.77)    0.32 ( 0.13, 0.76)    -0.04 ( -0.07, -0.01)     0.0070                           

                                      Asia/Pacific                 19/ 404 (  4.7)       19/ 422 (  4.5)      1.04 ( 0.56, 1.94)    1.05 ( 0.55, 2.01)     0.00 ( -0.03,  0.03)     0.8906                           

                                      Europe                       41/1196 (  3.4)       41/1208 (  3.4)      1.01 ( 0.66, 1.55)    1.01 ( 0.65, 1.57)     0.00 ( -0.02,  0.02)     0.9633                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9460            

                                      <45 mL/min/1.73m^2            8/  92 (  8.7)        9/  95 (  9.5)      0.92 ( 0.37, 2.28)    0.91 ( 0.34, 2.47)    -0.01 ( -0.10,  0.09)     0.8536                           

                                      >=45 mL/min/1.73m^2         130/2865 (  4.5)      137/2855 (  4.8)      0.95 ( 0.75, 1.20)    0.94 ( 0.74, 1.21)    -0.00 ( -0.01,  0.01)     0.6398                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5189            

                                      <60 mL/min/1.73m^2           44/ 604 (  7.3)       45/ 658 (  6.8)      1.07 ( 0.71, 1.59)    1.07 ( 0.70, 1.65)     0.00 ( -0.03,  0.03)     0.7574                           

                                      >=60 mL/min/1.73m^2          94/2353 (  4.0)      101/2292 (  4.4)      0.91 ( 0.69, 1.19)    0.90 ( 0.68, 1.20)    -0.00 ( -0.02,  0.01)     0.4842                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.4372            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2         137/2944 (  4.7)      146/2943 (  5.0)      0.94 ( 0.75, 1.18)    0.94 ( 0.74, 1.19)    -0.00 ( -0.01,  0.01)     0.5815                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3990            

                                      <30 mg/g                     22/ 333 (  6.6)       17/ 352 (  4.8)      1.37 ( 0.74, 2.53)    1.39 ( 0.73, 2.67)     0.02 ( -0.02,  0.06)     0.3161                           

                                      >=30 - <=300 mg/g            83/2016 (  4.1)       95/2011 (  4.7)      0.87 ( 0.65, 1.16)    0.87 ( 0.64, 1.17)    -0.01 ( -0.02,  0.01)     0.3488                           

                                      >300 mg/g                    30/ 592 (  5.1)       34/ 574 (  5.9)      0.86 ( 0.53, 1.38)    0.85 ( 0.51, 1.40)    -0.01 ( -0.04,  0.02)     0.5214                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6078            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    49/ 907 (  5.4)       48/ 910 (  5.3)      1.02 ( 0.70, 1.51)    1.03 ( 0.68, 1.54)     0.00 ( -0.02,  0.02)     0.9037                           

                                      >=130 mmHg                   89/2051 (  4.3)       98/2040 (  4.8)      0.90 ( 0.68, 1.20)    0.90 ( 0.67, 1.21)    -0.00 ( -0.02,  0.01)     0.4769                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8736            

                                      no                          111/2604 (  4.3)      115/2578 (  4.5)      0.96 ( 0.74, 1.23)    0.95 ( 0.73, 1.25)    -0.00 ( -0.01,  0.01)     0.7270                           

                                      yes                          27/ 354 (  7.6)       31/ 372 (  8.3)      0.92 ( 0.56, 1.50)    0.91 ( 0.53, 1.56)    -0.01 ( -0.05,  0.04)     0.7259                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         50/2958 (  1.7)       39/2950 (  1.3)      1.28 ( 0.84, 1.94)    1.28 ( 0.84, 1.96)     0.00 ( -0.00,  0.01)     0.2453                           

 infestations, PT: Sepsis                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6928            

                                      <=65 years                   24/1690 (  1.4)       20/1660 (  1.2)      1.18 ( 0.65, 2.13)    1.18 ( 0.65, 2.15)     0.00 ( -0.01,  0.01)     0.5843                           

                                      >65 years                    26/1268 (  2.1)       19/1290 (  1.5)      1.39 ( 0.77, 2.50)    1.40 ( 0.77, 2.54)     0.01 ( -0.01,  0.02)     0.2666                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1357            

                                      male                         32/2026 (  1.6)       30/1970 (  1.5)      1.04 ( 0.63, 1.70)    1.04 ( 0.63, 1.71)     0.00 ( -0.01,  0.01)     0.8849                           

                                      female                       18/ 932 (  1.9)        9/ 980 (  0.9)      2.10 ( 0.95, 4.66)    2.12 ( 0.95, 4.75)     0.01 ( -0.00,  0.02)     0.0607                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9189            

                                      White                        44/2305 (  1.9)       32/2263 (  1.4)      1.35 ( 0.86, 2.12)    1.36 ( 0.86, 2.15)     0.00 ( -0.00,  0.01)     0.1912                           

                                      Black Or African American     2/ 103 (  1.9)        3/ 116 (  2.6)      0.75 ( 0.13, 4.41)    0.75 ( 0.12, 4.55)    -0.01 ( -0.05,  0.03)     1.0000                           

                                      Asian                         3/ 440 (  0.7)        3/ 458 (  0.7)      1.04 ( 0.21, 5.13)    1.04 ( 0.21, 5.19)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5208            

                                      North America                32/ 997 (  3.2)       26/ 998 (  2.6)      1.23 ( 0.74, 2.05)    1.24 ( 0.73, 2.10)     0.01 ( -0.01,  0.02)     0.4218                           

                                      Latin America                 1/ 361 (  0.3)        2/ 322 (  0.6)      0.45 ( 0.04, 4.90)    0.44 ( 0.04, 4.92)    -0.00 ( -0.01,  0.01)     0.6042                           

                                      Asia/Pacific                  3/ 404 (  0.7)        4/ 422 (  0.9)      0.78 ( 0.18, 3.48)    0.78 ( 0.17, 3.52)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       14/1196 (  1.2)        7/1208 (  0.6)      2.02 ( 0.82, 4.99)    2.03 ( 0.82, 5.05)     0.01 ( -0.00,  0.01)     0.1195                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0208            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        6/  95 (  6.3)      0.17 ( 0.02, 1.40)    0.16 ( 0.02, 1.38)    -0.05 ( -0.11,  0.00)     0.1183                           

                                      >=45 mL/min/1.73m^2          49/2865 (  1.7)       33/2855 (  1.2)      1.48 ( 0.95, 2.29)    1.49 ( 0.95, 2.32)     0.01 ( -0.00,  0.01)     0.0778                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.1393            

                                      <60 mL/min/1.73m^2           12/ 604 (  2.0)       16/ 658 (  2.4)      0.82 ( 0.39, 1.71)    0.81 ( 0.38, 1.73)    -0.00 ( -0.02,  0.01)     0.5921                           

                                      >=60 mL/min/1.73m^2          38/2353 (  1.6)       23/2292 (  1.0)      1.61 ( 0.96, 2.69)    1.62 ( 0.96, 2.73)     0.01 ( -0.00,  0.01)     0.0672                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.0230            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        2/   7 ( 28.6)      0.11 ( 0.01, 2.10)    0.08 ( 0.00, 1.99)    -0.29 ( -0.62,  0.05)     0.1105                           

                                      >=30 mL/min/1.73m^2          50/2944 (  1.7)       37/2943 (  1.3)      1.35 ( 0.89, 2.06)    1.36 ( 0.88, 2.08)     0.00 ( -0.00,  0.01)     0.1608                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1427            

                                      <30 mg/g                      3/ 333 (  0.9)        8/ 352 (  2.3)      0.40 ( 0.11, 1.48)    0.39 ( 0.10, 1.49)    -0.01 ( -0.04,  0.01)     0.1537                           

                                      >=30 - <=300 mg/g            31/2016 (  1.5)       21/2011 (  1.0)      1.47 ( 0.85, 2.55)    1.48 ( 0.85, 2.58)     0.00 ( -0.00,  0.01)     0.1656                           

                                      >300 mg/g                    16/ 592 (  2.7)       10/ 574 (  1.7)      1.55 ( 0.71, 3.39)    1.57 ( 0.70, 3.48)     0.01 ( -0.01,  0.03)     0.2670                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3191            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    13/ 907 (  1.4)       14/ 910 (  1.5)      0.93 ( 0.44, 1.97)    0.93 ( 0.43, 1.99)    -0.00 ( -0.01,  0.01)     0.8531                           

                                      >=130 mmHg                   37/2051 (  1.8)       25/2040 (  1.2)      1.47 ( 0.89, 2.44)    1.48 ( 0.89, 2.47)     0.01 ( -0.00,  0.01)     0.1300                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8158            

                                      no                           40/2604 (  1.5)       30/2578 (  1.2)      1.32 ( 0.82, 2.11)    1.33 ( 0.82, 2.13)     0.00 ( -0.00,  0.01)     0.2456                           

                                      yes                          10/ 354 (  2.8)        9/ 372 (  2.4)      1.17 ( 0.48, 2.84)    1.17 ( 0.47, 2.92)     0.00 ( -0.02,  0.03)     0.7325                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         46/2958 (  1.6)       48/2950 (  1.6)      0.96 ( 0.64, 1.43)    0.96 ( 0.64, 1.44)    -0.00 ( -0.01,  0.01)     0.8250                           

 infestations, PT: Upper                                                                                                                                                                                             

 respiratory tract infection                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6988            

                                      <=65 years                   29/1690 (  1.7)       28/1660 (  1.7)      1.02 ( 0.61, 1.70)    1.02 ( 0.60, 1.72)     0.00 ( -0.01,  0.01)     0.9479                           

                                      >65 years                    17/1268 (  1.3)       20/1290 (  1.6)      0.86 ( 0.46, 1.64)    0.86 ( 0.45, 1.66)    -0.00 ( -0.01,  0.01)     0.6570                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9000            

                                      male                         32/2026 (  1.6)       32/1970 (  1.6)      0.97 ( 0.60, 1.58)    0.97 ( 0.59, 1.59)    -0.00 ( -0.01,  0.01)     0.9100                           

                                      female                       14/ 932 (  1.5)       16/ 980 (  1.6)      0.92 ( 0.45, 1.87)    0.92 ( 0.45, 1.89)    -0.00 ( -0.01,  0.01)     0.8185                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1843            

                                      White                        37/2305 (  1.6)       32/2263 (  1.4)      1.14 ( 0.71, 1.82)    1.14 ( 0.71, 1.83)     0.00 ( -0.01,  0.01)     0.5964                           

                                      Black Or African American     2/ 103 (  1.9)        6/ 116 (  5.2)      0.38 ( 0.08, 1.82)    0.36 ( 0.07, 1.84)    -0.03 ( -0.08,  0.02)     0.2870                           

                                      Asian                         7/ 440 (  1.6)        7/ 458 (  1.5)      1.04 ( 0.37, 2.94)    1.04 ( 0.36, 2.99)     0.00 ( -0.02,  0.02)     0.9398                           

                                      Other                         0/ 110 (  0.0)        3/ 113 (  2.7)      0.15 ( 0.01, 2.81)    0.14 ( 0.01, 2.80)    -0.03 ( -0.06,  0.00)     0.2468                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2679            

                                      North America                39/ 997 (  3.9)       34/ 998 (  3.4)      1.15 ( 0.73, 1.80)    1.15 ( 0.72, 1.84)     0.01 ( -0.01,  0.02)     0.5482                           

                                      Latin America                 0/ 361 (  0.0)        0/ 322 (  0.0)        NE                    NE                    NE                                                       

                                      Asia/Pacific                  3/ 404 (  0.7)        5/ 422 (  1.2)      0.63 ( 0.15, 2.61)    0.62 ( 0.15, 2.63)    -0.00 ( -0.02,  0.01)     0.7258                           

                                      Europe                        4/1196 (  0.3)        9/1208 (  0.7)      0.45 ( 0.14, 1.45)    0.45 ( 0.14, 1.46)    -0.00 ( -0.01,  0.00)     0.1700                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3397            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        3/  95 (  3.2)      0.34 ( 0.04, 3.25)    0.34 ( 0.03, 3.30)    -0.02 ( -0.06,  0.02)     0.6211                           

                                      >=45 mL/min/1.73m^2          45/2865 (  1.6)       45/2855 (  1.6)      1.00 ( 0.66, 1.50)    1.00 ( 0.66, 1.51)    -0.00 ( -0.01,  0.01)     0.9867                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3979            

                                      <60 mL/min/1.73m^2           16/ 604 (  2.6)       14/ 658 (  2.1)      1.25 ( 0.61, 2.53)    1.25 ( 0.61, 2.59)     0.01 ( -0.01,  0.02)     0.5438                           

                                      >=60 mL/min/1.73m^2          30/2353 (  1.3)       34/2292 (  1.5)      0.86 ( 0.53, 1.40)    0.86 ( 0.52, 1.41)    -0.00 ( -0.01,  0.01)     0.5424                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          46/2944 (  1.6)       48/2943 (  1.6)      0.96 ( 0.64, 1.43)    0.96 ( 0.64, 1.44)    -0.00 ( -0.01,  0.01)     0.8340                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.6721            

                                      <30 mg/g                      4/ 333 (  1.2)        6/ 352 (  1.7)      0.70 ( 0.20, 2.48)    0.70 ( 0.20, 2.51)    -0.01 ( -0.02,  0.01)     0.7531                           

                                      >=30 - <=300 mg/g            31/2016 (  1.5)       34/2011 (  1.7)      0.91 ( 0.56, 1.47)    0.91 ( 0.56, 1.48)    -0.00 ( -0.01,  0.01)     0.7001                           

                                      >300 mg/g                    11/ 592 (  1.9)        8/ 574 (  1.4)      1.33 ( 0.54, 3.29)    1.34 ( 0.53, 3.35)     0.00 ( -0.01,  0.02)     0.5314                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5744            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    11/ 907 (  1.2)       14/ 910 (  1.5)      0.79 ( 0.36, 1.73)    0.79 ( 0.35, 1.74)    -0.00 ( -0.02,  0.01)     0.5514                           

                                      >=130 mmHg                   35/2051 (  1.7)       34/2040 (  1.7)      1.02 ( 0.64, 1.63)    1.02 ( 0.64, 1.65)     0.00 ( -0.01,  0.01)     0.9212                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8596            

                                      no                           40/2604 (  1.5)       42/2578 (  1.6)      0.94 ( 0.61, 1.45)    0.94 ( 0.61, 1.46)    -0.00 ( -0.01,  0.01)     0.7884                           

                                      yes                           6/ 354 (  1.7)        6/ 372 (  1.6)      1.05 ( 0.34, 3.23)    1.05 ( 0.34, 3.29)     0.00 ( -0.02,  0.02)     0.9310                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                        212/2958 (  7.2)      222/2950 (  7.5)      0.95 ( 0.79, 1.14)    0.95 ( 0.78, 1.15)    -0.00 ( -0.02,  0.01)     0.5975                           

 infestations, PT: Urinary tract                                                                                                                                                                                     

 infection                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9298            

                                      <=65 years                  101/1690 (  6.0)      103/1660 (  6.2)      0.96 ( 0.74, 1.26)    0.96 ( 0.72, 1.28)    -0.00 ( -0.02,  0.01)     0.7822                           

                                      >65 years                   111/1268 (  8.8)      119/1290 (  9.2)      0.95 ( 0.74, 1.21)    0.94 ( 0.72, 1.24)    -0.00 ( -0.03,  0.02)     0.6773                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0298            

                                      male                         87/2026 (  4.3)      109/1970 (  5.5)      0.78 ( 0.59, 1.02)    0.77 ( 0.57, 1.02)    -0.01 ( -0.03,  0.00)     0.0699                           

                                      female                      125/ 932 ( 13.4)      113/ 980 ( 11.5)      1.16 ( 0.92, 1.48)    1.19 ( 0.91, 1.56)     0.02 ( -0.01,  0.05)     0.2130                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9002            

                                      White                       167/2305 (  7.2)      170/2263 (  7.5)      0.96 ( 0.79, 1.18)    0.96 ( 0.77, 1.20)    -0.00 ( -0.02,  0.01)     0.7300                           

                                      Black Or African American    10/ 103 (  9.7)       15/ 116 ( 12.9)      0.75 ( 0.35, 1.60)    0.72 ( 0.31, 1.69)    -0.03 ( -0.12,  0.06)     0.4552                           

                                      Asian                        26/ 440 (  5.9)       29/ 458 (  6.3)      0.93 ( 0.56, 1.56)    0.93 ( 0.54, 1.60)    -0.00 ( -0.04,  0.03)     0.7918                           

                                      Other                         9/ 110 (  8.2)        8/ 113 (  7.1)      1.16 ( 0.46, 2.89)    1.17 ( 0.43, 3.15)     0.01 ( -0.07,  0.09)     0.7570                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3603            

                                      North America               102/ 997 ( 10.2)      106/ 998 ( 10.6)      0.96 ( 0.74, 1.25)    0.96 ( 0.72, 1.28)    -0.00 ( -0.03,  0.02)     0.7754                           

                                      Latin America                13/ 361 (  3.6)       21/ 322 (  6.5)      0.55 ( 0.28, 1.08)    0.54 ( 0.26, 1.09)    -0.03 ( -0.07,  0.01)     0.0800                           

                                      Asia/Pacific                 26/ 404 (  6.4)       29/ 422 (  6.9)      0.94 ( 0.56, 1.56)    0.93 ( 0.54, 1.61)    -0.00 ( -0.04,  0.03)     0.8016                           

                                      Europe                       71/1196 (  5.9)       66/1208 (  5.5)      1.09 ( 0.78, 1.50)    1.09 ( 0.77, 1.54)     0.00 ( -0.01,  0.02)     0.6171                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.8896            

                                      <45 mL/min/1.73m^2            6/  92 (  6.5)        7/  95 (  7.4)      0.89 ( 0.31, 2.53)    0.88 ( 0.28, 2.72)    -0.01 ( -0.09,  0.08)     0.8204                           

                                      >=45 mL/min/1.73m^2         206/2865 (  7.2)      215/2855 (  7.5)      0.95 ( 0.79, 1.15)    0.95 ( 0.78, 1.16)    -0.00 ( -0.02,  0.01)     0.6220                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6437            

                                      <60 mL/min/1.73m^2           57/ 604 (  9.4)       69/ 658 ( 10.5)      0.90 ( 0.65, 1.26)    0.89 ( 0.61, 1.29)    -0.01 ( -0.04,  0.02)     0.5347                           

                                      >=60 mL/min/1.73m^2         155/2353 (  6.6)      153/2292 (  6.7)      0.99 ( 0.80, 1.22)    0.99 ( 0.78, 1.24)    -0.00 ( -0.02,  0.01)     0.9040                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         212/2944 (  7.2)      222/2943 (  7.5)      0.95 ( 0.80, 1.14)    0.95 ( 0.78, 1.16)    -0.00 ( -0.02,  0.01)     0.6154                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0683            

                                      <30 mg/g                     28/ 333 (  8.4)       29/ 352 (  8.2)      1.02 ( 0.62, 1.68)    1.02 ( 0.59, 1.76)     0.00 ( -0.04,  0.05)     0.9360                           

                                      >=30 - <=300 mg/g           137/2016 (  6.8)      162/2011 (  8.1)      0.84 ( 0.68, 1.05)    0.83 ( 0.66, 1.05)    -0.01 ( -0.03,  0.00)     0.1273                           

                                      >300 mg/g                    44/ 592 (  7.4)       28/ 574 (  4.9)      1.52 ( 0.96, 2.41)    1.57 ( 0.96, 2.55)     0.03 ( -0.00,  0.05)     0.0702                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8681            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    64/ 907 (  7.1)       69/ 910 (  7.6)      0.93 ( 0.67, 1.29)    0.93 ( 0.65, 1.32)    -0.01 ( -0.03,  0.02)     0.6669                           

                                      >=130 mmHg                  148/2051 (  7.2)      153/2040 (  7.5)      0.96 ( 0.77, 1.20)    0.96 ( 0.76, 1.21)    -0.00 ( -0.02,  0.01)     0.7280                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3929            

                                      no                          185/2604 (  7.1)      198/2578 (  7.7)      0.93 ( 0.76, 1.12)    0.92 ( 0.75, 1.13)    -0.01 ( -0.02,  0.01)     0.4282                           

                                      yes                          27/ 354 (  7.6)       24/ 372 (  6.5)      1.18 ( 0.70, 2.01)    1.20 ( 0.68, 2.12)     0.01 ( -0.03,  0.05)     0.5359                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Injury, poisoning and        Overall                        337/2958 ( 11.4)      338/2950 ( 11.5)      0.99 ( 0.86, 1.15)    0.99 ( 0.85, 1.17)    -0.00 ( -0.02,  0.02)     0.9376                           

 procedural complications                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7761            

                                      <=65 years                  161/1690 (  9.5)      162/1660 (  9.8)      0.98 ( 0.79, 1.20)    0.97 ( 0.77, 1.22)    -0.00 ( -0.02,  0.02)     0.8198                           

                                      >65 years                   176/1268 ( 13.9)      176/1290 ( 13.6)      1.02 ( 0.84, 1.24)    1.02 ( 0.81, 1.28)     0.00 ( -0.02,  0.03)     0.8621                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5684            

                                      male                        225/2026 ( 11.1)      213/1970 ( 10.8)      1.03 ( 0.86, 1.23)    1.03 ( 0.84, 1.26)     0.00 ( -0.02,  0.02)     0.7666                           

                                      female                      112/ 932 ( 12.0)      125/ 980 ( 12.8)      0.94 ( 0.74, 1.20)    0.93 ( 0.71, 1.23)    -0.01 ( -0.04,  0.02)     0.6246                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2463            

                                      White                       278/2305 ( 12.1)      261/2263 ( 11.5)      1.05 ( 0.89, 1.23)    1.05 ( 0.88, 1.26)     0.01 ( -0.01,  0.02)     0.5807                           

                                      Black Or African American     9/ 103 (  8.7)       20/ 116 ( 17.2)      0.51 ( 0.24, 1.06)    0.46 ( 0.20, 1.06)    -0.09 ( -0.18,  0.01)     0.0645                           

                                      Asian                        36/ 440 (  8.2)       43/ 458 (  9.4)      0.87 ( 0.57, 1.33)    0.86 ( 0.54, 1.37)    -0.01 ( -0.05,  0.03)     0.5235                           

                                      Other                        14/ 110 ( 12.7)       14/ 113 ( 12.4)      1.03 ( 0.51, 2.05)    1.03 ( 0.47, 2.28)     0.00 ( -0.09,  0.10)     0.9394                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8043            

                                      North America               159/ 997 ( 15.9)      162/ 998 ( 16.2)      0.98 ( 0.80, 1.20)    0.98 ( 0.77, 1.24)    -0.00 ( -0.04,  0.03)     0.8627                           

                                      Latin America                19/ 361 (  5.3)       21/ 322 (  6.5)      0.81 ( 0.44, 1.47)    0.80 ( 0.42, 1.51)    -0.01 ( -0.05,  0.03)     0.4847                           

                                      Asia/Pacific                 38/ 404 (  9.4)       42/ 422 ( 10.0)      0.95 ( 0.62, 1.43)    0.94 ( 0.59, 1.49)    -0.01 ( -0.05,  0.04)     0.7907                           

                                      Europe                      121/1196 ( 10.1)      113/1208 (  9.4)      1.08 ( 0.85, 1.38)    1.09 ( 0.83, 1.43)     0.01 ( -0.02,  0.03)     0.5282                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.6163            

                                      <45 mL/min/1.73m^2           20/  92 ( 21.7)       18/  95 ( 18.9)      1.15 ( 0.65, 2.03)    1.19 ( 0.58, 2.42)     0.03 ( -0.09,  0.15)     0.6362                           

                                      >=45 mL/min/1.73m^2         317/2865 ( 11.1)      320/2855 ( 11.2)      0.99 ( 0.85, 1.14)    0.99 ( 0.84, 1.16)    -0.00 ( -0.02,  0.02)     0.8627                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.8168            

                                      <60 mL/min/1.73m^2           84/ 604 ( 13.9)       89/ 658 ( 13.5)      1.03 ( 0.78, 1.36)    1.03 ( 0.75, 1.42)     0.00 ( -0.04,  0.04)     0.8440                           

                                      >=60 mL/min/1.73m^2         253/2353 ( 10.8)      249/2292 ( 10.9)      0.99 ( 0.84, 1.17)    0.99 ( 0.82, 1.19)    -0.00 ( -0.02,  0.02)     0.9025                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.0424            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        2/   7 ( 28.6)      0.11 ( 0.01, 2.10)    0.08 ( 0.00, 1.99)    -0.29 ( -0.62,  0.05)     0.1105                           

                                      >=30 mL/min/1.73m^2         337/2944 ( 11.4)      336/2943 ( 11.4)      1.00 ( 0.87, 1.16)    1.00 ( 0.85, 1.18)     0.00 ( -0.02,  0.02)     0.9711                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.6190            

                                      <30 mg/g                     44/ 333 ( 13.2)       44/ 352 ( 12.5)      1.06 ( 0.72, 1.56)    1.07 ( 0.68, 1.67)     0.01 ( -0.05,  0.06)     0.7805                           

                                      >=30 - <=300 mg/g           230/2016 ( 11.4)      226/2011 ( 11.2)      1.02 ( 0.85, 1.21)    1.02 ( 0.84, 1.24)     0.00 ( -0.02,  0.02)     0.8644                           

                                      >300 mg/g                    59/ 592 ( 10.0)       67/ 574 ( 11.7)      0.85 ( 0.61, 1.19)    0.84 ( 0.58, 1.21)    -0.02 ( -0.05,  0.02)     0.3483                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1563            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    97/ 907 ( 10.7)      114/ 910 ( 12.5)      0.85 ( 0.66, 1.10)    0.84 ( 0.63, 1.12)    -0.02 ( -0.05,  0.01)     0.2228                           

                                      >=130 mmHg                  240/2051 ( 11.7)      224/2040 ( 11.0)      1.07 ( 0.90, 1.27)    1.07 ( 0.89, 1.30)     0.01 ( -0.01,  0.03)     0.4671                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.6784            

                                      no                          293/2604 ( 11.3)      295/2578 ( 11.4)      0.98 ( 0.84, 1.14)    0.98 ( 0.83, 1.16)    -0.00 ( -0.02,  0.02)     0.8284                           

                                      yes                          44/ 354 ( 12.4)       43/ 372 ( 11.6)      1.08 ( 0.72, 1.60)    1.09 ( 0.69, 1.70)     0.01 ( -0.04,  0.06)     0.7184                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Injury, poisoning and        Overall                         38/2958 (  1.3)       50/2950 (  1.7)      0.76 ( 0.50, 1.15)    0.75 ( 0.49, 1.15)    -0.00 ( -0.01,  0.00)     0.1931                           

 procedural complications, PT:                                                                                                                                                                                       

 Fall                                                                                                                                                                                                                

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7088            

                                      <=65 years                   17/1690 (  1.0)       20/1660 (  1.2)      0.83 ( 0.44, 1.59)    0.83 ( 0.43, 1.60)    -0.00 ( -0.01,  0.01)     0.5819                           

                                      >65 years                    21/1268 (  1.7)       30/1290 (  2.3)      0.71 ( 0.41, 1.24)    0.71 ( 0.40, 1.24)    -0.01 ( -0.02,  0.00)     0.2260                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2788            

                                      male                         29/2026 (  1.4)       32/1970 (  1.6)      0.88 ( 0.54, 1.45)    0.88 ( 0.53, 1.46)    -0.00 ( -0.01,  0.01)     0.6189                           

                                      female                        9/ 932 (  1.0)       18/ 980 (  1.8)      0.53 ( 0.24, 1.16)    0.52 ( 0.23, 1.17)    -0.01 ( -0.02,  0.00)     0.1067                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2463            

                                      White                        34/2305 (  1.5)       36/2263 (  1.6)      0.93 ( 0.58, 1.48)    0.93 ( 0.58, 1.49)    -0.00 ( -0.01,  0.01)     0.7502                           

                                      Black Or African American     2/ 103 (  1.9)        4/ 116 (  3.4)      0.56 ( 0.11, 3.01)    0.55 ( 0.10, 3.09)    -0.02 ( -0.06,  0.03)     0.6865                           

                                      Asian                         1/ 440 (  0.2)        6/ 458 (  1.3)      0.17 ( 0.02, 1.44)    0.17 ( 0.02, 1.43)    -0.01 ( -0.02,  0.00)     0.1241                           

                                      Other                         1/ 110 (  0.9)        4/ 113 (  3.5)      0.26 ( 0.03, 2.26)    0.25 ( 0.03, 2.27)    -0.03 ( -0.06,  0.01)     0.3696                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2873            

                                      North America                28/ 997 (  2.8)       34/ 998 (  3.4)      0.82 ( 0.50, 1.35)    0.82 ( 0.49, 1.36)    -0.01 ( -0.02,  0.01)     0.4413                           

                                      Latin America                 0/ 361 (  0.0)        2/ 322 (  0.6)      0.18 ( 0.01, 3.70)    0.18 ( 0.01, 3.71)    -0.01 ( -0.01,  0.00)     0.2219                           

                                      Asia/Pacific                  1/ 404 (  0.2)        5/ 422 (  1.2)      0.21 ( 0.02, 1.78)    0.21 ( 0.02, 1.78)    -0.01 ( -0.02,  0.00)     0.2177                           

                                      Europe                        9/1196 (  0.8)        9/1208 (  0.7)      1.01 ( 0.40, 2.54)    1.01 ( 0.40, 2.55)     0.00 ( -0.01,  0.01)     0.9830                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.6492            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        4/  95 (  4.2)      1.03 ( 0.27, 4.01)    1.03 ( 0.25, 4.26)     0.00 ( -0.06,  0.06)     1.0000                           

                                      >=45 mL/min/1.73m^2          34/2865 (  1.2)       46/2855 (  1.6)      0.74 ( 0.47, 1.14)    0.73 ( 0.47, 1.15)    -0.00 ( -0.01,  0.00)     0.1717                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2574            

                                      <60 mL/min/1.73m^2           14/ 604 (  2.3)       14/ 658 (  2.1)      1.09 ( 0.52, 2.27)    1.09 ( 0.52, 2.31)     0.00 ( -0.02,  0.02)     0.8188                           

                                      >=60 mL/min/1.73m^2          24/2353 (  1.0)       36/2292 (  1.6)      0.65 ( 0.39, 1.08)    0.65 ( 0.38, 1.09)    -0.01 ( -0.01,  0.00)     0.0966                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          38/2944 (  1.3)       50/2943 (  1.7)      0.76 ( 0.50, 1.15)    0.76 ( 0.49, 1.16)    -0.00 ( -0.01,  0.00)     0.1969                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5718            

                                      <30 mg/g                      5/ 333 (  1.5)        5/ 352 (  1.4)      1.06 ( 0.31, 3.62)    1.06 ( 0.30, 3.69)     0.00 ( -0.02,  0.02)     1.0000                           

                                      >=30 - <=300 mg/g            26/2016 (  1.3)       33/2011 (  1.6)      0.79 ( 0.47, 1.31)    0.78 ( 0.47, 1.31)    -0.00 ( -0.01,  0.00)     0.3536                           

                                      >300 mg/g                     6/ 592 (  1.0)       12/ 574 (  2.1)      0.48 ( 0.18, 1.28)    0.48 ( 0.18, 1.29)    -0.01 ( -0.03,  0.01)     0.1360                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2098            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    11/ 907 (  1.2)       21/ 910 (  2.3)      0.53 ( 0.25, 1.08)    0.52 ( 0.25, 1.08)    -0.01 ( -0.02,  0.00)     0.0761                           

                                      >=130 mmHg                   27/2051 (  1.3)       29/2040 (  1.4)      0.93 ( 0.55, 1.56)    0.93 ( 0.55, 1.57)    -0.00 ( -0.01,  0.01)     0.7723                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4508            

                                      no                           33/2604 (  1.3)       40/2578 (  1.6)      0.82 ( 0.52, 1.29)    0.81 ( 0.51, 1.30)    -0.00 ( -0.01,  0.00)     0.3853                           

                                      yes                           5/ 354 (  1.4)       10/ 372 (  2.7)      0.53 ( 0.18, 1.52)    0.52 ( 0.18, 1.53)    -0.01 ( -0.04,  0.01)     0.2274                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Investigations               Overall                        174/2958 (  5.9)      174/2950 (  5.9)      1.00 ( 0.81, 1.22)    1.00 ( 0.80, 1.24)    -0.00 ( -0.01,  0.01)     0.9792                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0859            

                                      <=65 years                   79/1690 (  4.7)       93/1660 (  5.6)      0.83 ( 0.62, 1.12)    0.83 ( 0.61, 1.12)    -0.01 ( -0.02,  0.01)     0.2238                           

                                      >65 years                    95/1268 (  7.5)       81/1290 (  6.3)      1.19 ( 0.90, 1.59)    1.21 ( 0.89, 1.64)     0.01 ( -0.01,  0.03)     0.2257                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5724            

                                      male                        134/2026 (  6.6)      127/1970 (  6.4)      1.03 ( 0.81, 1.30)    1.03 ( 0.80, 1.32)     0.00 ( -0.01,  0.02)     0.8306                           

                                      female                       40/ 932 (  4.3)       47/ 980 (  4.8)      0.89 ( 0.59, 1.35)    0.89 ( 0.58, 1.37)    -0.01 ( -0.02,  0.01)     0.5971                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3931            

                                      White                       149/2305 (  6.5)      141/2263 (  6.2)      1.04 ( 0.83, 1.30)    1.04 ( 0.82, 1.32)     0.00 ( -0.01,  0.02)     0.7462                           

                                      Black Or African American     7/ 103 (  6.8)       10/ 116 (  8.6)      0.79 ( 0.31, 2.00)    0.77 ( 0.28, 2.11)    -0.02 ( -0.10,  0.06)     0.6153                           

                                      Asian                        17/ 440 (  3.9)       18/ 458 (  3.9)      0.98 ( 0.51, 1.88)    0.98 ( 0.50, 1.93)    -0.00 ( -0.03,  0.03)     0.9590                           

                                      Other                         1/ 110 (  0.9)        5/ 113 (  4.4)      0.21 ( 0.02, 1.73)    0.20 ( 0.02, 1.72)    -0.04 ( -0.08,  0.01)     0.2126                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2228            

                                      North America               101/ 997 ( 10.1)       95/ 998 (  9.5)      1.06 ( 0.82, 1.39)    1.07 ( 0.80, 1.44)     0.01 ( -0.02,  0.03)     0.6465                           

                                      Latin America                 6/ 361 (  1.7)        6/ 322 (  1.9)      0.89 ( 0.29, 2.74)    0.89 ( 0.28, 2.79)    -0.00 ( -0.03,  0.02)     0.8417                           

                                      Asia/Pacific                 21/ 404 (  5.2)       13/ 422 (  3.1)      1.69 ( 0.86, 3.32)    1.73 ( 0.85, 3.49)     0.02 ( -0.01,  0.05)     0.1259                           

                                      Europe                       46/1196 (  3.8)       60/1208 (  5.0)      0.77 ( 0.53, 1.13)    0.77 ( 0.52, 1.13)    -0.01 ( -0.03,  0.01)     0.1809                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4370            

                                      <45 mL/min/1.73m^2           13/  92 ( 14.1)       10/  95 ( 10.5)      1.34 ( 0.62, 2.91)    1.40 ( 0.58, 3.37)     0.04 ( -0.07,  0.14)     0.4543                           

                                      >=45 mL/min/1.73m^2         161/2865 (  5.6)      164/2855 (  5.7)      0.98 ( 0.79, 1.21)    0.98 ( 0.78, 1.22)    -0.00 ( -0.01,  0.01)     0.8385                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4325            

                                      <60 mL/min/1.73m^2           53/ 604 (  8.8)       64/ 658 (  9.7)      0.90 ( 0.64, 1.28)    0.89 ( 0.61, 1.31)    -0.01 ( -0.04,  0.02)     0.5605                           

                                      >=60 mL/min/1.73m^2         121/2353 (  5.1)      110/2292 (  4.8)      1.07 ( 0.83, 1.38)    1.08 ( 0.83, 1.40)     0.00 ( -0.01,  0.02)     0.5908                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1654            

                                      <30 mL/min/1.73m^2            3/  13 ( 23.1)        0/   7 (  0.0)      4.00 ( 0.24,67.99)    5.00 ( 0.22,111.9)     0.23 (  0.00,  0.46)     0.5211                           

                                      >=30 mL/min/1.73m^2         171/2944 (  5.8)      174/2943 (  5.9)      0.98 ( 0.80, 1.21)    0.98 ( 0.79, 1.22)    -0.00 ( -0.01,  0.01)     0.8652                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.8396            

                                      <30 mg/g                     22/ 333 (  6.6)       25/ 352 (  7.1)      0.93 ( 0.54, 1.62)    0.93 ( 0.51, 1.68)    -0.00 ( -0.05,  0.04)     0.7977                           

                                      >=30 - <=300 mg/g           103/2016 (  5.1)       99/2011 (  4.9)      1.04 ( 0.79, 1.36)    1.04 ( 0.78, 1.38)     0.00 ( -0.01,  0.02)     0.7867                           

                                      >300 mg/g                    46/ 592 (  7.8)       49/ 574 (  8.5)      0.91 ( 0.62, 1.34)    0.90 ( 0.59, 1.37)    -0.01 ( -0.04,  0.03)     0.6326                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4213            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    49/ 907 (  5.4)       56/ 910 (  6.2)      0.88 ( 0.61, 1.27)    0.87 ( 0.59, 1.29)    -0.01 ( -0.03,  0.01)     0.4926                           

                                      >=130 mmHg                  125/2051 (  6.1)      118/2040 (  5.8)      1.05 ( 0.83, 1.34)    1.06 ( 0.82, 1.37)     0.00 ( -0.01,  0.02)     0.6747                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2082            

                                      no                          141/2604 (  5.4)      148/2578 (  5.7)      0.94 ( 0.75, 1.18)    0.94 ( 0.74, 1.19)    -0.00 ( -0.02,  0.01)     0.6090                           

                                      yes                          33/ 354 (  9.3)       26/ 372 (  7.0)      1.33 ( 0.81, 2.18)    1.37 ( 0.80, 2.34)     0.02 ( -0.02,  0.07)     0.2505                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                        320/2958 ( 10.8)      438/2950 ( 14.8)      0.73 ( 0.64, 0.83)    0.70 ( 0.60, 0.81)    -0.04 ( -0.06, -0.02)     <.0001                           

 disorders                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4441            

                                      <=65 years                  175/1690 ( 10.4)      225/1660 ( 13.6)      0.76 ( 0.63, 0.92)    0.74 ( 0.60, 0.91)    -0.03 ( -0.05, -0.01)     0.0043                           

                                      >65 years                   145/1268 ( 11.4)      213/1290 ( 16.5)      0.69 ( 0.57, 0.84)    0.65 ( 0.52, 0.82)    -0.05 ( -0.08, -0.02)     0.0002                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4077            

                                      male                        220/2026 ( 10.9)      305/1970 ( 15.5)      0.70 ( 0.60, 0.82)    0.66 ( 0.55, 0.80)    -0.05 ( -0.07, -0.02)     <.0001                           

                                      female                      100/ 932 ( 10.7)      133/ 980 ( 13.6)      0.79 ( 0.62, 1.01)    0.77 ( 0.58, 1.01)    -0.03 ( -0.06,  0.00)     0.0577                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4243            

                                      White                       240/2305 ( 10.4)      338/2263 ( 14.9)      0.70 ( 0.60, 0.81)    0.66 ( 0.55, 0.79)    -0.05 ( -0.06, -0.03)     <.0001                           

                                      Black Or African American    16/ 103 ( 15.5)       28/ 116 ( 24.1)      0.64 ( 0.37, 1.12)    0.58 ( 0.29, 1.14)    -0.09 ( -0.19,  0.03)     0.1135                           

                                      Asian                        46/ 440 ( 10.5)       53/ 458 ( 11.6)      0.90 ( 0.62, 1.31)    0.89 ( 0.59, 1.36)    -0.01 ( -0.05,  0.03)     0.5932                           

                                      Other                        18/ 110 ( 16.4)       19/ 113 ( 16.8)      0.97 ( 0.54, 1.75)    0.97 ( 0.48, 1.96)    -0.00 ( -0.11,  0.10)     0.9281                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3344            

                                      North America               149/ 997 ( 14.9)      212/ 998 ( 21.2)      0.70 ( 0.58, 0.85)    0.65 ( 0.52, 0.82)    -0.06 ( -0.10, -0.03)     0.0003                           

                                      Latin America                24/ 361 (  6.6)       28/ 322 (  8.7)      0.76 ( 0.45, 1.29)    0.75 ( 0.42, 1.32)    -0.02 ( -0.06,  0.02)     0.3142                           

                                      Asia/Pacific                 46/ 404 ( 11.4)       48/ 422 ( 11.4)      1.00 ( 0.68, 1.46)    1.00 ( 0.65, 1.54)     0.00 ( -0.05,  0.05)     0.9958                           

                                      Europe                      101/1196 (  8.4)      150/1208 ( 12.4)      0.68 ( 0.54, 0.86)    0.65 ( 0.50, 0.85)    -0.04 ( -0.06, -0.01)     0.0015                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1997            

                                      <45 mL/min/1.73m^2           15/  92 ( 16.3)       29/  95 ( 30.5)      0.53 ( 0.31, 0.93)    0.44 ( 0.22, 0.90)    -0.14 ( -0.27, -0.01)     0.0223                           

                                      >=45 mL/min/1.73m^2         304/2865 ( 10.6)      409/2855 ( 14.3)      0.74 ( 0.64, 0.85)    0.71 ( 0.61, 0.83)    -0.04 ( -0.05, -0.02)     <.0001                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2835            

                                      <60 mL/min/1.73m^2           79/ 604 ( 13.1)      131/ 658 ( 19.9)      0.66 ( 0.51, 0.85)    0.61 ( 0.45, 0.82)    -0.07 ( -0.11, -0.03)     0.0011                           

                                      >=60 mL/min/1.73m^2         240/2353 ( 10.2)      307/2292 ( 13.4)      0.76 ( 0.65, 0.89)    0.73 ( 0.61, 0.88)    -0.03 ( -0.05, -0.01)     0.0007                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.7094            

                                      <30 mL/min/1.73m^2            2/  13 ( 15.4)        2/   7 ( 28.6)      0.54 ( 0.10, 3.04)    0.45 ( 0.05, 4.21)    -0.13 ( -0.52,  0.26)     0.5868                           

                                      >=30 mL/min/1.73m^2         317/2944 ( 10.8)      436/2943 ( 14.8)      0.73 ( 0.63, 0.83)    0.69 ( 0.59, 0.81)    -0.04 ( -0.06, -0.02)     <.0001                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3821            

                                      <30 mg/g                     44/ 333 ( 13.2)       52/ 352 ( 14.8)      0.89 ( 0.62, 1.30)    0.88 ( 0.57, 1.35)    -0.02 ( -0.07,  0.04)     0.5570                           

                                      >=30 - <=300 mg/g           194/2016 (  9.6)      284/2011 ( 14.1)      0.68 ( 0.57, 0.81)    0.65 ( 0.53, 0.79)    -0.04 ( -0.07, -0.02)     <.0001                           

                                      >300 mg/g                    80/ 592 ( 13.5)       98/ 574 ( 17.1)      0.79 ( 0.60, 1.04)    0.76 ( 0.55, 1.05)    -0.04 ( -0.08,  0.01)     0.0912                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0772            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    94/ 907 ( 10.4)      154/ 910 ( 16.9)      0.61 ( 0.48, 0.78)    0.57 ( 0.43, 0.75)    -0.07 ( -0.10, -0.03)     <.0001                           

                                      >=130 mmHg                  226/2051 ( 11.0)      284/2040 ( 13.9)      0.79 ( 0.67, 0.93)    0.77 ( 0.64, 0.92)    -0.03 ( -0.05, -0.01)     0.0050                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1584            

                                      no                          260/2604 ( 10.0)      369/2578 ( 14.3)      0.70 ( 0.60, 0.81)    0.66 ( 0.56, 0.79)    -0.04 ( -0.06, -0.03)     <.0001                           

                                      yes                          60/ 354 ( 16.9)       69/ 372 ( 18.5)      0.91 ( 0.67, 1.25)    0.90 ( 0.61, 1.31)    -0.02 ( -0.07,  0.04)     0.5734                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         35/2958 (  1.2)       37/2950 (  1.3)      0.94 ( 0.60, 1.49)    0.94 ( 0.59, 1.50)    -0.00 ( -0.01,  0.01)     0.8036                           

 disorders, PT: Dehydration                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5239            

                                      <=65 years                   19/1690 (  1.1)       17/1660 (  1.0)      1.10 ( 0.57, 2.10)    1.10 ( 0.57, 2.12)     0.00 ( -0.01,  0.01)     0.7786                           

                                      >65 years                    16/1268 (  1.3)       20/1290 (  1.6)      0.81 ( 0.42, 1.56)    0.81 ( 0.42, 1.57)    -0.00 ( -0.01,  0.01)     0.5357                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6319            

                                      male                         26/2026 (  1.3)       25/1970 (  1.3)      1.01 ( 0.59, 1.74)    1.01 ( 0.58, 1.76)     0.00 ( -0.01,  0.01)     0.9679                           

                                      female                        9/ 932 (  1.0)       12/ 980 (  1.2)      0.79 ( 0.33, 1.86)    0.79 ( 0.33, 1.88)    -0.00 ( -0.01,  0.01)     0.5874                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9765            

                                      White                        29/2305 (  1.3)       30/2263 (  1.3)      0.95 ( 0.57, 1.58)    0.95 ( 0.57, 1.59)    -0.00 ( -0.01,  0.01)     0.8398                           

                                      Black Or African American     1/ 103 (  1.0)        2/ 116 (  1.7)      0.56 ( 0.05, 6.12)    0.56 ( 0.05, 6.25)    -0.01 ( -0.04,  0.02)     1.0000                           

                                      Asian                         3/ 440 (  0.7)        3/ 458 (  0.7)      1.04 ( 0.21, 5.13)    1.04 ( 0.21, 5.19)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         2/ 110 (  1.8)        2/ 113 (  1.8)      1.03 ( 0.15, 7.17)    1.03 ( 0.14, 7.43)     0.00 ( -0.03,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0337            

                                      North America                19/ 997 (  1.9)       30/ 998 (  3.0)      0.63 ( 0.36, 1.12)    0.63 ( 0.35, 1.12)    -0.01 ( -0.03,  0.00)     0.1125                           

                                      Latin America                 0/ 361 (  0.0)        0/ 322 (  0.0)        NE                    NE                    NE                                                       

                                      Asia/Pacific                  4/ 404 (  1.0)        3/ 422 (  0.7)      1.39 ( 0.31, 6.18)    1.40 ( 0.31, 6.28)     0.00 ( -0.01,  0.02)     0.7199                           

                                      Europe                       12/1196 (  1.0)        4/1208 (  0.3)      3.03 ( 0.98, 9.37)    3.05 ( 0.98, 9.49)     0.01 ( -0.00,  0.01)     0.0427                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.6143            

                                      <45 mL/min/1.73m^2            5/  92 (  5.4)        4/  95 (  4.2)      1.29 ( 0.36, 4.66)    1.31 ( 0.34, 5.03)     0.01 ( -0.05,  0.07)     0.7445                           

                                      >=45 mL/min/1.73m^2          30/2865 (  1.0)       33/2855 (  1.2)      0.91 ( 0.55, 1.48)    0.90 ( 0.55, 1.49)    -0.00 ( -0.01,  0.00)     0.6936                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7039            

                                      <60 mL/min/1.73m^2           10/ 604 (  1.7)       13/ 658 (  2.0)      0.84 ( 0.37, 1.90)    0.84 ( 0.36, 1.92)    -0.00 ( -0.02,  0.01)     0.6712                           

                                      >=60 mL/min/1.73m^2          25/2353 (  1.1)       24/2292 (  1.0)      1.01 ( 0.58, 1.77)    1.01 ( 0.58, 1.78)     0.00 ( -0.01,  0.01)     0.9592                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.4344            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2          34/2944 (  1.2)       37/2943 (  1.3)      0.92 ( 0.58, 1.46)    0.92 ( 0.57, 1.47)    -0.00 ( -0.01,  0.00)     0.7191                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0726            

                                      <30 mg/g                      5/ 333 (  1.5)        5/ 352 (  1.4)      1.06 ( 0.31, 3.62)    1.06 ( 0.30, 3.69)     0.00 ( -0.02,  0.02)     1.0000                           

                                      >=30 - <=300 mg/g            20/2016 (  1.0)       29/2011 (  1.4)      0.69 ( 0.39, 1.21)    0.68 ( 0.39, 1.21)    -0.00 ( -0.01,  0.00)     0.1929                           

                                      >300 mg/g                    10/ 592 (  1.7)        3/ 574 (  0.5)      3.23 ( 0.89,11.68)    3.27 ( 0.90,11.94)     0.01 ( -0.00,  0.03)     0.0580                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6075            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    13/ 907 (  1.4)       16/ 910 (  1.8)      0.82 ( 0.39, 1.68)    0.81 ( 0.39, 1.70)    -0.00 ( -0.02,  0.01)     0.5806                           

                                      >=130 mmHg                   22/2051 (  1.1)       21/2040 (  1.0)      1.04 ( 0.57, 1.89)    1.04 ( 0.57, 1.90)     0.00 ( -0.01,  0.01)     0.8922                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8407            

                                      no                           29/2604 (  1.1)       31/2578 (  1.2)      0.93 ( 0.56, 1.53)    0.93 ( 0.56, 1.54)    -0.00 ( -0.01,  0.01)     0.7651                           

                                      yes                           6/ 354 (  1.7)        6/ 372 (  1.6)      1.05 ( 0.34, 3.23)    1.05 ( 0.34, 3.29)     0.00 ( -0.02,  0.02)     0.9310                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         26/2958 (  0.9)       53/2950 (  1.8)      0.49 ( 0.31, 0.78)    0.48 ( 0.30, 0.78)    -0.01 ( -0.02, -0.00)     0.0021                           

 disorders, PT: Diabetes mellitus                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4980            

                                      <=65 years                   17/1690 (  1.0)       30/1660 (  1.8)      0.56 ( 0.31, 1.01)    0.55 ( 0.30, 1.00)    -0.01 ( -0.02,  0.00)     0.0487                           

                                      >65 years                     9/1268 (  0.7)       23/1290 (  1.8)      0.40 ( 0.18, 0.86)    0.39 ( 0.18, 0.85)    -0.01 ( -0.02, -0.00)     0.0146                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6035            

                                      male                         20/2026 (  1.0)       37/1970 (  1.9)      0.53 ( 0.31, 0.90)    0.52 ( 0.30, 0.90)    -0.01 ( -0.02, -0.00)     0.0176                           

                                      female                        6/ 932 (  0.6)       16/ 980 (  1.6)      0.39 ( 0.15, 1.00)    0.39 ( 0.15, 1.00)    -0.01 ( -0.02,  0.00)     0.0428                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0361            

                                      White                        18/2305 (  0.8)       48/2263 (  2.1)      0.37 ( 0.21, 0.63)    0.36 ( 0.21, 0.63)    -0.01 ( -0.02, -0.01)     0.0001                           

                                      Black Or African American     2/ 103 (  1.9)        1/ 116 (  0.9)      2.25 ( 0.21,24.48)    2.28 ( 0.20,25.49)     0.01 ( -0.02,  0.04)     0.6021                           

                                      Asian                         6/ 440 (  1.4)        4/ 458 (  0.9)      1.56 ( 0.44, 5.50)    1.57 ( 0.44, 5.60)     0.00 ( -0.01,  0.02)     0.5392                           

                                      Other                         0/ 110 (  0.0)        0/ 113 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1480            

                                      North America                13/ 997 (  1.3)       20/ 998 (  2.0)      0.65 ( 0.33, 1.30)    0.65 ( 0.32, 1.31)    -0.01 ( -0.02,  0.01)     0.2204                           

                                      Latin America                 1/ 361 (  0.3)        5/ 322 (  1.6)      0.18 ( 0.02, 1.52)    0.18 ( 0.02, 1.52)    -0.01 ( -0.03,  0.00)     0.1053                           

                                      Asia/Pacific                  5/ 404 (  1.2)        4/ 422 (  0.9)      1.31 ( 0.35, 4.83)    1.31 ( 0.35, 4.91)     0.00 ( -0.01,  0.02)     0.7477                           

                                      Europe                        7/1196 (  0.6)       24/1208 (  2.0)      0.29 ( 0.13, 0.68)    0.29 ( 0.12, 0.68)    -0.01 ( -0.02, -0.00)     0.0023                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4888            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        1/  95 (  1.1)      0.34 ( 0.01, 8.34)    0.34 ( 0.01, 8.47)    -0.01 ( -0.03,  0.01)     1.0000                           

                                      >=45 mL/min/1.73m^2          26/2865 (  0.9)       52/2855 (  1.8)      0.50 ( 0.31, 0.80)    0.49 ( 0.31, 0.79)    -0.01 ( -0.02, -0.00)     0.0029                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5635            

                                      <60 mL/min/1.73m^2            4/ 604 (  0.7)       12/ 658 (  1.8)      0.36 ( 0.12, 1.12)    0.36 ( 0.12, 1.12)    -0.01 ( -0.03,  0.00)     0.0655                           

                                      >=60 mL/min/1.73m^2          22/2353 (  0.9)       41/2292 (  1.8)      0.52 ( 0.31, 0.87)    0.52 ( 0.31, 0.87)    -0.01 ( -0.02, -0.00)     0.0119                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          26/2944 (  0.9)       53/2943 (  1.8)      0.49 ( 0.31, 0.78)    0.49 ( 0.30, 0.78)    -0.01 ( -0.02, -0.00)     0.0022                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4744            

                                      <30 mg/g                      2/ 333 (  0.6)        2/ 352 (  0.6)      1.06 ( 0.15, 7.46)    1.06 ( 0.15, 7.55)     0.00 ( -0.01,  0.01)     1.0000                           

                                      >=30 - <=300 mg/g            16/2016 (  0.8)       38/2011 (  1.9)      0.42 ( 0.23, 0.75)    0.42 ( 0.23, 0.75)    -0.01 ( -0.02, -0.00)     0.0025                           

                                      >300 mg/g                     8/ 592 (  1.4)       11/ 574 (  1.9)      0.71 ( 0.29, 1.74)    0.70 ( 0.28, 1.76)    -0.01 ( -0.02,  0.01)     0.4463                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6499            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     7/ 907 (  0.8)       17/ 910 (  1.9)      0.41 ( 0.17, 0.99)    0.41 ( 0.17, 0.99)    -0.01 ( -0.02,  0.00)     0.0407                           

                                      >=130 mmHg                   19/2051 (  0.9)       36/2040 (  1.8)      0.52 ( 0.30, 0.91)    0.52 ( 0.30, 0.91)    -0.01 ( -0.02, -0.00)     0.0199                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1155            

                                      no                           26/2604 (  1.0)       48/2578 (  1.9)      0.54 ( 0.33, 0.86)    0.53 ( 0.33, 0.86)    -0.01 ( -0.02, -0.00)     0.0088                           

                                      yes                           0/ 354 (  0.0)        5/ 372 (  1.3)      0.10 ( 0.01, 1.72)    0.09 ( 0.01, 1.71)    -0.01 ( -0.03, -0.00)     0.0620                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         42/2958 (  1.4)       59/2950 (  2.0)      0.71 ( 0.48, 1.05)    0.71 ( 0.47, 1.05)    -0.01 ( -0.01,  0.00)     0.0855                           

 disorders, PT: Hyperglycaemia                                                                                                                                                                                       

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8640            

                                      <=65 years                   21/1690 (  1.2)       28/1660 (  1.7)      0.74 ( 0.42, 1.29)    0.73 ( 0.41, 1.30)    -0.00 ( -0.01,  0.00)     0.2844                           

                                      >65 years                    21/1268 (  1.7)       31/1290 (  2.4)      0.69 ( 0.40, 1.19)    0.68 ( 0.39, 1.20)    -0.01 ( -0.02,  0.00)     0.1808                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5782            

                                      male                         27/2026 (  1.3)       40/1970 (  2.0)      0.66 ( 0.40, 1.07)    0.65 ( 0.40, 1.07)    -0.01 ( -0.02,  0.00)     0.0859                           

                                      female                       15/ 932 (  1.6)       19/ 980 (  1.9)      0.83 ( 0.42, 1.62)    0.83 ( 0.42, 1.64)    -0.00 ( -0.02,  0.01)     0.5861                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3161            

                                      White                        33/2305 (  1.4)       41/2263 (  1.8)      0.79 ( 0.50, 1.25)    0.79 ( 0.50, 1.25)    -0.00 ( -0.01,  0.00)     0.3090                           

                                      Black Or African American     1/ 103 (  1.0)        7/ 116 (  6.0)      0.16 ( 0.02, 1.29)    0.15 ( 0.02, 1.26)    -0.05 ( -0.10, -0.00)     0.0692                           

                                      Asian                         5/ 440 (  1.1)        9/ 458 (  2.0)      0.58 ( 0.20, 1.71)    0.57 ( 0.19, 1.72)    -0.01 ( -0.03,  0.01)     0.3166                           

                                      Other                         3/ 110 (  2.7)        2/ 113 (  1.8)      1.54 ( 0.26, 9.04)    1.56 ( 0.25, 9.50)     0.01 ( -0.03,  0.05)     0.6805                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9731            

                                      North America                18/ 997 (  1.8)       23/ 998 (  2.3)      0.78 ( 0.43, 1.44)    0.78 ( 0.42, 1.45)    -0.00 ( -0.02,  0.01)     0.4321                           

                                      Latin America                 2/ 361 (  0.6)        2/ 322 (  0.6)      0.89 ( 0.13, 6.30)    0.89 ( 0.12, 6.36)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  5/ 404 (  1.2)        8/ 422 (  1.9)      0.65 ( 0.22, 1.98)    0.65 ( 0.21, 2.00)    -0.01 ( -0.03,  0.01)     0.4477                           

                                      Europe                       17/1196 (  1.4)       26/1208 (  2.2)      0.66 ( 0.36, 1.21)    0.66 ( 0.35, 1.21)    -0.01 ( -0.02,  0.00)     0.1765                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0643            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        1/  95 (  1.1)      4.13 ( 0.47,36.27)    4.27 ( 0.47,38.97)     0.03 ( -0.01,  0.08)     0.2063                           

                                      >=45 mL/min/1.73m^2          38/2865 (  1.3)       58/2855 (  2.0)      0.65 ( 0.44, 0.98)    0.65 ( 0.43, 0.98)    -0.01 ( -0.01, -0.00)     0.0379                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7417            

                                      <60 mL/min/1.73m^2           11/ 604 (  1.8)       15/ 658 (  2.3)      0.80 ( 0.37, 1.73)    0.80 ( 0.36, 1.75)    -0.00 ( -0.02,  0.01)     0.5670                           

                                      >=60 mL/min/1.73m^2          31/2353 (  1.3)       44/2292 (  1.9)      0.69 ( 0.43, 1.08)    0.68 ( 0.43, 1.08)    -0.01 ( -0.01,  0.00)     0.1035                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          42/2944 (  1.4)       59/2943 (  2.0)      0.71 ( 0.48, 1.05)    0.71 ( 0.47, 1.05)    -0.01 ( -0.01,  0.00)     0.0877                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.7669            

                                      <30 mg/g                      5/ 333 (  1.5)        5/ 352 (  1.4)      1.06 ( 0.31, 3.62)    1.06 ( 0.30, 3.69)     0.00 ( -0.02,  0.02)     1.0000                           

                                      >=30 - <=300 mg/g            24/2016 (  1.2)       37/2011 (  1.8)      0.65 ( 0.39, 1.08)    0.64 ( 0.38, 1.08)    -0.01 ( -0.01,  0.00)     0.0916                           

                                      >300 mg/g                    12/ 592 (  2.0)       17/ 574 (  3.0)      0.68 ( 0.33, 1.42)    0.68 ( 0.32, 1.43)    -0.01 ( -0.03,  0.01)     0.3058                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9953            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    12/ 907 (  1.3)       17/ 910 (  1.9)      0.71 ( 0.34, 1.47)    0.70 ( 0.33, 1.48)    -0.01 ( -0.02,  0.01)     0.3541                           

                                      >=130 mmHg                   30/2051 (  1.5)       42/2040 (  2.1)      0.71 ( 0.45, 1.13)    0.71 ( 0.44, 1.13)    -0.01 ( -0.01,  0.00)     0.1471                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0449            

                                      no                           30/2604 (  1.2)       51/2578 (  2.0)      0.58 ( 0.37, 0.91)    0.58 ( 0.37, 0.91)    -0.01 ( -0.02, -0.00)     0.0165                           

                                      yes                          12/ 354 (  3.4)        8/ 372 (  2.2)      1.58 ( 0.65, 3.81)    1.60 ( 0.64, 3.95)     0.01 ( -0.01,  0.04)     0.3082                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         83/2958 (  2.8)      101/2950 (  3.4)      0.82 ( 0.62, 1.09)    0.81 ( 0.61, 1.09)    -0.01 ( -0.02,  0.00)     0.1717                           

 disorders, PT: Hypoglycaemia                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9157            

                                      <=65 years                   37/1690 (  2.2)       45/1660 (  2.7)      0.81 ( 0.53, 1.24)    0.80 ( 0.52, 1.25)    -0.01 ( -0.02,  0.01)     0.3288                           

                                      >65 years                    46/1268 (  3.6)       56/1290 (  4.3)      0.84 ( 0.57, 1.22)    0.83 ( 0.56, 1.23)    -0.01 ( -0.02,  0.01)     0.3567                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1080            

                                      male                         55/2026 (  2.7)       76/1970 (  3.9)      0.70 ( 0.50, 0.99)    0.70 ( 0.49, 0.99)    -0.01 ( -0.02,  0.00)     0.0425                           

                                      female                       28/ 932 (  3.0)       25/ 980 (  2.6)      1.18 ( 0.69, 2.00)    1.18 ( 0.68, 2.04)     0.00 ( -0.01,  0.02)     0.5463                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3531            

                                      White                        57/2305 (  2.5)       78/2263 (  3.4)      0.72 ( 0.51, 1.00)    0.71 ( 0.50, 1.00)    -0.01 ( -0.02,  0.00)     0.0520                           

                                      Black Or African American     7/ 103 (  6.8)        8/ 116 (  6.9)      0.99 ( 0.37, 2.62)    0.98 ( 0.34, 2.82)    -0.00 ( -0.08,  0.08)     0.9766                           

                                      Asian                        13/ 440 (  3.0)       12/ 458 (  2.6)      1.13 ( 0.52, 2.44)    1.13 ( 0.51, 2.51)     0.00 ( -0.02,  0.03)     0.7608                           

                                      Other                         6/ 110 (  5.5)        3/ 113 (  2.7)      2.05 ( 0.53, 8.01)    2.12 ( 0.52, 8.68)     0.03 ( -0.02,  0.08)     0.3283                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5193            

                                      North America                43/ 997 (  4.3)       54/ 998 (  5.4)      0.80 ( 0.54, 1.18)    0.79 ( 0.52, 1.19)    -0.01 ( -0.03,  0.01)     0.2544                           

                                      Latin America                 6/ 361 (  1.7)       10/ 322 (  3.1)      0.54 ( 0.20, 1.46)    0.53 ( 0.19, 1.47)    -0.01 ( -0.04,  0.01)     0.2134                           

                                      Asia/Pacific                 13/ 404 (  3.2)       10/ 422 (  2.4)      1.36 ( 0.60, 3.06)    1.37 ( 0.59, 3.16)     0.01 ( -0.02,  0.03)     0.4592                           

                                      Europe                       21/1196 (  1.8)       27/1208 (  2.2)      0.79 ( 0.45, 1.38)    0.78 ( 0.44, 1.39)    -0.00 ( -0.02,  0.01)     0.4011                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.7010            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        2/  95 (  2.1)      0.52 ( 0.05, 5.60)    0.51 ( 0.05, 5.73)    -0.01 ( -0.05,  0.03)     1.0000                           

                                      >=45 mL/min/1.73m^2          82/2865 (  2.9)       99/2855 (  3.5)      0.83 ( 0.62, 1.10)    0.82 ( 0.61, 1.10)    -0.01 ( -0.02,  0.00)     0.1909                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3443            

                                      <60 mL/min/1.73m^2           28/ 604 (  4.6)       30/ 658 (  4.6)      1.02 ( 0.61, 1.68)    1.02 ( 0.60, 1.72)     0.00 ( -0.02,  0.03)     0.9483                           

                                      >=60 mL/min/1.73m^2          55/2353 (  2.3)       71/2292 (  3.1)      0.75 ( 0.53, 1.07)    0.75 ( 0.52, 1.07)    -0.01 ( -0.02,  0.00)     0.1108                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          83/2944 (  2.8)      101/2943 (  3.4)      0.82 ( 0.62, 1.09)    0.82 ( 0.61, 1.10)    -0.01 ( -0.02,  0.00)     0.1769                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0142            

                                      <30 mg/g                     18/ 333 (  5.4)        8/ 352 (  2.3)      2.38 ( 1.05, 5.40)    2.46 ( 1.05, 5.73)     0.03 (  0.00,  0.07)     0.0321                           

                                      >=30 - <=300 mg/g            45/2016 (  2.2)       68/2011 (  3.4)      0.66 ( 0.46, 0.96)    0.65 ( 0.45, 0.96)    -0.01 ( -0.02, -0.00)     0.0273                           

                                      >300 mg/g                    19/ 592 (  3.2)       24/ 574 (  4.2)      0.77 ( 0.43, 1.39)    0.76 ( 0.41, 1.40)    -0.01 ( -0.03,  0.01)     0.3790                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4358            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    25/ 907 (  2.8)       36/ 910 (  4.0)      0.70 ( 0.42, 1.15)    0.69 ( 0.41, 1.16)    -0.01 ( -0.03,  0.01)     0.1559                           

                                      >=130 mmHg                   58/2051 (  2.8)       65/2040 (  3.2)      0.89 ( 0.63, 1.26)    0.88 ( 0.62, 1.27)    -0.00 ( -0.01,  0.01)     0.5022                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9452            

                                      no                           62/2604 (  2.4)       74/2578 (  2.9)      0.83 ( 0.59, 1.16)    0.83 ( 0.59, 1.16)    -0.00 ( -0.01,  0.00)     0.2705                           

                                      yes                          21/ 354 (  5.9)       27/ 372 (  7.3)      0.82 ( 0.47, 1.42)    0.81 ( 0.45, 1.45)    -0.01 ( -0.05,  0.03)     0.4727                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Musculoskeletal and          Overall                        318/2958 ( 10.8)      331/2950 ( 11.2)      0.96 ( 0.83, 1.11)    0.95 ( 0.81, 1.12)    -0.00 ( -0.02,  0.01)     0.5637                           

 connective tissue disorders                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7993            

                                      <=65 years                  164/1690 (  9.7)      171/1660 ( 10.3)      0.94 ( 0.77, 1.15)    0.94 ( 0.75, 1.17)    -0.01 ( -0.03,  0.01)     0.5647                           

                                      >65 years                   154/1268 ( 12.1)      160/1290 ( 12.4)      0.98 ( 0.80, 1.20)    0.98 ( 0.77, 1.24)    -0.00 ( -0.03,  0.02)     0.8424                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1403            

                                      male                        217/2026 ( 10.7)      237/1970 ( 12.0)      0.89 ( 0.75, 1.06)    0.88 ( 0.72, 1.07)    -0.01 ( -0.03,  0.01)     0.1888                           

                                      female                      101/ 932 ( 10.8)       94/ 980 (  9.6)      1.13 ( 0.87, 1.47)    1.15 ( 0.85, 1.54)     0.01 ( -0.02,  0.04)     0.3687                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3689            

                                      White                       271/2305 ( 11.8)      273/2263 ( 12.1)      0.97 ( 0.83, 1.14)    0.97 ( 0.81, 1.16)    -0.00 ( -0.02,  0.02)     0.7491                           

                                      Black Or African American    13/ 103 ( 12.6)       22/ 116 ( 19.0)      0.67 ( 0.35, 1.25)    0.62 ( 0.29, 1.30)    -0.06 ( -0.16,  0.04)     0.2020                           

                                      Asian                        28/ 440 (  6.4)       25/ 458 (  5.5)      1.17 ( 0.69, 1.97)    1.18 ( 0.68, 2.05)     0.01 ( -0.02,  0.04)     0.5653                           

                                      Other                         6/ 110 (  5.5)       11/ 113 (  9.7)      0.56 ( 0.21, 1.46)    0.53 ( 0.19, 1.50)    -0.04 ( -0.12,  0.04)     0.2296                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9053            

                                      North America               186/ 997 ( 18.7)      192/ 998 ( 19.2)      0.97 ( 0.81, 1.16)    0.96 ( 0.77, 1.20)    -0.01 ( -0.04,  0.03)     0.7400                           

                                      Latin America                 6/ 361 (  1.7)        8/ 322 (  2.5)      0.67 ( 0.23, 1.91)    0.66 ( 0.23, 1.93)    -0.01 ( -0.04,  0.02)     0.4493                           

                                      Asia/Pacific                 27/ 404 (  6.7)       27/ 422 (  6.4)      1.04 ( 0.62, 1.75)    1.05 ( 0.60, 1.82)     0.00 ( -0.03,  0.04)     0.8685                           

                                      Europe                       99/1196 (  8.3)      104/1208 (  8.6)      0.96 ( 0.74, 1.25)    0.96 ( 0.72, 1.28)    -0.00 ( -0.03,  0.02)     0.7700                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3979            

                                      <45 mL/min/1.73m^2           15/  92 ( 16.3)       12/  95 ( 12.6)      1.29 ( 0.64, 2.61)    1.35 ( 0.59, 3.06)     0.04 ( -0.07,  0.15)     0.4762                           

                                      >=45 mL/min/1.73m^2         303/2865 ( 10.6)      319/2855 ( 11.2)      0.95 ( 0.82, 1.10)    0.94 ( 0.80, 1.11)    -0.01 ( -0.02,  0.01)     0.4680                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.8365            

                                      <60 mL/min/1.73m^2           91/ 604 ( 15.1)      100/ 658 ( 15.2)      0.99 ( 0.76, 1.29)    0.99 ( 0.73, 1.35)    -0.00 ( -0.04,  0.04)     0.9482                           

                                      >=60 mL/min/1.73m^2         227/2353 (  9.6)      231/2292 ( 10.1)      0.96 ( 0.80, 1.14)    0.95 ( 0.79, 1.16)    -0.00 ( -0.02,  0.01)     0.6221                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1709            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2         318/2944 ( 10.8)      330/2943 ( 11.2)      0.96 ( 0.83, 1.11)    0.96 ( 0.81, 1.13)    -0.00 ( -0.02,  0.01)     0.6141                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0197            

                                      <30 mg/g                     48/ 333 ( 14.4)       56/ 352 ( 15.9)      0.91 ( 0.64, 1.29)    0.89 ( 0.59, 1.35)    -0.01 ( -0.07,  0.04)     0.5861                           

                                      >=30 - <=300 mg/g           221/2016 ( 11.0)      206/2011 ( 10.2)      1.07 ( 0.89, 1.28)    1.08 ( 0.88, 1.32)     0.01 ( -0.01,  0.03)     0.4590                           

                                      >300 mg/g                    43/ 592 (  7.3)       69/ 574 ( 12.0)      0.60 ( 0.42, 0.87)    0.57 ( 0.38, 0.85)    -0.05 ( -0.08, -0.01)     0.0059                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5850            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                   101/ 907 ( 11.1)      112/ 910 ( 12.3)      0.90 ( 0.70, 1.16)    0.89 ( 0.67, 1.19)    -0.01 ( -0.04,  0.02)     0.4376                           

                                      >=130 mmHg                  217/2051 ( 10.6)      219/2040 ( 10.7)      0.99 ( 0.83, 1.18)    0.98 ( 0.81, 1.20)    -0.00 ( -0.02,  0.02)     0.8723                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5478            

                                      no                          276/2604 ( 10.6)      290/2578 ( 11.2)      0.94 ( 0.81, 1.10)    0.94 ( 0.79, 1.11)    -0.01 ( -0.02,  0.01)     0.4533                           

                                      yes                          42/ 354 ( 11.9)       41/ 372 ( 11.0)      1.08 ( 0.72, 1.61)    1.09 ( 0.69, 1.72)     0.01 ( -0.04,  0.06)     0.7215                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Musculoskeletal and          Overall                         42/2958 (  1.4)       37/2950 (  1.3)      1.13 ( 0.73, 1.76)    1.13 ( 0.73, 1.77)     0.00 ( -0.00,  0.01)     0.5795                           

 connective tissue disorders, PT:                                                                                                                                                                                    

 Arthralgia                                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9436            

                                      <=65 years                   25/1690 (  1.5)       22/1660 (  1.3)      1.12 ( 0.63, 1.97)    1.12 ( 0.63, 1.99)     0.00 ( -0.01,  0.01)     0.7048                           

                                      >65 years                    17/1268 (  1.3)       15/1290 (  1.2)      1.15 ( 0.58, 2.30)    1.16 ( 0.57, 2.32)     0.00 ( -0.01,  0.01)     0.6857                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9837            

                                      male                         29/2026 (  1.4)       25/1970 (  1.3)      1.13 ( 0.66, 1.92)    1.13 ( 0.66, 1.94)     0.00 ( -0.01,  0.01)     0.6568                           

                                      female                       13/ 932 (  1.4)       12/ 980 (  1.2)      1.14 ( 0.52, 2.48)    1.14 ( 0.52, 2.51)     0.00 ( -0.01,  0.01)     0.7431                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2210            

                                      White                        37/2305 (  1.6)       28/2263 (  1.2)      1.30 ( 0.80, 2.11)    1.30 ( 0.79, 2.13)     0.00 ( -0.00,  0.01)     0.2939                           

                                      Black Or African American     3/ 103 (  2.9)        4/ 116 (  3.4)      0.84 ( 0.19, 3.69)    0.84 ( 0.18, 3.84)    -0.01 ( -0.05,  0.04)     1.0000                           

                                      Asian                         1/ 440 (  0.2)        5/ 458 (  1.1)      0.21 ( 0.02, 1.77)    0.21 ( 0.02, 1.77)    -0.01 ( -0.02,  0.00)     0.2177                           

                                      Other                         1/ 110 (  0.9)        0/ 113 (  0.0)      3.08 ( 0.13,74.83)    3.11 ( 0.13,77.16)     0.01 ( -0.01,  0.03)     0.4933                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1531            

                                      North America                28/ 997 (  2.8)       21/ 998 (  2.1)      1.33 ( 0.76, 2.33)    1.34 ( 0.76, 2.38)     0.01 ( -0.01,  0.02)     0.3097                           

                                      Latin America                 3/ 361 (  0.8)        0/ 322 (  0.0)      6.25 ( 0.32,120.5)    6.30 ( 0.32,122.4)     0.01 ( -0.00,  0.02)     0.2513                           

                                      Asia/Pacific                  1/ 404 (  0.2)        4/ 422 (  0.9)      0.26 ( 0.03, 2.33)    0.26 ( 0.03, 2.33)    -0.01 ( -0.02,  0.00)     0.3741                           

                                      Europe                       10/1196 (  0.8)       12/1208 (  1.0)      0.84 ( 0.37, 1.94)    0.84 ( 0.36, 1.95)    -0.00 ( -0.01,  0.01)     0.6856                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0891            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        0/  95 (  0.0)      7.23 ( 0.38,138.0)    7.47 ( 0.38,146.6)     0.03 ( -0.00,  0.07)     0.1171                           

                                      >=45 mL/min/1.73m^2          39/2865 (  1.4)       37/2855 (  1.3)      1.05 ( 0.67, 1.64)    1.05 ( 0.67, 1.65)     0.00 ( -0.01,  0.01)     0.8293                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3980            

                                      <60 mL/min/1.73m^2           14/ 604 (  2.3)       10/ 658 (  1.5)      1.53 ( 0.68, 3.41)    1.54 ( 0.68, 3.49)     0.01 ( -0.01,  0.03)     0.2999                           

                                      >=60 mL/min/1.73m^2          28/2353 (  1.2)       27/2292 (  1.2)      1.01 ( 0.60, 1.71)    1.01 ( 0.59, 1.72)     0.00 ( -0.01,  0.01)     0.9700                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          42/2944 (  1.4)       37/2943 (  1.3)      1.13 ( 0.73, 1.76)    1.14 ( 0.73, 1.77)     0.00 ( -0.00,  0.01)     0.5722                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0696            

                                      <30 mg/g                      9/ 333 (  2.7)        4/ 352 (  1.1)      2.38 ( 0.74, 7.65)    2.42 ( 0.74, 7.92)     0.02 ( -0.01,  0.04)     0.1335                           

                                      >=30 - <=300 mg/g            28/2016 (  1.4)       23/2011 (  1.1)      1.21 ( 0.70, 2.10)    1.22 ( 0.70, 2.12)     0.00 ( -0.00,  0.01)     0.4867                           

                                      >300 mg/g                     4/ 592 (  0.7)       10/ 574 (  1.7)      0.39 ( 0.12, 1.23)    0.38 ( 0.12, 1.23)    -0.01 ( -0.03,  0.00)     0.0947                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1342            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    18/ 907 (  2.0)       10/ 910 (  1.1)      1.81 ( 0.84, 3.89)    1.82 ( 0.84, 3.97)     0.01 ( -0.00,  0.02)     0.1255                           

                                      >=130 mmHg                   24/2051 (  1.2)       27/2040 (  1.3)      0.88 ( 0.51, 1.53)    0.88 ( 0.51, 1.54)    -0.00 ( -0.01,  0.01)     0.6585                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0043            

                                      no                           41/2604 (  1.6)       28/2578 (  1.1)      1.45 ( 0.90, 2.34)    1.46 ( 0.90, 2.36)     0.00 ( -0.00,  0.01)     0.1252                           

                                      yes                           1/ 354 (  0.3)        9/ 372 (  2.4)      0.12 ( 0.01, 0.92)    0.11 ( 0.01, 0.91)    -0.02 ( -0.04, -0.00)     0.0210                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Musculoskeletal and          Overall                         52/2958 (  1.8)       56/2950 (  1.9)      0.93 ( 0.64, 1.35)    0.92 ( 0.63, 1.35)    -0.00 ( -0.01,  0.01)     0.6872                           

 connective tissue disorders, PT:                                                                                                                                                                                    

 Back pain                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3850            

                                      <=65 years                   24/1690 (  1.4)       30/1660 (  1.8)      0.79 ( 0.46, 1.34)    0.78 ( 0.46, 1.34)    -0.00 ( -0.01,  0.01)     0.3738                           

                                      >65 years                    28/1268 (  2.2)       26/1290 (  2.0)      1.10 ( 0.65, 1.86)    1.10 ( 0.64, 1.88)     0.00 ( -0.01,  0.01)     0.7347                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0484            

                                      male                         35/2026 (  1.7)       46/1970 (  2.3)      0.74 ( 0.48, 1.14)    0.74 ( 0.47, 1.15)    -0.01 ( -0.02,  0.00)     0.1731                           

                                      female                       17/ 932 (  1.8)       10/ 980 (  1.0)      1.79 ( 0.82, 3.88)    1.80 ( 0.82, 3.96)     0.01 ( -0.00,  0.02)     0.1367                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2145            

                                      White                        46/2305 (  2.0)       42/2263 (  1.9)      1.08 ( 0.71, 1.63)    1.08 ( 0.71, 1.64)     0.00 ( -0.01,  0.01)     0.7313                           

                                      Black Or African American     3/ 103 (  2.9)        3/ 116 (  2.6)      1.13 ( 0.23, 5.46)    1.13 ( 0.22, 5.73)     0.00 ( -0.04,  0.05)     1.0000                           

                                      Asian                         2/ 440 (  0.5)        6/ 458 (  1.3)      0.35 ( 0.07, 1.71)    0.34 ( 0.07, 1.71)    -0.01 ( -0.02,  0.00)     0.2877                           

                                      Other                         1/ 110 (  0.9)        5/ 113 (  4.4)      0.21 ( 0.02, 1.73)    0.20 ( 0.02, 1.72)    -0.04 ( -0.08,  0.01)     0.2126                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7036            

                                      North America                27/ 997 (  2.7)       33/ 998 (  3.3)      0.82 ( 0.50, 1.35)    0.81 ( 0.49, 1.36)    -0.01 ( -0.02,  0.01)     0.4340                           

                                      Latin America                 2/ 361 (  0.6)        1/ 322 (  0.3)      1.78 ( 0.16,19.58)    1.79 ( 0.16,19.81)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  3/ 404 (  0.7)        5/ 422 (  1.2)      0.63 ( 0.15, 2.61)    0.62 ( 0.15, 2.63)    -0.00 ( -0.02,  0.01)     0.7258                           

                                      Europe                       20/1196 (  1.7)       17/1208 (  1.4)      1.19 ( 0.63, 2.26)    1.19 ( 0.62, 2.29)     0.00 ( -0.01,  0.01)     0.5978                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.7338            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        3/  95 (  3.2)      0.69 ( 0.12, 4.03)    0.68 ( 0.11, 4.18)    -0.01 ( -0.06,  0.04)     1.0000                           

                                      >=45 mL/min/1.73m^2          50/2865 (  1.7)       53/2855 (  1.9)      0.94 ( 0.64, 1.38)    0.94 ( 0.64, 1.39)    -0.00 ( -0.01,  0.01)     0.7519                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7998            

                                      <60 mL/min/1.73m^2           13/ 604 (  2.2)       14/ 658 (  2.1)      1.01 ( 0.48, 2.13)    1.01 ( 0.47, 2.17)     0.00 ( -0.02,  0.02)     0.9759                           

                                      >=60 mL/min/1.73m^2          39/2353 (  1.7)       42/2292 (  1.8)      0.90 ( 0.59, 1.39)    0.90 ( 0.58, 1.40)    -0.00 ( -0.01,  0.01)     0.6487                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          52/2944 (  1.8)       56/2943 (  1.9)      0.93 ( 0.64, 1.35)    0.93 ( 0.63, 1.36)    -0.00 ( -0.01,  0.01)     0.6964                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4517            

                                      <30 mg/g                      5/ 333 (  1.5)        6/ 352 (  1.7)      0.88 ( 0.27, 2.86)    0.88 ( 0.27, 2.91)    -0.00 ( -0.03,  0.02)     0.8328                           

                                      >=30 - <=300 mg/g            41/2016 (  2.0)       39/2011 (  1.9)      1.05 ( 0.68, 1.62)    1.05 ( 0.67, 1.63)     0.00 ( -0.01,  0.01)     0.8301                           

                                      >300 mg/g                     6/ 592 (  1.0)       11/ 574 (  1.9)      0.53 ( 0.20, 1.42)    0.52 ( 0.19, 1.43)    -0.01 ( -0.03,  0.01)     0.1987                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5447            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    13/ 907 (  1.4)       17/ 910 (  1.9)      0.77 ( 0.37, 1.57)    0.76 ( 0.37, 1.58)    -0.00 ( -0.02,  0.01)     0.4672                           

                                      >=130 mmHg                   39/2051 (  1.9)       39/2040 (  1.9)      0.99 ( 0.64, 1.54)    0.99 ( 0.64, 1.56)    -0.00 ( -0.01,  0.01)     0.9809                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9575            

                                      no                           46/2604 (  1.8)       49/2578 (  1.9)      0.93 ( 0.62, 1.38)    0.93 ( 0.62, 1.39)    -0.00 ( -0.01,  0.01)     0.7189                           

                                      yes                           6/ 354 (  1.7)        7/ 372 (  1.9)      0.90 ( 0.31, 2.65)    0.90 ( 0.30, 2.70)    -0.00 ( -0.03,  0.02)     0.8496                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Musculoskeletal and          Overall                         62/2958 (  2.1)       54/2950 (  1.8)      1.15 ( 0.80, 1.64)    1.15 ( 0.79, 1.66)     0.00 ( -0.00,  0.01)     0.4621                           

 connective tissue disorders, PT:                                                                                                                                                                                    

 Osteoarthritis                                                                                                                                                                                                      

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4960            

                                      <=65 years                   32/1690 (  1.9)       24/1660 (  1.4)      1.31 ( 0.77, 2.21)    1.32 ( 0.77, 2.24)     0.00 ( -0.00,  0.01)     0.3123                           

                                      >65 years                    30/1268 (  2.4)       30/1290 (  2.3)      1.02 ( 0.62, 1.68)    1.02 ( 0.61, 1.70)     0.00 ( -0.01,  0.01)     0.9463                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6542            

                                      male                         40/2026 (  2.0)       36/1970 (  1.8)      1.08 ( 0.69, 1.69)    1.08 ( 0.69, 1.70)     0.00 ( -0.01,  0.01)     0.7339                           

                                      female                       22/ 932 (  2.4)       18/ 980 (  1.8)      1.29 ( 0.69, 2.38)    1.29 ( 0.69, 2.42)     0.01 ( -0.01,  0.02)     0.4239                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1982            

                                      White                        55/2305 (  2.4)       47/2263 (  2.1)      1.15 ( 0.78, 1.69)    1.15 ( 0.78, 1.71)     0.00 ( -0.01,  0.01)     0.4795                           

                                      Black Or African American     1/ 103 (  1.0)        4/ 116 (  3.4)      0.28 ( 0.03, 2.48)    0.27 ( 0.03, 2.50)    -0.02 ( -0.06,  0.01)     0.3737                           

                                      Asian                         6/ 440 (  1.4)        2/ 458 (  0.4)      3.12 ( 0.63,15.39)    3.15 ( 0.63,15.70)     0.01 ( -0.00,  0.02)     0.1698                           

                                      Other                         0/ 110 (  0.0)        1/ 113 (  0.9)      0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7811            

                                      North America                39/ 997 (  3.9)       32/ 998 (  3.2)      1.22 ( 0.77, 1.93)    1.23 ( 0.76, 1.98)     0.01 ( -0.01,  0.02)     0.3953                           

                                      Latin America                 2/ 361 (  0.6)        3/ 322 (  0.9)      0.59 ( 0.10, 3.54)    0.59 ( 0.10, 3.57)    -0.00 ( -0.02,  0.01)     0.6707                           

                                      Asia/Pacific                  5/ 404 (  1.2)        3/ 422 (  0.7)      1.74 ( 0.42, 7.24)    1.75 ( 0.42, 7.37)     0.01 ( -0.01,  0.02)     0.4971                           

                                      Europe                       16/1196 (  1.3)       16/1208 (  1.3)      1.01 ( 0.51, 2.01)    1.01 ( 0.50, 2.03)     0.00 ( -0.01,  0.01)     0.9773                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9151            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        2/  95 (  2.1)      1.03 ( 0.15, 7.18)    1.03 ( 0.14, 7.49)     0.00 ( -0.04,  0.04)     1.0000                           

                                      >=45 mL/min/1.73m^2          60/2865 (  2.1)       52/2855 (  1.8)      1.15 ( 0.80, 1.66)    1.15 ( 0.79, 1.68)     0.00 ( -0.00,  0.01)     0.4565                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6581            

                                      <60 mL/min/1.73m^2           19/ 604 (  3.1)       20/ 658 (  3.0)      1.03 ( 0.56, 1.92)    1.04 ( 0.55, 1.96)     0.00 ( -0.02,  0.02)     0.9133                           

                                      >=60 mL/min/1.73m^2          43/2353 (  1.8)       34/2292 (  1.5)      1.23 ( 0.79, 1.92)    1.24 ( 0.79, 1.95)     0.00 ( -0.00,  0.01)     0.3586                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          62/2944 (  2.1)       54/2943 (  1.8)      1.15 ( 0.80, 1.65)    1.15 ( 0.80, 1.66)     0.00 ( -0.00,  0.01)     0.4543                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.9006            

                                      <30 mg/g                     10/ 333 (  3.0)       11/ 352 (  3.1)      0.96 ( 0.41, 2.23)    0.96 ( 0.40, 2.29)    -0.00 ( -0.03,  0.03)     0.9263                           

                                      >=30 - <=300 mg/g            42/2016 (  2.1)       35/2011 (  1.7)      1.20 ( 0.77, 1.87)    1.20 ( 0.76, 1.89)     0.00 ( -0.01,  0.01)     0.4270                           

                                      >300 mg/g                     9/ 592 (  1.5)        8/ 574 (  1.4)      1.09 ( 0.42, 2.81)    1.09 ( 0.42, 2.85)     0.00 ( -0.02,  0.02)     0.8570                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0567            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    14/ 907 (  1.5)       21/ 910 (  2.3)      0.67 ( 0.34, 1.31)    0.66 ( 0.34, 1.31)    -0.01 ( -0.02,  0.01)     0.2362                           

                                      >=130 mmHg                   48/2051 (  2.3)       33/2040 (  1.6)      1.45 ( 0.93, 2.24)    1.46 ( 0.93, 2.28)     0.01 ( -0.00,  0.02)     0.0972                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3076            

                                      no                           56/2604 (  2.2)       45/2578 (  1.7)      1.23 ( 0.84, 1.82)    1.24 ( 0.83, 1.84)     0.00 ( -0.00,  0.01)     0.2917                           

                                      yes                           6/ 354 (  1.7)        9/ 372 (  2.4)      0.70 ( 0.25, 1.95)    0.70 ( 0.24, 1.97)    -0.01 ( -0.03,  0.02)     0.4931                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Musculoskeletal and          Overall                         33/2958 (  1.1)       37/2950 (  1.3)      0.89 ( 0.56, 1.42)    0.89 ( 0.55, 1.42)    -0.00 ( -0.01,  0.00)     0.6225                           

 connective tissue disorders, PT:                                                                                                                                                                                    

 Pain in extremity                                                                                                                                                                                                   

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5883            

                                      <=65 years                   16/1690 (  0.9)       20/1660 (  1.2)      0.79 ( 0.41, 1.51)    0.78 ( 0.40, 1.52)    -0.00 ( -0.01,  0.01)     0.4689                           

                                      >65 years                    17/1268 (  1.3)       17/1290 (  1.3)      1.02 ( 0.52, 1.98)    1.02 ( 0.52, 2.00)     0.00 ( -0.01,  0.01)     0.9597                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4764            

                                      male                         23/2026 (  1.1)       28/1970 (  1.4)      0.80 ( 0.46, 1.38)    0.80 ( 0.46, 1.39)    -0.00 ( -0.01,  0.00)     0.4206                           

                                      female                       10/ 932 (  1.1)        9/ 980 (  0.9)      1.17 ( 0.48, 2.86)    1.17 ( 0.47, 2.89)     0.00 ( -0.01,  0.01)     0.7334                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5026            

                                      White                        26/2305 (  1.1)       29/2263 (  1.3)      0.88 ( 0.52, 1.49)    0.88 ( 0.52, 1.50)    -0.00 ( -0.01,  0.01)     0.6344                           

                                      Black Or African American     3/ 103 (  2.9)        2/ 116 (  1.7)      1.69 ( 0.29, 9.91)    1.71 ( 0.28,10.44)     0.01 ( -0.03,  0.05)     0.6679                           

                                      Asian                         3/ 440 (  0.7)        2/ 458 (  0.4)      1.56 ( 0.26, 9.30)    1.57 ( 0.26, 9.41)     0.00 ( -0.01,  0.01)     0.6808                           

                                      Other                         1/ 110 (  0.9)        4/ 113 (  3.5)      0.26 ( 0.03, 2.26)    0.25 ( 0.03, 2.27)    -0.03 ( -0.06,  0.01)     0.3696                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6415            

                                      North America                23/ 997 (  2.3)       24/ 998 (  2.4)      0.96 ( 0.55, 1.69)    0.96 ( 0.54, 1.71)    -0.00 ( -0.02,  0.01)     0.8854                           

                                      Latin America                 0/ 361 (  0.0)        1/ 322 (  0.3)      0.30 ( 0.01, 7.28)    0.30 ( 0.01, 7.30)    -0.00 ( -0.01,  0.00)     0.4714                           

                                      Asia/Pacific                  3/ 404 (  0.7)        2/ 422 (  0.5)      1.57 ( 0.26, 9.33)    1.57 ( 0.26, 9.45)     0.00 ( -0.01,  0.01)     0.6802                           

                                      Europe                        7/1196 (  0.6)       10/1208 (  0.8)      0.71 ( 0.27, 1.85)    0.71 ( 0.27, 1.86)    -0.00 ( -0.01,  0.01)     0.4781                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0547            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        0/  95 (  0.0)      7.23 ( 0.38,138.0)    7.47 ( 0.38,146.6)     0.03 ( -0.00,  0.07)     0.1171                           

                                      >=45 mL/min/1.73m^2          30/2865 (  1.0)       37/2855 (  1.3)      0.81 ( 0.50, 1.30)    0.81 ( 0.50, 1.31)    -0.00 ( -0.01,  0.00)     0.3818                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2801            

                                      <60 mL/min/1.73m^2           13/ 604 (  2.2)       11/ 658 (  1.7)      1.29 ( 0.58, 2.85)    1.29 ( 0.58, 2.91)     0.00 ( -0.01,  0.02)     0.5325                           

                                      >=60 mL/min/1.73m^2          20/2353 (  0.8)       26/2292 (  1.1)      0.75 ( 0.42, 1.34)    0.75 ( 0.42, 1.34)    -0.00 ( -0.01,  0.00)     0.3278                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          33/2944 (  1.1)       37/2943 (  1.3)      0.89 ( 0.56, 1.42)    0.89 ( 0.56, 1.43)    -0.00 ( -0.01,  0.00)     0.6296                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5620            

                                      <30 mg/g                      3/ 333 (  0.9)        7/ 352 (  2.0)      0.45 ( 0.12, 1.74)    0.45 ( 0.11, 1.75)    -0.01 ( -0.03,  0.01)     0.3420                           

                                      >=30 - <=300 mg/g            22/2016 (  1.1)       22/2011 (  1.1)      1.00 ( 0.55, 1.80)    1.00 ( 0.55, 1.81)    -0.00 ( -0.01,  0.01)     0.9934                           

                                      >300 mg/g                     7/ 592 (  1.2)        8/ 574 (  1.4)      0.85 ( 0.31, 2.32)    0.85 ( 0.30, 2.35)    -0.00 ( -0.02,  0.01)     0.7490                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5610            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    10/ 907 (  1.1)        9/ 910 (  1.0)      1.11 ( 0.46, 2.73)    1.12 ( 0.45, 2.76)     0.00 ( -0.01,  0.01)     0.8120                           

                                      >=130 mmHg                   23/2051 (  1.1)       28/2040 (  1.4)      0.82 ( 0.47, 1.41)    0.81 ( 0.47, 1.42)    -0.00 ( -0.01,  0.00)     0.4692                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8002            

                                      no                           29/2604 (  1.1)       33/2578 (  1.3)      0.87 ( 0.53, 1.43)    0.87 ( 0.53, 1.43)    -0.00 ( -0.01,  0.00)     0.5818                           

                                      yes                           4/ 354 (  1.1)        4/ 372 (  1.1)      1.05 ( 0.26, 4.17)    1.05 ( 0.26, 4.24)     0.00 ( -0.01,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Neoplasms benign, malignant  Overall                        268/2958 (  9.1)      270/2950 (  9.2)      0.99 ( 0.84, 1.16)    0.99 ( 0.83, 1.18)    -0.00 ( -0.02,  0.01)     0.9018                           

 and unspecified (incl cysts and                                                                                                                                                                                     

 polyps)                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4859            

                                      <=65 years                  112/1690 (  6.6)      103/1660 (  6.2)      1.07 ( 0.82, 1.38)    1.07 ( 0.81, 1.41)     0.00 ( -0.01,  0.02)     0.6180                           

                                      >65 years                   156/1268 ( 12.3)      167/1290 ( 12.9)      0.95 ( 0.77, 1.17)    0.94 ( 0.75, 1.19)    -0.01 ( -0.03,  0.02)     0.6246                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7270            

                                      male                        202/2026 ( 10.0)      196/1970 (  9.9)      1.00 ( 0.83, 1.21)    1.00 ( 0.81, 1.23)     0.00 ( -0.02,  0.02)     0.9822                           

                                      female                       66/ 932 (  7.1)       74/ 980 (  7.6)      0.94 ( 0.68, 1.29)    0.93 ( 0.66, 1.32)    -0.00 ( -0.03,  0.02)     0.6937                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5877            

                                      White                       240/2305 ( 10.4)      236/2263 ( 10.4)      1.00 ( 0.84, 1.18)    1.00 ( 0.83, 1.21)    -0.00 ( -0.02,  0.02)     0.9855                           

                                      Black Or African American     6/ 103 (  5.8)        9/ 116 (  7.8)      0.75 ( 0.28, 2.04)    0.74 ( 0.25, 2.14)    -0.02 ( -0.10,  0.06)     0.5727                           

                                      Asian                        19/ 440 (  4.3)       18/ 458 (  3.9)      1.10 ( 0.58, 2.07)    1.10 ( 0.57, 2.13)     0.00 ( -0.02,  0.03)     0.7701                           

                                      Other                         3/ 110 (  2.7)        7/ 113 (  6.2)      0.44 ( 0.12, 1.66)    0.42 ( 0.11, 1.69)    -0.03 ( -0.09,  0.02)     0.3329                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1912            

                                      North America               126/ 997 ( 12.6)      112/ 998 ( 11.2)      1.13 ( 0.89, 1.43)    1.14 ( 0.87, 1.50)     0.01 ( -0.02,  0.04)     0.3296                           

                                      Latin America                17/ 361 (  4.7)        9/ 322 (  2.8)      1.68 ( 0.76, 3.73)    1.72 ( 0.76, 3.91)     0.02 ( -0.01,  0.05)     0.1922                           

                                      Asia/Pacific                 29/ 404 (  7.2)       32/ 422 (  7.6)      0.95 ( 0.58, 1.54)    0.94 ( 0.56, 1.59)    -0.00 ( -0.04,  0.03)     0.8242                           

                                      Europe                       96/1196 (  8.0)      117/1208 (  9.7)      0.83 ( 0.64, 1.07)    0.81 ( 0.61, 1.08)    -0.02 ( -0.04,  0.01)     0.1525                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.7259            

                                      <45 mL/min/1.73m^2            9/  92 (  9.8)        8/  95 (  8.4)      1.16 ( 0.47, 2.88)    1.18 ( 0.43, 3.20)     0.01 ( -0.08,  0.11)     0.7468                           

                                      >=45 mL/min/1.73m^2         259/2865 (  9.0)      262/2855 (  9.2)      0.99 ( 0.84, 1.16)    0.98 ( 0.82, 1.18)    -0.00 ( -0.02,  0.01)     0.8574                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2379            

                                      <60 mL/min/1.73m^2           76/ 604 ( 12.6)       71/ 658 ( 10.8)      1.17 ( 0.86, 1.58)    1.19 ( 0.84, 1.68)     0.02 ( -0.02,  0.06)     0.3216                           

                                      >=60 mL/min/1.73m^2         192/2353 (  8.2)      199/2292 (  8.7)      0.94 ( 0.78, 1.14)    0.93 ( 0.76, 1.15)    -0.01 ( -0.02,  0.01)     0.5214                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         268/2944 (  9.1)      270/2943 (  9.2)      0.99 ( 0.84, 1.17)    0.99 ( 0.83, 1.18)    -0.00 ( -0.02,  0.01)     0.9246                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0131            

                                      <30 mg/g                     50/ 333 ( 15.0)       32/ 352 (  9.1)      1.65 ( 1.09, 2.51)    1.77 ( 1.10, 2.83)     0.06 (  0.01,  0.11)     0.0171                           

                                      >=30 - <=300 mg/g           168/2016 (  8.3)      195/2011 (  9.7)      0.86 ( 0.71, 1.05)    0.85 ( 0.68, 1.05)    -0.01 ( -0.03,  0.00)     0.1310                           

                                      >300 mg/g                    50/ 592 (  8.4)       41/ 574 (  7.1)      1.18 ( 0.80, 1.76)    1.20 ( 0.78, 1.84)     0.01 ( -0.02,  0.05)     0.4071                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3151            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    69/ 907 (  7.6)       80/ 910 (  8.8)      0.87 ( 0.64, 1.18)    0.85 ( 0.61, 1.20)    -0.01 ( -0.04,  0.01)     0.3580                           

                                      >=130 mmHg                  199/2051 (  9.7)      190/2040 (  9.3)      1.04 ( 0.86, 1.26)    1.05 ( 0.85, 1.29)     0.00 ( -0.01,  0.02)     0.6716                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9001            

                                      no                          237/2604 (  9.1)      238/2578 (  9.2)      0.99 ( 0.83, 1.17)    0.98 ( 0.82, 1.19)    -0.00 ( -0.02,  0.01)     0.8706                           

                                      yes                          31/ 354 (  8.8)       32/ 372 (  8.6)      1.02 ( 0.63, 1.63)    1.02 ( 0.61, 1.71)     0.00 ( -0.04,  0.05)     0.9410                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Neoplasms benign, malignant  Overall                         34/2958 (  1.1)       25/2950 (  0.8)      1.36 ( 0.81, 2.27)    1.36 ( 0.81, 2.29)     0.00 ( -0.00,  0.01)     0.2432                           

 and unspecified (incl cysts and                                                                                                                                                                                     

 polyps), PT: Basal cell carcinoma                                                                                                                                                                                   

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1713            

                                      <=65 years                   11/1690 (  0.7)        4/1660 (  0.2)      2.70 ( 0.86, 8.47)    2.71 ( 0.86, 8.54)     0.00 ( -0.00,  0.01)     0.0757                           

                                      >65 years                    23/1268 (  1.8)       21/1290 (  1.6)      1.11 ( 0.62, 2.00)    1.12 ( 0.61, 2.03)     0.00 ( -0.01,  0.01)     0.7176                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7308            

                                      male                         25/2026 (  1.2)       19/1970 (  1.0)      1.28 ( 0.71, 2.32)    1.28 ( 0.70, 2.34)     0.00 ( -0.00,  0.01)     0.4145                           

                                      female                        9/ 932 (  1.0)        6/ 980 (  0.6)      1.58 ( 0.56, 4.41)    1.58 ( 0.56, 4.46)     0.00 ( -0.01,  0.01)     0.3814                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2484            

                                      White                        34/2305 (  1.5)       24/2263 (  1.1)      1.39 ( 0.83, 2.34)    1.40 ( 0.83, 2.36)     0.00 ( -0.00,  0.01)     0.2110                           

                                      Black Or African American     0/ 103 (  0.0)        0/ 116 (  0.0)        NE                    NE                    NE                                                       

                                      Asian                         0/ 440 (  0.0)        0/ 458 (  0.0)        NE                    NE                    NE                                                       

                                      Other                         0/ 110 (  0.0)        1/ 113 (  0.9)      0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5521            

                                      North America                19/ 997 (  1.9)       17/ 998 (  1.7)      1.12 ( 0.58, 2.14)    1.12 ( 0.58, 2.17)     0.00 ( -0.01,  0.02)     0.7344                           

                                      Latin America                 2/ 361 (  0.6)        0/ 322 (  0.0)      4.46 ( 0.21,92.58)    4.49 ( 0.21,93.78)     0.01 ( -0.00,  0.01)     0.5009                           

                                      Asia/Pacific                  2/ 404 (  0.5)        2/ 422 (  0.5)      1.04 ( 0.15, 7.38)    1.04 ( 0.15, 7.45)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       11/1196 (  0.9)        6/1208 (  0.5)      1.85 ( 0.69, 4.99)    1.86 ( 0.69, 5.04)     0.00 ( -0.00,  0.01)     0.2159                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0401            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        3/  95 (  3.2)      0.15 ( 0.01, 2.82)    0.14 ( 0.01, 2.80)    -0.03 ( -0.07,  0.00)     0.2462                           

                                      >=45 mL/min/1.73m^2          34/2865 (  1.2)       22/2855 (  0.8)      1.54 ( 0.90, 2.63)    1.55 ( 0.90, 2.65)     0.00 ( -0.00,  0.01)     0.1100                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5923            

                                      <60 mL/min/1.73m^2           13/ 604 (  2.2)       12/ 658 (  1.8)      1.18 ( 0.54, 2.57)    1.18 ( 0.54, 2.62)     0.00 ( -0.01,  0.02)     0.6757                           

                                      >=60 mL/min/1.73m^2          21/2353 (  0.9)       13/2292 (  0.6)      1.57 ( 0.79, 3.13)    1.58 ( 0.79, 3.16)     0.00 ( -0.00,  0.01)     0.1935                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          34/2944 (  1.2)       25/2943 (  0.8)      1.36 ( 0.81, 2.27)    1.36 ( 0.81, 2.29)     0.00 ( -0.00,  0.01)     0.2395                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3260            

                                      <30 mg/g                     11/ 333 (  3.3)        4/ 352 (  1.1)      2.91 ( 0.93, 9.04)    2.97 ( 0.94, 9.43)     0.02 ( -0.00,  0.05)     0.0529                           

                                      >=30 - <=300 mg/g            18/2016 (  0.9)       15/2011 (  0.7)      1.20 ( 0.60, 2.37)    1.20 ( 0.60, 2.39)     0.00 ( -0.00,  0.01)     0.6050                           

                                      >300 mg/g                     5/ 592 (  0.8)        5/ 574 (  0.9)      0.97 ( 0.28, 3.33)    0.97 ( 0.28, 3.37)    -0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8939            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    10/ 907 (  1.1)        7/ 910 (  0.8)      1.43 ( 0.55, 3.75)    1.44 ( 0.55, 3.79)     0.00 ( -0.01,  0.01)     0.4607                           

                                      >=130 mmHg                   24/2051 (  1.2)       18/2040 (  0.9)      1.33 ( 0.72, 2.44)    1.33 ( 0.72, 2.46)     0.00 ( -0.00,  0.01)     0.3613                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4959            

                                      no                           28/2604 (  1.1)       22/2578 (  0.9)      1.26 ( 0.72, 2.20)    1.26 ( 0.72, 2.21)     0.00 ( -0.00,  0.01)     0.4140                           

                                      yes                           6/ 354 (  1.7)        3/ 372 (  0.8)      2.10 ( 0.53, 8.34)    2.12 ( 0.53, 8.55)     0.01 ( -0.01,  0.03)     0.3299                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders     Overall                        413/2958 ( 14.0)      403/2950 ( 13.7)      1.02 ( 0.90, 1.16)    1.03 ( 0.88, 1.19)     0.00 ( -0.01,  0.02)     0.7373                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6091            

                                      <=65 years                  209/1690 ( 12.4)      207/1660 ( 12.5)      0.99 ( 0.83, 1.19)    0.99 ( 0.81, 1.22)    -0.00 ( -0.02,  0.02)     0.9280                           

                                      >65 years                   204/1268 ( 16.1)      196/1290 ( 15.2)      1.06 ( 0.88, 1.27)    1.07 ( 0.86, 1.32)     0.01 ( -0.02,  0.04)     0.5335                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9559            

                                      male                        292/2026 ( 14.4)      279/1970 ( 14.2)      1.02 ( 0.87, 1.18)    1.02 ( 0.85, 1.22)     0.00 ( -0.02,  0.02)     0.8213                           

                                      female                      121/ 932 ( 13.0)      124/ 980 ( 12.7)      1.03 ( 0.81, 1.30)    1.03 ( 0.79, 1.35)     0.00 ( -0.03,  0.03)     0.8293                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2861            

                                      White                       350/2305 ( 15.2)      320/2263 ( 14.1)      1.07 ( 0.93, 1.24)    1.09 ( 0.92, 1.28)     0.01 ( -0.01,  0.03)     0.3188                           

                                      Black Or African American    18/ 103 ( 17.5)       26/ 116 ( 22.4)      0.78 ( 0.45, 1.34)    0.73 ( 0.38, 1.43)    -0.05 ( -0.16,  0.06)     0.3638                           

                                      Asian                        38/ 440 (  8.6)       44/ 458 (  9.6)      0.90 ( 0.59, 1.36)    0.89 ( 0.56, 1.40)    -0.01 ( -0.05,  0.03)     0.6139                           

                                      Other                         7/ 110 (  6.4)       13/ 113 ( 11.5)      0.55 ( 0.23, 1.33)    0.52 ( 0.20, 1.36)    -0.05 ( -0.14,  0.03)     0.1802                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8393            

                                      North America               198/ 997 ( 19.9)      190/ 998 ( 19.0)      1.04 ( 0.87, 1.25)    1.05 ( 0.84, 1.32)     0.01 ( -0.03,  0.04)     0.6431                           

                                      Latin America                20/ 361 (  5.5)       17/ 322 (  5.3)      1.05 ( 0.56, 1.97)    1.05 ( 0.54, 2.05)     0.00 ( -0.04,  0.04)     0.8807                           

                                      Asia/Pacific                 37/ 404 (  9.2)       45/ 422 ( 10.7)      0.86 ( 0.57, 1.30)    0.84 ( 0.53, 1.34)    -0.02 ( -0.06,  0.03)     0.4699                           

                                      Europe                      158/1196 ( 13.2)      151/1208 ( 12.5)      1.06 ( 0.86, 1.30)    1.07 ( 0.84, 1.35)     0.01 ( -0.02,  0.03)     0.6027                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.5999            

                                      <45 mL/min/1.73m^2           17/  92 ( 18.5)       20/  95 ( 21.1)      0.88 ( 0.49, 1.57)    0.85 ( 0.41, 1.75)    -0.03 ( -0.15,  0.10)     0.6595                           

                                      >=45 mL/min/1.73m^2         396/2865 ( 13.8)      383/2855 ( 13.4)      1.03 ( 0.90, 1.17)    1.04 ( 0.89, 1.20)     0.00 ( -0.01,  0.02)     0.6537                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.1837            

                                      <60 mL/min/1.73m^2          125/ 604 ( 20.7)      116/ 658 ( 17.6)      1.17 ( 0.94, 1.47)    1.22 ( 0.92, 1.61)     0.03 ( -0.01,  0.08)     0.1664                           

                                      >=60 mL/min/1.73m^2         288/2353 ( 12.2)      287/2292 ( 12.5)      0.98 ( 0.84, 1.14)    0.97 ( 0.82, 1.16)    -0.00 ( -0.02,  0.02)     0.7704                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1565            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2         413/2944 ( 14.0)      402/2943 ( 13.7)      1.03 ( 0.90, 1.17)    1.03 ( 0.89, 1.20)     0.00 ( -0.01,  0.02)     0.6819                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.8495            

                                      <30 mg/g                     56/ 333 ( 16.8)       53/ 352 ( 15.1)      1.12 ( 0.79, 1.58)    1.14 ( 0.76, 1.72)     0.02 ( -0.04,  0.07)     0.5294                           

                                      >=30 - <=300 mg/g           263/2016 ( 13.0)      260/2011 ( 12.9)      1.01 ( 0.86, 1.18)    1.01 ( 0.84, 1.21)     0.00 ( -0.02,  0.02)     0.9123                           

                                      >300 mg/g                    88/ 592 ( 14.9)       86/ 574 ( 15.0)      0.99 ( 0.75, 1.31)    0.99 ( 0.72, 1.37)    -0.00 ( -0.04,  0.04)     0.9550                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8969            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                   132/ 907 ( 14.6)      128/ 910 ( 14.1)      1.03 ( 0.83, 1.30)    1.04 ( 0.80, 1.35)     0.00 ( -0.03,  0.04)     0.7667                           

                                      >=130 mmHg                  281/2051 ( 13.7)      275/2040 ( 13.5)      1.02 ( 0.87, 1.19)    1.02 ( 0.85, 1.22)     0.00 ( -0.02,  0.02)     0.8372                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0223            

                                      no                          338/2604 ( 13.0)      348/2578 ( 13.5)      0.96 ( 0.84, 1.11)    0.96 ( 0.81, 1.12)    -0.01 ( -0.02,  0.01)     0.5817                           

                                      yes                          75/ 354 ( 21.2)       55/ 372 ( 14.8)      1.43 ( 1.04, 1.97)    1.55 ( 1.06, 2.27)     0.06 (  0.01,  0.12)     0.0246                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         53/2958 (  1.8)       45/2950 (  1.5)      1.17 ( 0.79, 1.74)    1.18 ( 0.79, 1.76)     0.00 ( -0.00,  0.01)     0.4229                           

 PT: Cerebrovascular accident                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1202            

                                      <=65 years                   24/1690 (  1.4)       27/1660 (  1.6)      0.87 ( 0.51, 1.51)    0.87 ( 0.50, 1.52)    -0.00 ( -0.01,  0.01)     0.6258                           

                                      >65 years                    29/1268 (  2.3)       18/1290 (  1.4)      1.64 ( 0.91, 2.94)    1.65 ( 0.91, 2.99)     0.01 ( -0.00,  0.02)     0.0932                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6950            

                                      male                         39/2026 (  1.9)       34/1970 (  1.7)      1.12 ( 0.71, 1.76)    1.12 ( 0.70, 1.78)     0.00 ( -0.01,  0.01)     0.6385                           

                                      female                       14/ 932 (  1.5)       11/ 980 (  1.1)      1.34 ( 0.61, 2.93)    1.34 ( 0.61, 2.97)     0.00 ( -0.01,  0.02)     0.4652                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5043            

                                      White                        43/2305 (  1.9)       35/2263 (  1.5)      1.21 ( 0.77, 1.88)    1.21 ( 0.77, 1.90)     0.00 ( -0.00,  0.01)     0.4056                           

                                      Black Or African American     4/ 103 (  3.9)        6/ 116 (  5.2)      0.75 ( 0.22, 2.59)    0.74 ( 0.20, 2.70)    -0.01 ( -0.07,  0.04)     0.7527                           

                                      Asian                         6/ 440 (  1.4)        3/ 458 (  0.7)      2.08 ( 0.52, 8.27)    2.10 ( 0.52, 8.44)     0.01 ( -0.01,  0.02)     0.3324                           

                                      Other                         0/ 110 (  0.0)        1/ 113 (  0.9)      0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3019            

                                      North America                20/ 997 (  2.0)       25/ 998 (  2.5)      0.80 ( 0.45, 1.43)    0.80 ( 0.44, 1.44)    -0.00 ( -0.02,  0.01)     0.4531                           

                                      Latin America                 2/ 361 (  0.6)        2/ 322 (  0.6)      0.89 ( 0.13, 6.30)    0.89 ( 0.12, 6.36)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  4/ 404 (  1.0)        2/ 422 (  0.5)      2.09 ( 0.38,11.34)    2.10 ( 0.38,11.53)     0.01 ( -0.01,  0.02)     0.4420                           

                                      Europe                       27/1196 (  2.3)       16/1208 (  1.3)      1.70 ( 0.92, 3.15)    1.72 ( 0.92, 3.21)     0.01 ( -0.00,  0.02)     0.0845                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3674            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        1/  95 (  1.1)      3.10 ( 0.33,29.24)    3.17 ( 0.32,31.03)     0.02 ( -0.02,  0.06)     0.3630                           

                                      >=45 mL/min/1.73m^2          50/2865 (  1.7)       44/2855 (  1.5)      1.13 ( 0.76, 1.69)    1.13 ( 0.75, 1.71)     0.00 ( -0.00,  0.01)     0.5439                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2300            

                                      <60 mL/min/1.73m^2           15/ 604 (  2.5)        9/ 658 (  1.4)      1.82 ( 0.80, 4.12)    1.84 ( 0.80, 4.23)     0.01 ( -0.01,  0.03)     0.1473                           

                                      >=60 mL/min/1.73m^2          38/2353 (  1.6)       36/2292 (  1.6)      1.03 ( 0.65, 1.62)    1.03 ( 0.65, 1.63)     0.00 ( -0.01,  0.01)     0.9041                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          53/2944 (  1.8)       45/2943 (  1.5)      1.18 ( 0.79, 1.75)    1.18 ( 0.79, 1.76)     0.00 ( -0.00,  0.01)     0.4161                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2615            

                                      <30 mg/g                      7/ 333 (  2.1)        3/ 352 (  0.9)      2.47 ( 0.64, 9.46)    2.50 ( 0.64, 9.74)     0.01 ( -0.01,  0.03)     0.2120                           

                                      >=30 - <=300 mg/g            28/2016 (  1.4)       31/2011 (  1.5)      0.90 ( 0.54, 1.50)    0.90 ( 0.54, 1.51)    -0.00 ( -0.01,  0.01)     0.6869                           

                                      >300 mg/g                    17/ 592 (  2.9)       11/ 574 (  1.9)      1.50 ( 0.71, 3.17)    1.51 ( 0.70, 3.26)     0.01 ( -0.01,  0.03)     0.2870                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7520            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    16/ 907 (  1.8)       15/ 910 (  1.6)      1.07 ( 0.53, 2.15)    1.07 ( 0.53, 2.18)     0.00 ( -0.01,  0.01)     0.8490                           

                                      >=130 mmHg                   37/2051 (  1.8)       30/2040 (  1.5)      1.23 ( 0.76, 1.98)    1.23 ( 0.76, 2.00)     0.00 ( -0.00,  0.01)     0.4009                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3913            

                                      no                           43/2604 (  1.7)       39/2578 (  1.5)      1.09 ( 0.71, 1.68)    1.09 ( 0.71, 1.69)     0.00 ( -0.01,  0.01)     0.6896                           

                                      yes                          10/ 354 (  2.8)        6/ 372 (  1.6)      1.75 ( 0.64, 4.77)    1.77 ( 0.64, 4.93)     0.01 ( -0.01,  0.04)     0.2665                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         37/2958 (  1.3)       23/2950 (  0.8)      1.60 ( 0.96, 2.69)    1.61 ( 0.96, 2.72)     0.00 ( -0.00,  0.01)     0.0709                           

 PT: Diabetic neuropathy                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1438            

                                      <=65 years                   19/1690 (  1.1)       16/1660 (  1.0)      1.17 ( 0.60, 2.26)    1.17 ( 0.60, 2.28)     0.00 ( -0.01,  0.01)     0.6481                           

                                      >65 years                    18/1268 (  1.4)        7/1290 (  0.5)      2.62 ( 1.10, 6.24)    2.64 ( 1.10, 6.34)     0.01 (  0.00,  0.02)     0.0242                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0153            

                                      male                         24/2026 (  1.2)       21/1970 (  1.1)      1.11 ( 0.62, 1.99)    1.11 ( 0.62, 2.01)     0.00 ( -0.01,  0.01)     0.7224                           

                                      female                       13/ 932 (  1.4)        2/ 980 (  0.2)      6.83 ( 1.55,30.21)    6.92 ( 1.56,30.74)     0.01 (  0.00,  0.02)     0.0032                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1666            

                                      White                        30/2305 (  1.3)       19/2263 (  0.8)      1.55 ( 0.88, 2.75)    1.56 ( 0.87, 2.77)     0.00 ( -0.00,  0.01)     0.1297                           

                                      Black Or African American     4/ 103 (  3.9)        0/ 116 (  0.0)     10.13 ( 0.55,185.8)   10.54 ( 0.56,198.1)     0.04 (  0.00,  0.08)     0.0474                           

                                      Asian                         1/ 440 (  0.2)        3/ 458 (  0.7)      0.35 ( 0.04, 3.32)    0.35 ( 0.04, 3.33)    -0.00 ( -0.01,  0.00)     0.6245                           

                                      Other                         2/ 110 (  1.8)        1/ 113 (  0.9)      2.05 ( 0.19,22.33)    2.07 ( 0.19,23.21)     0.01 ( -0.02,  0.04)     0.6183                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4095            

                                      North America                16/ 997 (  1.6)        9/ 998 (  0.9)      1.78 ( 0.79, 4.01)    1.79 ( 0.79, 4.08)     0.01 ( -0.00,  0.02)     0.1582                           

                                      Latin America                 2/ 361 (  0.6)        2/ 322 (  0.6)      0.89 ( 0.13, 6.30)    0.89 ( 0.12, 6.36)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  1/ 404 (  0.2)        3/ 422 (  0.7)      0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.00 ( -0.01,  0.00)     0.6244                           

                                      Europe                       18/1196 (  1.5)        9/1208 (  0.7)      2.02 ( 0.91, 4.48)    2.04 ( 0.91, 4.55)     0.01 ( -0.00,  0.02)     0.0771                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3137            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        2/  95 (  2.1)      0.52 ( 0.05, 5.60)    0.51 ( 0.05, 5.73)    -0.01 ( -0.05,  0.03)     1.0000                           

                                      >=45 mL/min/1.73m^2          36/2865 (  1.3)       21/2855 (  0.7)      1.71 ( 1.00, 2.92)    1.72 ( 1.00, 2.95)     0.01 ( -0.00,  0.01)     0.0473                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2085            

                                      <60 mL/min/1.73m^2           11/ 604 (  1.8)        4/ 658 (  0.6)      3.00 ( 0.96, 9.36)    3.03 ( 0.96, 9.58)     0.01 ( -0.00,  0.03)     0.0470                           

                                      >=60 mL/min/1.73m^2          26/2353 (  1.1)       19/2292 (  0.8)      1.33 ( 0.74, 2.40)    1.34 ( 0.74, 2.42)     0.00 ( -0.00,  0.01)     0.3370                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          37/2944 (  1.3)       23/2943 (  0.8)      1.61 ( 0.96, 2.70)    1.62 ( 0.96, 2.73)     0.00 ( -0.00,  0.01)     0.0695                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0647            

                                      <30 mg/g                      5/ 333 (  1.5)        2/ 352 (  0.6)      2.64 ( 0.52,13.53)    2.67 ( 0.51,13.85)     0.01 ( -0.01,  0.02)     0.2743                           

                                      >=30 - <=300 mg/g            28/2016 (  1.4)       13/2011 (  0.6)      2.15 ( 1.12, 4.14)    2.16 ( 1.12, 4.19)     0.01 (  0.00,  0.01)     0.0190                           

                                      >300 mg/g                     4/ 592 (  0.7)        8/ 574 (  1.4)      0.48 ( 0.15, 1.60)    0.48 ( 0.14, 1.61)    -0.01 ( -0.02,  0.01)     0.2247                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2831            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    11/ 907 (  1.2)       10/ 910 (  1.1)      1.10 ( 0.47, 2.59)    1.10 ( 0.47, 2.61)     0.00 ( -0.01,  0.01)     0.8204                           

                                      >=130 mmHg                   26/2051 (  1.3)       13/2040 (  0.6)      1.99 ( 1.03, 3.86)    2.00 ( 1.03, 3.91)     0.01 ( -0.00,  0.01)     0.0380                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2454            

                                      no                           30/2604 (  1.2)       21/2578 (  0.8)      1.41 ( 0.81, 2.46)    1.42 ( 0.81, 2.49)     0.00 ( -0.00,  0.01)     0.2186                           

                                      yes                           7/ 354 (  2.0)        2/ 372 (  0.5)      3.68 ( 0.77,17.59)    3.73 ( 0.77,18.09)     0.01 ( -0.00,  0.03)     0.0996                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         51/2958 (  1.7)       35/2950 (  1.2)      1.45 ( 0.95, 2.23)    1.46 ( 0.95, 2.25)     0.01 ( -0.00,  0.01)     0.0845                           

 PT: Dizziness                                                                                                                                                                                                       

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9820            

                                      <=65 years                   21/1690 (  1.2)       14/1660 (  0.8)      1.47 ( 0.75, 2.89)    1.48 ( 0.75, 2.92)     0.00 ( -0.00,  0.01)     0.2559                           

                                      >65 years                    30/1268 (  2.4)       21/1290 (  1.6)      1.45 ( 0.84, 2.52)    1.46 ( 0.83, 2.57)     0.01 ( -0.00,  0.02)     0.1819                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4252            

                                      male                         33/2026 (  1.6)       19/1970 (  1.0)      1.69 ( 0.96, 2.96)    1.70 ( 0.96, 3.00)     0.01 ( -0.00,  0.01)     0.0640                           

                                      female                       18/ 932 (  1.9)       16/ 980 (  1.6)      1.18 ( 0.61, 2.31)    1.19 ( 0.60, 2.34)     0.00 ( -0.01,  0.02)     0.6214                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0041            

                                      White                        49/2305 (  2.1)       23/2263 (  1.0)      2.09 ( 1.28, 3.42)    2.12 ( 1.28, 3.48)     0.01 (  0.00,  0.02)     0.0026                           

                                      Black Or African American     1/ 103 (  1.0)        4/ 116 (  3.4)      0.28 ( 0.03, 2.48)    0.27 ( 0.03, 2.50)    -0.02 ( -0.06,  0.01)     0.3737                           

                                      Asian                         1/ 440 (  0.2)        7/ 458 (  1.5)      0.15 ( 0.02, 1.20)    0.15 ( 0.02, 1.20)    -0.01 ( -0.03, -0.00)     0.0695                           

                                      Other                         0/ 110 (  0.0)        1/ 113 (  0.9)      0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0131            

                                      North America                38/ 997 (  3.8)       19/ 998 (  1.9)      2.00 ( 1.16, 3.45)    2.04 ( 1.17, 3.57)     0.02 (  0.00,  0.04)     0.0106                           

                                      Latin America                 0/ 361 (  0.0)        0/ 322 (  0.0)        NE                    NE                    NE                                                       

                                      Asia/Pacific                  0/ 404 (  0.0)        5/ 422 (  1.2)      0.09 ( 0.01, 1.71)    0.09 ( 0.01, 1.70)    -0.01 ( -0.02, -0.00)     0.0620                           

                                      Europe                       13/1196 (  1.1)       11/1208 (  0.9)      1.19 ( 0.54, 2.65)    1.20 ( 0.53, 2.68)     0.00 ( -0.01,  0.01)     0.6637                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1341            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        0/  95 (  0.0)      7.23 ( 0.38,138.0)    7.47 ( 0.38,146.6)     0.03 ( -0.00,  0.07)     0.1171                           

                                      >=45 mL/min/1.73m^2          48/2865 (  1.7)       35/2855 (  1.2)      1.37 ( 0.89, 2.11)    1.37 ( 0.89, 2.13)     0.00 ( -0.00,  0.01)     0.1552                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2736            

                                      <60 mL/min/1.73m^2           19/ 604 (  3.1)       10/ 658 (  1.5)      2.07 ( 0.97, 4.42)    2.10 ( 0.97, 4.56)     0.02 ( -0.00,  0.04)     0.0542                           

                                      >=60 mL/min/1.73m^2          32/2353 (  1.4)       25/2292 (  1.1)      1.25 ( 0.74, 2.10)    1.25 ( 0.74, 2.12)     0.00 ( -0.00,  0.01)     0.4048                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          51/2944 (  1.7)       35/2943 (  1.2)      1.46 ( 0.95, 2.23)    1.46 ( 0.95, 2.26)     0.01 ( -0.00,  0.01)     0.0825                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4734            

                                      <30 mg/g                      8/ 333 (  2.4)        6/ 352 (  1.7)      1.41 ( 0.49, 4.02)    1.42 ( 0.49, 4.14)     0.01 ( -0.02,  0.03)     0.5191                           

                                      >=30 - <=300 mg/g            34/2016 (  1.7)       20/2011 (  1.0)      1.70 ( 0.98, 2.94)    1.71 ( 0.98, 2.98)     0.01 ( -0.00,  0.01)     0.0563                           

                                      >300 mg/g                     8/ 592 (  1.4)        9/ 574 (  1.6)      0.86 ( 0.33, 2.22)    0.86 ( 0.33, 2.24)    -0.00 ( -0.02,  0.01)     0.7578                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4434            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    20/ 907 (  2.2)       11/ 910 (  1.2)      1.82 ( 0.88, 3.79)    1.84 ( 0.88, 3.87)     0.01 ( -0.00,  0.02)     0.1012                           

                                      >=130 mmHg                   31/2051 (  1.5)       24/2040 (  1.2)      1.28 ( 0.76, 2.18)    1.29 ( 0.75, 2.20)     0.00 ( -0.00,  0.01)     0.3523                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1955            

                                      no                           42/2604 (  1.6)       32/2578 (  1.2)      1.30 ( 0.82, 2.05)    1.30 ( 0.82, 2.07)     0.00 ( -0.00,  0.01)     0.2596                           

                                      yes                           9/ 354 (  2.5)        3/ 372 (  0.8)      3.15 ( 0.86,11.55)    3.21 ( 0.86,11.95)     0.02 ( -0.00,  0.04)     0.0669                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         41/2958 (  1.4)       39/2950 (  1.3)      1.05 ( 0.68, 1.62)    1.05 ( 0.67, 1.63)     0.00 ( -0.01,  0.01)     0.8314                           

 PT: Ischaemic stroke                                                                                                                                                                                                

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7146            

                                      <=65 years                   22/1690 (  1.3)       19/1660 (  1.1)      1.14 ( 0.62, 2.09)    1.14 ( 0.61, 2.11)     0.00 ( -0.01,  0.01)     0.6791                           

                                      >65 years                    19/1268 (  1.5)       20/1290 (  1.6)      0.97 ( 0.52, 1.80)    0.97 ( 0.51, 1.82)    -0.00 ( -0.01,  0.01)     0.9146                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8164            

                                      male                         28/2026 (  1.4)       25/1970 (  1.3)      1.09 ( 0.64, 1.86)    1.09 ( 0.63, 1.88)     0.00 ( -0.01,  0.01)     0.7549                           

                                      female                       13/ 932 (  1.4)       14/ 980 (  1.4)      0.98 ( 0.46, 2.07)    0.98 ( 0.46, 2.09)    -0.00 ( -0.01,  0.01)     0.9502                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5684            

                                      White                        38/2305 (  1.6)       36/2263 (  1.6)      1.04 ( 0.66, 1.63)    1.04 ( 0.65, 1.64)     0.00 ( -0.01,  0.01)     0.8771                           

                                      Black Or African American     0/ 103 (  0.0)        1/ 116 (  0.9)      0.38 ( 0.02, 9.11)    0.37 ( 0.01, 9.23)    -0.01 ( -0.03,  0.01)     1.0000                           

                                      Asian                         3/ 440 (  0.7)        2/ 458 (  0.4)      1.56 ( 0.26, 9.30)    1.57 ( 0.26, 9.41)     0.00 ( -0.01,  0.01)     0.6808                           

                                      Other                         0/ 110 (  0.0)        0/ 113 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6718            

                                      North America                 7/ 997 (  0.7)       11/ 998 (  1.1)      0.64 ( 0.25, 1.64)    0.63 ( 0.24, 1.64)    -0.00 ( -0.01,  0.01)     0.3448                           

                                      Latin America                 3/ 361 (  0.8)        2/ 322 (  0.6)      1.34 ( 0.22, 7.96)    1.34 ( 0.22, 8.08)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  3/ 404 (  0.7)        2/ 422 (  0.5)      1.57 ( 0.26, 9.33)    1.57 ( 0.26, 9.45)     0.00 ( -0.01,  0.01)     0.6802                           

                                      Europe                       28/1196 (  2.3)       24/1208 (  2.0)      1.18 ( 0.69, 2.02)    1.18 ( 0.68, 2.05)     0.00 ( -0.01,  0.02)     0.5505                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3092            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        1/  95 (  1.1)      0.34 ( 0.01, 8.34)    0.34 ( 0.01, 8.47)    -0.01 ( -0.03,  0.01)     1.0000                           

                                      >=45 mL/min/1.73m^2          41/2865 (  1.4)       38/2855 (  1.3)      1.08 ( 0.69, 1.67)    1.08 ( 0.69, 1.68)     0.00 ( -0.01,  0.01)     0.7458                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2998            

                                      <60 mL/min/1.73m^2            6/ 604 (  1.0)       10/ 658 (  1.5)      0.65 ( 0.24, 1.79)    0.65 ( 0.23, 1.80)    -0.01 ( -0.02,  0.01)     0.4040                           

                                      >=60 mL/min/1.73m^2          35/2353 (  1.5)       29/2292 (  1.3)      1.18 ( 0.72, 1.92)    1.18 ( 0.72, 1.93)     0.00 ( -0.00,  0.01)     0.5161                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1515            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          41/2944 (  1.4)       38/2943 (  1.3)      1.08 ( 0.70, 1.67)    1.08 ( 0.69, 1.68)     0.00 ( -0.01,  0.01)     0.7352                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5940            

                                      <30 mg/g                      2/ 333 (  0.6)        4/ 352 (  1.1)      0.53 ( 0.10, 2.87)    0.53 ( 0.10, 2.89)    -0.01 ( -0.02,  0.01)     0.6869                           

                                      >=30 - <=300 mg/g            30/2016 (  1.5)       24/2011 (  1.2)      1.25 ( 0.73, 2.13)    1.25 ( 0.73, 2.15)     0.00 ( -0.00,  0.01)     0.4164                           

                                      >300 mg/g                     9/ 592 (  1.5)        9/ 574 (  1.6)      0.97 ( 0.39, 2.43)    0.97 ( 0.38, 2.46)    -0.00 ( -0.02,  0.02)     0.9474                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3180            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     5/ 907 (  0.6)        8/ 910 (  0.9)      0.63 ( 0.21, 1.91)    0.63 ( 0.20, 1.92)    -0.00 ( -0.01,  0.01)     0.4072                           

                                      >=130 mmHg                   36/2051 (  1.8)       31/2040 (  1.5)      1.16 ( 0.72, 1.86)    1.16 ( 0.71, 1.88)     0.00 ( -0.01,  0.01)     0.5527                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2605            

                                      no                           31/2604 (  1.2)       33/2578 (  1.3)      0.93 ( 0.57, 1.51)    0.93 ( 0.57, 1.52)    -0.00 ( -0.01,  0.01)     0.7703                           

                                      yes                          10/ 354 (  2.8)        6/ 372 (  1.6)      1.75 ( 0.64, 4.77)    1.77 ( 0.64, 4.93)     0.01 ( -0.01,  0.04)     0.2665                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         36/2958 (  1.2)       31/2950 (  1.1)      1.16 ( 0.72, 1.87)    1.16 ( 0.72, 1.88)     0.00 ( -0.00,  0.01)     0.5464                           

 PT: Syncope                                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1938            

                                      <=65 years                   15/1690 (  0.9)        8/1660 (  0.5)      1.84 ( 0.78, 4.33)    1.85 ( 0.78, 4.37)     0.00 ( -0.00,  0.01)     0.1552                           

                                      >65 years                    21/1268 (  1.7)       23/1290 (  1.8)      0.93 ( 0.52, 1.67)    0.93 ( 0.51, 1.68)    -0.00 ( -0.01,  0.01)     0.8053                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6267            

                                      male                         31/2026 (  1.5)       25/1970 (  1.3)      1.21 ( 0.71, 2.03)    1.21 ( 0.71, 2.05)     0.00 ( -0.01,  0.01)     0.4828                           

                                      female                        5/ 932 (  0.5)        6/ 980 (  0.6)      0.88 ( 0.27, 2.86)    0.88 ( 0.27, 2.88)    -0.00 ( -0.01,  0.01)     0.8267                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7085            

                                      White                        29/2305 (  1.3)       24/2263 (  1.1)      1.19 ( 0.69, 2.03)    1.19 ( 0.69, 2.05)     0.00 ( -0.00,  0.01)     0.5330                           

                                      Black Or African American     3/ 103 (  2.9)        5/ 116 (  4.3)      0.68 ( 0.17, 2.76)    0.67 ( 0.16, 2.86)    -0.01 ( -0.06,  0.04)     0.7255                           

                                      Asian                         3/ 440 (  0.7)        1/ 458 (  0.2)      3.12 ( 0.33,29.91)    3.14 ( 0.33,30.28)     0.00 ( -0.00,  0.01)     0.3644                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2426            

                                      North America                22/ 997 (  2.2)       24/ 998 (  2.4)      0.92 ( 0.52, 1.63)    0.92 ( 0.51, 1.64)    -0.00 ( -0.02,  0.01)     0.7681                           

                                      Latin America                 2/ 361 (  0.6)        0/ 322 (  0.0)      4.46 ( 0.21,92.58)    4.49 ( 0.21,93.78)     0.01 ( -0.00,  0.01)     0.5009                           

                                      Asia/Pacific                  2/ 404 (  0.5)        0/ 422 (  0.0)      5.22 ( 0.25,108.4)    5.25 ( 0.25,109.7)     0.00 ( -0.00,  0.01)     0.2389                           

                                      Europe                       10/1196 (  0.8)        7/1208 (  0.6)      1.44 ( 0.55, 3.78)    1.45 ( 0.55, 3.81)     0.00 ( -0.01,  0.01)     0.4528                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2447            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        3/  95 (  3.2)      0.34 ( 0.04, 3.25)    0.34 ( 0.03, 3.30)    -0.02 ( -0.06,  0.02)     0.6211                           

                                      >=45 mL/min/1.73m^2          35/2865 (  1.2)       28/2855 (  1.0)      1.25 ( 0.76, 2.04)    1.25 ( 0.76, 2.06)     0.00 ( -0.00,  0.01)     0.3828                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6281            

                                      <60 mL/min/1.73m^2           11/ 604 (  1.8)       12/ 658 (  1.8)      1.00 ( 0.44, 2.25)    1.00 ( 0.44, 2.28)    -0.00 ( -0.02,  0.02)     0.9973                           

                                      >=60 mL/min/1.73m^2          25/2353 (  1.1)       19/2292 (  0.8)      1.28 ( 0.71, 2.32)    1.28 ( 0.71, 2.34)     0.00 ( -0.00,  0.01)     0.4115                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          36/2944 (  1.2)       31/2943 (  1.1)      1.16 ( 0.72, 1.87)    1.16 ( 0.72, 1.88)     0.00 ( -0.00,  0.01)     0.5399                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.7331            

                                      <30 mg/g                      5/ 333 (  1.5)        7/ 352 (  2.0)      0.76 ( 0.24, 2.36)    0.75 ( 0.24, 2.39)    -0.00 ( -0.03,  0.02)     0.6274                           

                                      >=30 - <=300 mg/g            21/2016 (  1.0)       17/2011 (  0.8)      1.23 ( 0.65, 2.33)    1.23 ( 0.65, 2.35)     0.00 ( -0.00,  0.01)     0.5194                           

                                      >300 mg/g                     8/ 592 (  1.4)        6/ 574 (  1.0)      1.29 ( 0.45, 3.70)    1.30 ( 0.45, 3.76)     0.00 ( -0.01,  0.02)     0.6316                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3844            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    14/ 907 (  1.5)        9/ 910 (  1.0)      1.56 ( 0.68, 3.59)    1.57 ( 0.68, 3.64)     0.01 ( -0.01,  0.02)     0.2906                           

                                      >=130 mmHg                   22/2051 (  1.1)       22/2040 (  1.1)      0.99 ( 0.55, 1.79)    0.99 ( 0.55, 1.80)    -0.00 ( -0.01,  0.01)     0.9857                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4136            

                                      no                           29/2604 (  1.1)       22/2578 (  0.9)      1.31 ( 0.75, 2.27)    1.31 ( 0.75, 2.28)     0.00 ( -0.00,  0.01)     0.3426                           

                                      yes                           7/ 354 (  2.0)        9/ 372 (  2.4)      0.82 ( 0.31, 2.17)    0.81 ( 0.30, 2.21)    -0.00 ( -0.03,  0.02)     0.6854                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         41/2958 (  1.4)       25/2950 (  0.8)      1.64 ( 1.00, 2.68)    1.64 ( 1.00, 2.71)     0.01 ( -0.00,  0.01)     0.0489                           

 PT: Transient ischaemic attack                                                                                                                                                                                      

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2796            

                                      <=65 years                   19/1690 (  1.1)        8/1660 (  0.5)      2.33 ( 1.02, 5.31)    2.35 ( 1.03, 5.38)     0.01 ( -0.00,  0.01)     0.0377                           

                                      >65 years                    22/1268 (  1.7)       17/1290 (  1.3)      1.32 ( 0.70, 2.47)    1.32 ( 0.70, 2.50)     0.00 ( -0.01,  0.01)     0.3893                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5966            

                                      male                         26/2026 (  1.3)       17/1970 (  0.9)      1.49 ( 0.81, 2.73)    1.49 ( 0.81, 2.76)     0.00 ( -0.00,  0.01)     0.1979                           

                                      female                       15/ 932 (  1.6)        8/ 980 (  0.8)      1.97 ( 0.84, 4.63)    1.99 ( 0.84, 4.71)     0.01 ( -0.00,  0.02)     0.1119                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1938            

                                      White                        39/2305 (  1.7)       20/2263 (  0.9)      1.91 ( 1.12, 3.27)    1.93 ( 1.12, 3.32)     0.01 (  0.00,  0.02)     0.0156                           

                                      Black Or African American     1/ 103 (  1.0)        3/ 116 (  2.6)      0.38 ( 0.04, 3.55)    0.37 ( 0.04, 3.61)    -0.02 ( -0.05,  0.02)     0.6242                           

                                      Asian                         1/ 440 (  0.2)        2/ 458 (  0.4)      0.52 ( 0.05, 5.72)    0.52 ( 0.05, 5.75)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         0/ 110 (  0.0)        0/ 113 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5053            

                                      North America                18/ 997 (  1.8)       15/ 998 (  1.5)      1.20 ( 0.61, 2.37)    1.20 ( 0.60, 2.40)     0.00 ( -0.01,  0.02)     0.5965                           

                                      Latin America                 4/ 361 (  1.1)        1/ 322 (  0.3)      3.57 ( 0.40,31.76)    3.60 ( 0.40,32.35)     0.01 ( -0.00,  0.02)     0.3773                           

                                      Asia/Pacific                  2/ 404 (  0.5)        2/ 422 (  0.5)      1.04 ( 0.15, 7.38)    1.04 ( 0.15, 7.45)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       17/1196 (  1.4)        7/1208 (  0.6)      2.45 ( 1.02, 5.89)    2.47 ( 1.02, 5.99)     0.01 ( -0.00,  0.02)     0.0379                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4227            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        0/  95 (  0.0)      3.10 ( 0.13,75.06)    3.13 ( 0.13,77.85)     0.01 ( -0.01,  0.03)     0.4920                           

                                      >=45 mL/min/1.73m^2          40/2865 (  1.4)       25/2855 (  0.9)      1.59 ( 0.97, 2.62)    1.60 ( 0.97, 2.65)     0.01 ( -0.00,  0.01)     0.0633                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2578            

                                      <60 mL/min/1.73m^2           10/ 604 (  1.7)       10/ 658 (  1.5)      1.09 ( 0.46, 2.60)    1.09 ( 0.45, 2.64)     0.00 ( -0.01,  0.02)     0.8470                           

                                      >=60 mL/min/1.73m^2          31/2353 (  1.3)       15/2292 (  0.7)      2.01 ( 1.09, 3.72)    2.03 ( 1.09, 3.76)     0.01 (  0.00,  0.01)     0.0225                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          41/2944 (  1.4)       25/2943 (  0.8)      1.64 ( 1.00, 2.69)    1.65 ( 1.00, 2.72)     0.01 ( -0.00,  0.01)     0.0478                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.6380            

                                      <30 mg/g                      5/ 333 (  1.5)        5/ 352 (  1.4)      1.06 ( 0.31, 3.62)    1.06 ( 0.30, 3.69)     0.00 ( -0.02,  0.02)     1.0000                           

                                      >=30 - <=300 mg/g            30/2016 (  1.5)       15/2011 (  0.7)      2.00 ( 1.08, 3.70)    2.01 ( 1.08, 3.75)     0.01 (  0.00,  0.01)     0.0251                           

                                      >300 mg/g                     6/ 592 (  1.0)        4/ 574 (  0.7)      1.45 ( 0.41, 5.13)    1.46 ( 0.41, 5.20)     0.00 ( -0.01,  0.01)     0.7531                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5099            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    18/ 907 (  2.0)        9/ 910 (  1.0)      2.01 ( 0.91, 4.44)    2.03 ( 0.91, 4.54)     0.01 ( -0.00,  0.02)     0.0796                           

                                      >=130 mmHg                   23/2051 (  1.1)       16/2040 (  0.8)      1.43 ( 0.76, 2.70)    1.43 ( 0.76, 2.72)     0.00 ( -0.00,  0.01)     0.2673                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1522            

                                      no                           35/2604 (  1.3)       24/2578 (  0.9)      1.44 ( 0.86, 2.42)    1.45 ( 0.86, 2.44)     0.00 ( -0.00,  0.01)     0.1611                           

                                      yes                           6/ 354 (  1.7)        1/ 372 (  0.3)      6.31 ( 0.76,52.11)    6.40 ( 0.77,53.40)     0.01 ( -0.00,  0.03)     0.0629                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Psychiatric disorders        Overall                         73/2958 (  2.5)       68/2950 (  2.3)      1.07 ( 0.77, 1.48)    1.07 ( 0.77, 1.50)     0.00 ( -0.01,  0.01)     0.6819                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8407            

                                      <=65 years                   37/1690 (  2.2)       35/1660 (  2.1)      1.04 ( 0.66, 1.64)    1.04 ( 0.65, 1.66)     0.00 ( -0.01,  0.01)     0.8717                           

                                      >65 years                    36/1268 (  2.8)       33/1290 (  2.6)      1.11 ( 0.70, 1.77)    1.11 ( 0.69, 1.80)     0.00 ( -0.01,  0.02)     0.6610                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6617            

                                      male                         52/2026 (  2.6)       45/1970 (  2.3)      1.12 ( 0.76, 1.67)    1.13 ( 0.75, 1.69)     0.00 ( -0.01,  0.01)     0.5621                           

                                      female                       21/ 932 (  2.3)       23/ 980 (  2.3)      0.96 ( 0.54, 1.72)    0.96 ( 0.53, 1.75)    -0.00 ( -0.02,  0.01)     0.8914                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5990            

                                      White                        64/2305 (  2.8)       55/2263 (  2.4)      1.14 ( 0.80, 1.63)    1.15 ( 0.80, 1.65)     0.00 ( -0.01,  0.01)     0.4628                           

                                      Black Or African American     4/ 103 (  3.9)        4/ 116 (  3.4)      1.13 ( 0.29, 4.39)    1.13 ( 0.28, 4.64)     0.00 ( -0.05,  0.05)     1.0000                           

                                      Asian                         3/ 440 (  0.7)        7/ 458 (  1.5)      0.45 ( 0.12, 1.71)    0.44 ( 0.11, 1.72)    -0.01 ( -0.02,  0.01)     0.3420                           

                                      Other                         2/ 110 (  1.8)        2/ 113 (  1.8)      1.03 ( 0.15, 7.17)    1.03 ( 0.14, 7.43)     0.00 ( -0.03,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6226            

                                      North America                50/ 997 (  5.0)       41/ 998 (  4.1)      1.22 ( 0.82, 1.83)    1.23 ( 0.81, 1.88)     0.01 ( -0.01,  0.03)     0.3319                           

                                      Latin America                 2/ 361 (  0.6)        1/ 322 (  0.3)      1.78 ( 0.16,19.58)    1.79 ( 0.16,19.81)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  4/ 404 (  1.0)        7/ 422 (  1.7)      0.60 ( 0.18, 2.02)    0.59 ( 0.17, 2.04)    -0.01 ( -0.03,  0.01)     0.4023                           

                                      Europe                       17/1196 (  1.4)       19/1208 (  1.6)      0.90 ( 0.47, 1.73)    0.90 ( 0.47, 1.74)    -0.00 ( -0.01,  0.01)     0.7599                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4226            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        2/  95 (  2.1)      2.07 ( 0.39,11.00)    2.11 ( 0.38,11.83)     0.02 ( -0.03,  0.07)     0.4393                           

                                      >=45 mL/min/1.73m^2          69/2865 (  2.4)       66/2855 (  2.3)      1.04 ( 0.75, 1.45)    1.04 ( 0.74, 1.47)     0.00 ( -0.01,  0.01)     0.8098                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7054            

                                      <60 mL/min/1.73m^2           25/ 604 (  4.1)       23/ 658 (  3.5)      1.18 ( 0.68, 2.06)    1.19 ( 0.67, 2.12)     0.01 ( -0.02,  0.03)     0.5506                           

                                      >=60 mL/min/1.73m^2          48/2353 (  2.0)       45/2292 (  2.0)      1.04 ( 0.69, 1.55)    1.04 ( 0.69, 1.57)     0.00 ( -0.01,  0.01)     0.8522                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          73/2944 (  2.5)       68/2943 (  2.3)      1.07 ( 0.77, 1.49)    1.08 ( 0.77, 1.50)     0.00 ( -0.01,  0.01)     0.6715                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2944            

                                      <30 mg/g                     14/ 333 (  4.2)       11/ 352 (  3.1)      1.35 ( 0.62, 2.92)    1.36 ( 0.61, 3.04)     0.01 ( -0.02,  0.04)     0.4519                           

                                      >=30 - <=300 mg/g            46/2016 (  2.3)       39/2011 (  1.9)      1.18 ( 0.77, 1.79)    1.18 ( 0.77, 1.82)     0.00 ( -0.01,  0.01)     0.4498                           

                                      >300 mg/g                    12/ 592 (  2.0)       18/ 574 (  3.1)      0.65 ( 0.31, 1.33)    0.64 ( 0.31, 1.34)    -0.01 ( -0.03,  0.01)     0.2320                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1416            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    31/ 907 (  3.4)       21/ 910 (  2.3)      1.48 ( 0.86, 2.56)    1.50 ( 0.85, 2.63)     0.01 ( -0.01,  0.03)     0.1560                           

                                      >=130 mmHg                   42/2051 (  2.0)       47/2040 (  2.3)      0.89 ( 0.59, 1.34)    0.89 ( 0.58, 1.35)    -0.00 ( -0.01,  0.01)     0.5745                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3735            

                                      no                           60/2604 (  2.3)       59/2578 (  2.3)      1.01 ( 0.71, 1.44)    1.01 ( 0.70, 1.45)     0.00 ( -0.01,  0.01)     0.9702                           

                                      yes                          13/ 354 (  3.7)        9/ 372 (  2.4)      1.52 ( 0.66, 3.51)    1.54 ( 0.65, 3.64)     0.01 ( -0.02,  0.04)     0.3252                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary disorders  Overall                        544/2958 ( 18.4)      595/2950 ( 20.2)      0.91 ( 0.82, 1.01)    0.89 ( 0.78, 1.02)    -0.02 ( -0.04,  0.00)     0.0832                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3417            

                                      <=65 years                  271/1690 ( 16.0)      307/1660 ( 18.5)      0.87 ( 0.75, 1.01)    0.84 ( 0.70, 1.01)    -0.02 ( -0.05,  0.00)     0.0598                           

                                      >65 years                   273/1268 ( 21.5)      288/1290 ( 22.3)      0.96 ( 0.83, 1.12)    0.95 ( 0.79, 1.15)    -0.01 ( -0.04,  0.02)     0.6269                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0910            

                                      male                        379/2026 ( 18.7)      429/1970 ( 21.8)      0.86 ( 0.76, 0.97)    0.83 ( 0.71, 0.96)    -0.03 ( -0.06, -0.01)     0.0157                           

                                      female                      165/ 932 ( 17.7)      166/ 980 ( 16.9)      1.05 ( 0.86, 1.27)    1.05 ( 0.83, 1.34)     0.01 ( -0.03,  0.04)     0.6586                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3518            

                                      White                       457/2305 ( 19.8)      492/2263 ( 21.7)      0.91 ( 0.81, 1.02)    0.89 ( 0.77, 1.03)    -0.02 ( -0.04,  0.00)     0.1108                           

                                      Black Or African American    19/ 103 ( 18.4)       27/ 116 ( 23.3)      0.79 ( 0.47, 1.34)    0.75 ( 0.39, 1.44)    -0.05 ( -0.16,  0.07)     0.3823                           

                                      Asian                        55/ 440 ( 12.5)       53/ 458 ( 11.6)      1.08 ( 0.76, 1.54)    1.09 ( 0.73, 1.63)     0.01 ( -0.04,  0.05)     0.6693                           

                                      Other                        13/ 110 ( 11.8)       23/ 113 ( 20.4)      0.58 ( 0.31, 1.09)    0.52 ( 0.25, 1.10)    -0.09 ( -0.19,  0.02)     0.0840                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2139            

                                      North America               255/ 997 ( 25.6)      255/ 998 ( 25.6)      1.00 ( 0.86, 1.16)    1.00 ( 0.82, 1.22)     0.00 ( -0.04,  0.04)     0.9895                           

                                      Latin America                32/ 361 (  8.9)       43/ 322 ( 13.4)      0.66 ( 0.43, 1.02)    0.63 ( 0.39, 1.02)    -0.04 ( -0.10,  0.00)     0.0612                           

                                      Asia/Pacific                 56/ 404 ( 13.9)       57/ 422 ( 13.5)      1.03 ( 0.73, 1.45)    1.03 ( 0.69, 1.53)     0.00 ( -0.05,  0.05)     0.8823                           

                                      Europe                      201/1196 ( 16.8)      240/1208 ( 19.9)      0.85 ( 0.71, 1.00)    0.81 ( 0.66, 1.00)    -0.03 ( -0.06,  0.00)     0.0525                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.8389            

                                      <45 mL/min/1.73m^2           33/  92 ( 35.9)       38/  95 ( 40.0)      0.90 ( 0.62, 1.30)    0.84 ( 0.46, 1.52)    -0.04 ( -0.18,  0.10)     0.5617                           

                                      >=45 mL/min/1.73m^2         510/2865 ( 17.8)      557/2855 ( 19.5)      0.91 ( 0.82, 1.02)    0.89 ( 0.78, 1.02)    -0.02 ( -0.04,  0.00)     0.0972                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0025            

                                      <60 mL/min/1.73m^2          189/ 604 ( 31.3)      177/ 658 ( 26.9)      1.16 ( 0.98, 1.38)    1.24 ( 0.97, 1.58)     0.04 ( -0.01,  0.10)     0.0860                           

                                      >=60 mL/min/1.73m^2         354/2353 ( 15.0)      418/2292 ( 18.2)      0.82 ( 0.72, 0.94)    0.79 ( 0.68, 0.93)    -0.03 ( -0.05, -0.01)     0.0035                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.5741            

                                      <30 mL/min/1.73m^2            5/  13 ( 38.5)        2/   7 ( 28.6)      1.35 ( 0.35, 5.24)    1.56 ( 0.21,11.37)     0.10 ( -0.33,  0.53)     1.0000                           

                                      >=30 mL/min/1.73m^2         538/2944 ( 18.3)      593/2943 ( 20.1)      0.91 ( 0.82, 1.01)    0.89 ( 0.78, 1.01)    -0.02 ( -0.04,  0.00)     0.0679                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0255            

                                      <30 mg/g                     92/ 333 ( 27.6)       76/ 352 ( 21.6)      1.28 ( 0.98, 1.67)    1.39 ( 0.98, 1.97)     0.06 ( -0.01,  0.13)     0.0666                           

                                      >=30 - <=300 mg/g           320/2016 ( 15.9)      373/2011 ( 18.5)      0.86 ( 0.75, 0.98)    0.83 ( 0.70, 0.98)    -0.03 ( -0.05, -0.00)     0.0246                           

                                      >300 mg/g                   128/ 592 ( 21.6)      145/ 574 ( 25.3)      0.86 ( 0.70, 1.05)    0.82 ( 0.62, 1.07)    -0.04 ( -0.09,  0.01)     0.1425                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4800            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                   174/ 907 ( 19.2)      181/ 910 ( 19.9)      0.96 ( 0.80, 1.16)    0.96 ( 0.76, 1.21)    -0.01 ( -0.04,  0.03)     0.7044                           

                                      >=130 mmHg                  370/2051 ( 18.0)      414/2040 ( 20.3)      0.89 ( 0.78, 1.01)    0.86 ( 0.74, 1.01)    -0.02 ( -0.05,  0.00)     0.0671                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3244            

                                      no                          447/2604 ( 17.2)      496/2578 ( 19.2)      0.89 ( 0.79, 1.00)    0.87 ( 0.76, 1.00)    -0.02 ( -0.04,  0.00)     0.0531                           

                                      yes                          97/ 354 ( 27.4)       99/ 372 ( 26.6)      1.03 ( 0.81, 1.31)    1.04 ( 0.75, 1.44)     0.01 ( -0.06,  0.07)     0.8111                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                        102/2958 (  3.4)      138/2950 (  4.7)      0.74 ( 0.57, 0.95)    0.73 ( 0.56, 0.94)    -0.01 ( -0.02, -0.00)     0.0167                           

 disorders, PT: Acute kidney                                                                                                                                                                                         

 injury                                                                                                                                                                                                              

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3965            

                                      <=65 years                   47/1690 (  2.8)       70/1660 (  4.2)      0.66 ( 0.46, 0.95)    0.65 ( 0.45, 0.95)    -0.01 ( -0.03, -0.00)     0.0236                           

                                      >65 years                    55/1268 (  4.3)       68/1290 (  5.3)      0.82 ( 0.58, 1.16)    0.81 ( 0.57, 1.17)    -0.01 ( -0.03,  0.01)     0.2698                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0897            

                                      male                         71/2026 (  3.5)      107/1970 (  5.4)      0.65 ( 0.48, 0.87)    0.63 ( 0.47, 0.86)    -0.02 ( -0.03, -0.01)     0.0032                           

                                      female                       31/ 932 (  3.3)       31/ 980 (  3.2)      1.05 ( 0.64, 1.72)    1.05 ( 0.63, 1.75)     0.00 ( -0.02,  0.02)     0.8407                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1938            

                                      White                        90/2305 (  3.9)      113/2263 (  5.0)      0.78 ( 0.60, 1.03)    0.77 ( 0.58, 1.03)    -0.01 ( -0.02,  0.00)     0.0742                           

                                      Black Or African American     7/ 103 (  6.8)        8/ 116 (  6.9)      0.99 ( 0.37, 2.62)    0.98 ( 0.34, 2.82)    -0.00 ( -0.08,  0.08)     0.9766                           

                                      Asian                         4/ 440 (  0.9)        9/ 458 (  2.0)      0.46 ( 0.14, 1.49)    0.46 ( 0.14, 1.50)    -0.01 ( -0.03,  0.01)     0.1856                           

                                      Other                         1/ 110 (  0.9)        8/ 113 (  7.1)      0.13 ( 0.02, 1.01)    0.12 ( 0.01, 0.98)    -0.06 ( -0.11, -0.01)     0.0355                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5344            

                                      North America                63/ 997 (  6.3)       85/ 998 (  8.5)      0.74 ( 0.54, 1.02)    0.72 ( 0.52, 1.02)    -0.02 ( -0.05,  0.00)     0.0611                           

                                      Latin America                 2/ 361 (  0.6)        7/ 322 (  2.2)      0.25 ( 0.05, 1.22)    0.25 ( 0.05, 1.22)    -0.02 ( -0.03,  0.00)     0.0918                           

                                      Asia/Pacific                 12/ 404 (  3.0)       15/ 422 (  3.6)      0.84 ( 0.40, 1.76)    0.83 ( 0.38, 1.80)    -0.01 ( -0.03,  0.02)     0.6371                           

                                      Europe                       25/1196 (  2.1)       31/1208 (  2.6)      0.81 ( 0.48, 1.37)    0.81 ( 0.48, 1.38)    -0.00 ( -0.02,  0.01)     0.4393                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.7634            

                                      <45 mL/min/1.73m^2            7/  92 (  7.6)       11/  95 ( 11.6)      0.66 ( 0.27, 1.62)    0.63 ( 0.23, 1.70)    -0.04 ( -0.14,  0.06)     0.3587                           

                                      >=45 mL/min/1.73m^2          95/2865 (  3.3)      127/2855 (  4.4)      0.75 ( 0.57, 0.97)    0.74 ( 0.56, 0.97)    -0.01 ( -0.02, -0.00)     0.0266                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6075            

                                      <60 mL/min/1.73m^2           40/ 604 (  6.6)       53/ 658 (  8.1)      0.82 ( 0.55, 1.22)    0.81 ( 0.53, 1.24)    -0.01 ( -0.04,  0.02)     0.3309                           

                                      >=60 mL/min/1.73m^2          62/2353 (  2.6)       85/2292 (  3.7)      0.71 ( 0.51, 0.98)    0.70 ( 0.50, 0.98)    -0.01 ( -0.02, -0.00)     0.0367                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         102/2944 (  3.5)      138/2943 (  4.7)      0.74 ( 0.57, 0.95)    0.73 ( 0.56, 0.95)    -0.01 ( -0.02, -0.00)     0.0175                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5866            

                                      <30 mg/g                     15/ 333 (  4.5)       21/ 352 (  6.0)      0.76 ( 0.40, 1.44)    0.74 ( 0.38, 1.47)    -0.01 ( -0.05,  0.02)     0.3919                           

                                      >=30 - <=300 mg/g            49/2016 (  2.4)       76/2011 (  3.8)      0.64 ( 0.45, 0.92)    0.63 ( 0.44, 0.91)    -0.01 ( -0.02, -0.00)     0.0136                           

                                      >300 mg/g                    36/ 592 (  6.1)       40/ 574 (  7.0)      0.87 ( 0.56, 1.35)    0.86 ( 0.54, 1.38)    -0.01 ( -0.04,  0.02)     0.5395                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6053            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    34/ 907 (  3.7)       42/ 910 (  4.6)      0.81 ( 0.52, 1.26)    0.80 ( 0.51, 1.28)    -0.01 ( -0.03,  0.01)     0.3563                           

                                      >=130 mmHg                   68/2051 (  3.3)       96/2040 (  4.7)      0.70 ( 0.52, 0.96)    0.69 ( 0.51, 0.95)    -0.01 ( -0.03, -0.00)     0.0234                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9305            

                                      no                           76/2604 (  2.9)      101/2578 (  3.9)      0.74 ( 0.56, 1.00)    0.74 ( 0.54, 1.00)    -0.01 ( -0.02,  0.00)     0.0477                           

                                      yes                          26/ 354 (  7.3)       37/ 372 (  9.9)      0.74 ( 0.46, 1.19)    0.72 ( 0.42, 1.21)    -0.03 ( -0.07,  0.02)     0.2136                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         55/2958 (  1.9)       82/2950 (  2.8)      0.67 ( 0.48, 0.94)    0.66 ( 0.47, 0.94)    -0.01 ( -0.02, -0.00)     0.0188                           

 disorders, PT: Chronic kidney                                                                                                                                                                                       

 disease                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5212            

                                      <=65 years                   33/1690 (  2.0)       44/1660 (  2.7)      0.74 ( 0.47, 1.15)    0.73 ( 0.46, 1.15)    -0.01 ( -0.02,  0.00)     0.1778                           

                                      >65 years                    22/1268 (  1.7)       38/1290 (  2.9)      0.59 ( 0.35, 0.99)    0.58 ( 0.34, 0.99)    -0.01 ( -0.02,  0.00)     0.0431                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5551            

                                      male                         41/2026 (  2.0)       56/1970 (  2.8)      0.71 ( 0.48, 1.06)    0.71 ( 0.47, 1.06)    -0.01 ( -0.02,  0.00)     0.0927                           

                                      female                       14/ 932 (  1.5)       26/ 980 (  2.7)      0.57 ( 0.30, 1.08)    0.56 ( 0.29, 1.08)    -0.01 ( -0.03,  0.00)     0.0789                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4520            

                                      White                        49/2305 (  2.1)       70/2263 (  3.1)      0.69 ( 0.48, 0.99)    0.68 ( 0.47, 0.98)    -0.01 ( -0.02, -0.00)     0.0402                           

                                      Black Or African American     0/ 103 (  0.0)        4/ 116 (  3.4)      0.13 ( 0.01, 2.29)    0.12 ( 0.01, 2.27)    -0.03 ( -0.07, -0.00)     0.1242                           

                                      Asian                         4/ 440 (  0.9)        6/ 458 (  1.3)      0.69 ( 0.20, 2.44)    0.69 ( 0.19, 2.47)    -0.00 ( -0.02,  0.01)     0.7530                           

                                      Other                         2/ 110 (  1.8)        2/ 113 (  1.8)      1.03 ( 0.15, 7.17)    1.03 ( 0.14, 7.43)     0.00 ( -0.03,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3478            

                                      North America                31/ 997 (  3.1)       41/ 998 (  4.1)      0.76 ( 0.48, 1.20)    0.75 ( 0.47, 1.20)    -0.01 ( -0.03,  0.01)     0.2318                           

                                      Latin America                 0/ 361 (  0.0)        2/ 322 (  0.6)      0.18 ( 0.01, 3.70)    0.18 ( 0.01, 3.71)    -0.01 ( -0.01,  0.00)     0.2219                           

                                      Asia/Pacific                  5/ 404 (  1.2)        4/ 422 (  0.9)      1.31 ( 0.35, 4.83)    1.31 ( 0.35, 4.91)     0.00 ( -0.01,  0.02)     0.7477                           

                                      Europe                       19/1196 (  1.6)       35/1208 (  2.9)      0.55 ( 0.32, 0.95)    0.54 ( 0.31, 0.95)    -0.01 ( -0.03, -0.00)     0.0304                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9109            

                                      <45 mL/min/1.73m^2            7/  92 (  7.6)       11/  95 ( 11.6)      0.66 ( 0.27, 1.62)    0.63 ( 0.23, 1.70)    -0.04 ( -0.14,  0.06)     0.3587                           

                                      >=45 mL/min/1.73m^2          48/2865 (  1.7)       71/2855 (  2.5)      0.67 ( 0.47, 0.97)    0.67 ( 0.46, 0.97)    -0.01 ( -0.02, -0.00)     0.0316                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2402            

                                      <60 mL/min/1.73m^2           29/ 604 (  4.8)       37/ 658 (  5.6)      0.85 ( 0.53, 1.37)    0.85 ( 0.51, 1.39)    -0.01 ( -0.03,  0.02)     0.5126                           

                                      >=60 mL/min/1.73m^2          26/2353 (  1.1)       45/2292 (  2.0)      0.56 ( 0.35, 0.91)    0.56 ( 0.34, 0.91)    -0.01 ( -0.02, -0.00)     0.0171                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          55/2944 (  1.9)       82/2943 (  2.8)      0.67 ( 0.48, 0.94)    0.66 ( 0.47, 0.94)    -0.01 ( -0.02, -0.00)     0.0195                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.6007            

                                      <30 mg/g                     10/ 333 (  3.0)       14/ 352 (  4.0)      0.76 ( 0.34, 1.68)    0.75 ( 0.33, 1.71)    -0.01 ( -0.04,  0.02)     0.4885                           

                                      >=30 - <=300 mg/g            28/2016 (  1.4)       39/2011 (  1.9)      0.72 ( 0.44, 1.16)    0.71 ( 0.44, 1.16)    -0.01 ( -0.01,  0.00)     0.1722                           

                                      >300 mg/g                    15/ 592 (  2.5)       29/ 574 (  5.1)      0.50 ( 0.27, 0.93)    0.49 ( 0.26, 0.92)    -0.03 ( -0.05, -0.00)     0.0241                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1200            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    23/ 907 (  2.5)       24/ 910 (  2.6)      0.96 ( 0.55, 1.69)    0.96 ( 0.54, 1.71)    -0.00 ( -0.02,  0.01)     0.8916                           

                                      >=130 mmHg                   32/2051 (  1.6)       58/2040 (  2.8)      0.55 ( 0.36, 0.84)    0.54 ( 0.35, 0.84)    -0.01 ( -0.02, -0.00)     0.0052                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7187            

                                      no                           42/2604 (  1.6)       64/2578 (  2.5)      0.65 ( 0.44, 0.96)    0.64 ( 0.43, 0.95)    -0.01 ( -0.02, -0.00)     0.0270                           

                                      yes                          13/ 354 (  3.7)       18/ 372 (  4.8)      0.76 ( 0.38, 1.53)    0.75 ( 0.36, 1.55)    -0.01 ( -0.04,  0.02)     0.4375                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         39/2958 (  1.3)       52/2950 (  1.8)      0.75 ( 0.50, 1.13)    0.74 ( 0.49, 1.13)    -0.00 ( -0.01,  0.00)     0.1657                           

 disorders, PT: Diabetic                                                                                                                                                                                             

 nephropathy                                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8133            

                                      <=65 years                   26/1690 (  1.5)       33/1660 (  2.0)      0.77 ( 0.46, 1.29)    0.77 ( 0.46, 1.29)    -0.00 ( -0.01,  0.01)     0.3228                           

                                      >65 years                    13/1268 (  1.0)       19/1290 (  1.5)      0.70 ( 0.35, 1.40)    0.69 ( 0.34, 1.41)    -0.00 ( -0.01,  0.01)     0.3086                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7711            

                                      male                         28/2026 (  1.4)       35/1970 (  1.8)      0.78 ( 0.48, 1.27)    0.77 ( 0.47, 1.28)    -0.00 ( -0.01,  0.00)     0.3168                           

                                      female                       11/ 932 (  1.2)       17/ 980 (  1.7)      0.68 ( 0.32, 1.44)    0.68 ( 0.32, 1.45)    -0.01 ( -0.02,  0.01)     0.3132                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2005            

                                      White                        30/2305 (  1.3)       42/2263 (  1.9)      0.70 ( 0.44, 1.12)    0.70 ( 0.43, 1.12)    -0.01 ( -0.01,  0.00)     0.1326                           

                                      Black Or African American     1/ 103 (  1.0)        0/ 116 (  0.0)      3.38 ( 0.14,81.95)    3.41 ( 0.14,84.63)     0.01 ( -0.01,  0.03)     0.4703                           

                                      Asian                         8/ 440 (  1.8)        7/ 458 (  1.5)      1.19 ( 0.44, 3.25)    1.19 ( 0.43, 3.32)     0.00 ( -0.02,  0.02)     0.7349                           

                                      Other                         0/ 110 (  0.0)        3/ 113 (  2.7)      0.15 ( 0.01, 2.81)    0.14 ( 0.01, 2.80)    -0.03 ( -0.06,  0.00)     0.2468                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1600            

                                      North America                 2/ 997 (  0.2)        8/ 998 (  0.8)      0.25 ( 0.05, 1.18)    0.25 ( 0.05, 1.17)    -0.01 ( -0.01,  0.00)     0.1085                           

                                      Latin America                 8/ 361 (  2.2)        5/ 322 (  1.6)      1.43 ( 0.47, 4.32)    1.44 ( 0.47, 4.44)     0.01 ( -0.02,  0.03)     0.5269                           

                                      Asia/Pacific                  8/ 404 (  2.0)        6/ 422 (  1.4)      1.39 ( 0.49, 3.98)    1.40 ( 0.48, 4.07)     0.01 ( -0.02,  0.03)     0.5345                           

                                      Europe                       21/1196 (  1.8)       33/1208 (  2.7)      0.64 ( 0.37, 1.10)    0.64 ( 0.37, 1.11)    -0.01 ( -0.02,  0.00)     0.1065                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1680            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        1/  95 (  1.1)      3.10 ( 0.33,29.24)    3.17 ( 0.32,31.03)     0.02 ( -0.02,  0.06)     0.3630                           

                                      >=45 mL/min/1.73m^2          36/2865 (  1.3)       51/2855 (  1.8)      0.70 ( 0.46, 1.07)    0.70 ( 0.46, 1.08)    -0.01 ( -0.01,  0.00)     0.1017                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6245            

                                      <60 mL/min/1.73m^2            8/ 604 (  1.3)       14/ 658 (  2.1)      0.62 ( 0.26, 1.47)    0.62 ( 0.26, 1.48)    -0.01 ( -0.02,  0.01)     0.2763                           

                                      >=60 mL/min/1.73m^2          31/2353 (  1.3)       38/2292 (  1.7)      0.79 ( 0.50, 1.27)    0.79 ( 0.49, 1.28)    -0.00 ( -0.01,  0.00)     0.3376                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.7940            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        1/   7 ( 14.3)      0.54 ( 0.04, 7.36)    0.50 ( 0.03, 9.46)    -0.07 ( -0.36,  0.23)     1.0000                           

                                      >=30 mL/min/1.73m^2          38/2944 (  1.3)       51/2943 (  1.7)      0.74 ( 0.49, 1.13)    0.74 ( 0.49, 1.13)    -0.00 ( -0.01,  0.00)     0.1645                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2848            

                                      <30 mg/g                      4/ 333 (  1.2)        4/ 352 (  1.1)      1.06 ( 0.27, 4.19)    1.06 ( 0.26, 4.26)     0.00 ( -0.02,  0.02)     1.0000                           

                                      >=30 - <=300 mg/g            25/2016 (  1.2)       27/2011 (  1.3)      0.92 ( 0.54, 1.59)    0.92 ( 0.53, 1.60)    -0.00 ( -0.01,  0.01)     0.7732                           

                                      >300 mg/g                    10/ 592 (  1.7)       21/ 574 (  3.7)      0.46 ( 0.22, 0.97)    0.45 ( 0.21, 0.97)    -0.02 ( -0.04,  0.00)     0.0367                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1238            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    12/ 907 (  1.3)        9/ 910 (  1.0)      1.34 ( 0.57, 3.16)    1.34 ( 0.56, 3.20)     0.00 ( -0.01,  0.01)     0.5055                           

                                      >=130 mmHg                   27/2051 (  1.3)       43/2040 (  2.1)      0.62 ( 0.39, 1.01)    0.62 ( 0.38, 1.01)    -0.01 ( -0.02,  0.00)     0.0510                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3458            

                                      no                           34/2604 (  1.3)       41/2578 (  1.6)      0.82 ( 0.52, 1.29)    0.82 ( 0.52, 1.29)    -0.00 ( -0.01,  0.00)     0.3909                           

                                      yes                           5/ 354 (  1.4)       11/ 372 (  3.0)      0.48 ( 0.17, 1.36)    0.47 ( 0.16, 1.37)    -0.02 ( -0.04,  0.01)     0.1568                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         95/2958 (  3.2)       78/2950 (  2.6)      1.21 ( 0.90, 1.63)    1.22 ( 0.90, 1.66)     0.01 ( -0.00,  0.01)     0.1958                           

 disorders, PT: Haematuria                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3831            

                                      <=65 years                   47/1690 (  2.8)       43/1660 (  2.6)      1.07 ( 0.71, 1.61)    1.08 ( 0.71, 1.64)     0.00 ( -0.01,  0.01)     0.7329                           

                                      >65 years                    48/1268 (  3.8)       35/1290 (  2.7)      1.40 ( 0.91, 2.14)    1.41 ( 0.91, 2.20)     0.01 ( -0.00,  0.03)     0.1260                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1873            

                                      male                         61/2026 (  3.0)       56/1970 (  2.8)      1.06 ( 0.74, 1.51)    1.06 ( 0.73, 1.53)     0.00 ( -0.01,  0.01)     0.7525                           

                                      female                       34/ 932 (  3.6)       22/ 980 (  2.2)      1.63 ( 0.96, 2.76)    1.65 ( 0.96, 2.84)     0.01 ( -0.00,  0.03)     0.0690                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0382            

                                      White                        88/2305 (  3.8)       63/2263 (  2.8)      1.37 ( 1.00, 1.89)    1.39 ( 1.00, 1.93)     0.01 ( -0.00,  0.02)     0.0507                           

                                      Black Or African American     4/ 103 (  3.9)        5/ 116 (  4.3)      0.90 ( 0.25, 3.27)    0.90 ( 0.23, 3.43)    -0.00 ( -0.06,  0.05)     1.0000                           

                                      Asian                         3/ 440 (  0.7)        4/ 458 (  0.9)      0.78 ( 0.18, 3.47)    0.78 ( 0.17, 3.50)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         0/ 110 (  0.0)        6/ 113 (  5.3)      0.08 ( 0.00, 1.39)    0.07 ( 0.00, 1.34)    -0.05 ( -0.09, -0.01)     0.0293                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6771            

                                      North America                64/ 997 (  6.4)       50/ 998 (  5.0)      1.28 ( 0.89, 1.84)    1.30 ( 0.89, 1.90)     0.01 ( -0.01,  0.04)     0.1752                           

                                      Latin America                 0/ 361 (  0.0)        1/ 322 (  0.3)      0.30 ( 0.01, 7.28)    0.30 ( 0.01, 7.30)    -0.00 ( -0.01,  0.00)     0.4714                           

                                      Asia/Pacific                  3/ 404 (  0.7)        3/ 422 (  0.7)      1.04 ( 0.21, 5.15)    1.04 ( 0.21, 5.21)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       28/1196 (  2.3)       24/1208 (  2.0)      1.18 ( 0.69, 2.02)    1.18 ( 0.68, 2.05)     0.00 ( -0.01,  0.02)     0.5505                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.5373            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        4/  95 (  4.2)      0.77 ( 0.18, 3.37)    0.77 ( 0.17, 3.52)    -0.01 ( -0.06,  0.04)     1.0000                           

                                      >=45 mL/min/1.73m^2          92/2865 (  3.2)       74/2855 (  2.6)      1.24 ( 0.92, 1.68)    1.25 ( 0.91, 1.70)     0.01 ( -0.00,  0.02)     0.1631                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4105            

                                      <60 mL/min/1.73m^2           25/ 604 (  4.1)       18/ 658 (  2.7)      1.51 ( 0.83, 2.75)    1.54 ( 0.83, 2.84)     0.01 ( -0.01,  0.04)     0.1700                           

                                      >=60 mL/min/1.73m^2          70/2353 (  3.0)       60/2292 (  2.6)      1.14 ( 0.81, 1.60)    1.14 ( 0.80, 1.62)     0.00 ( -0.01,  0.01)     0.4607                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          95/2944 (  3.2)       78/2943 (  2.7)      1.22 ( 0.91, 1.64)    1.22 ( 0.90, 1.66)     0.01 ( -0.00,  0.01)     0.1904                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.7890            

                                      <30 mg/g                     10/ 333 (  3.0)        8/ 352 (  2.3)      1.32 ( 0.53, 3.31)    1.33 ( 0.52, 3.41)     0.01 ( -0.02,  0.04)     0.5507                           

                                      >=30 - <=300 mg/g            66/2016 (  3.3)       53/2011 (  2.6)      1.24 ( 0.87, 1.77)    1.25 ( 0.87, 1.80)     0.01 ( -0.00,  0.02)     0.2318                           

                                      >300 mg/g                    17/ 592 (  2.9)       17/ 574 (  3.0)      0.97 ( 0.50, 1.88)    0.97 ( 0.49, 1.92)    -0.00 ( -0.02,  0.02)     0.9272                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6108            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    34/ 907 (  3.7)       31/ 910 (  3.4)      1.10 ( 0.68, 1.77)    1.10 ( 0.67, 1.81)     0.00 ( -0.01,  0.02)     0.6948                           

                                      >=130 mmHg                   61/2051 (  3.0)       47/2040 (  2.3)      1.29 ( 0.89, 1.88)    1.30 ( 0.88, 1.91)     0.01 ( -0.00,  0.02)     0.1813                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0642            

                                      no                           75/2604 (  2.9)       69/2578 (  2.7)      1.08 ( 0.78, 1.49)    1.08 ( 0.77, 1.50)     0.00 ( -0.01,  0.01)     0.6556                           

                                      yes                          20/ 354 (  5.6)        9/ 372 (  2.4)      2.34 ( 1.08, 5.06)    2.42 ( 1.08, 5.38)     0.03 (  0.00,  0.07)     0.0264                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         22/2958 (  0.7)       30/2950 (  1.0)      0.73 ( 0.42, 1.26)    0.73 ( 0.42, 1.27)    -0.00 ( -0.01,  0.00)     0.2610                           

 disorders, PT: Microalbuminuria                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9097            

                                      <=65 years                   13/1690 (  0.8)       17/1660 (  1.0)      0.75 ( 0.37, 1.54)    0.75 ( 0.36, 1.55)    -0.00 ( -0.01,  0.00)     0.4338                           

                                      >65 years                     9/1268 (  0.7)       13/1290 (  1.0)      0.70 ( 0.30, 1.64)    0.70 ( 0.30, 1.65)    -0.00 ( -0.01,  0.01)     0.4146                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2027            

                                      male                         19/2026 (  0.9)       21/1970 (  1.1)      0.88 ( 0.47, 1.63)    0.88 ( 0.47, 1.64)    -0.00 ( -0.01,  0.01)     0.6841                           

                                      female                        3/ 932 (  0.3)        9/ 980 (  0.9)      0.35 ( 0.10, 1.29)    0.35 ( 0.09, 1.29)    -0.01 ( -0.02,  0.00)     0.0989                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6049            

                                      White                        18/2305 (  0.8)       26/2263 (  1.1)      0.68 ( 0.37, 1.24)    0.68 ( 0.37, 1.24)    -0.00 ( -0.01,  0.00)     0.2030                           

                                      Black Or African American     2/ 103 (  1.9)        1/ 116 (  0.9)      2.25 ( 0.21,24.48)    2.28 ( 0.20,25.49)     0.01 ( -0.02,  0.04)     0.6021                           

                                      Asian                         2/ 440 (  0.5)        2/ 458 (  0.4)      1.04 ( 0.15, 7.36)    1.04 ( 0.15, 7.42)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         0/ 110 (  0.0)        1/ 113 (  0.9)      0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3140            

                                      North America                 3/ 997 (  0.3)        7/ 998 (  0.7)      0.43 ( 0.11, 1.65)    0.43 ( 0.11, 1.66)    -0.00 ( -0.01,  0.00)     0.3425                           

                                      Latin America                 3/ 361 (  0.8)        3/ 322 (  0.9)      0.89 ( 0.18, 4.39)    0.89 ( 0.18, 4.45)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      Asia/Pacific                  2/ 404 (  0.5)        0/ 422 (  0.0)      5.22 ( 0.25,108.4)    5.25 ( 0.25,109.7)     0.00 ( -0.00,  0.01)     0.2389                           

                                      Europe                       14/1196 (  1.2)       20/1208 (  1.7)      0.71 ( 0.36, 1.39)    0.70 ( 0.35, 1.40)    -0.00 ( -0.02,  0.01)     0.3140                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                         NE               

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        0/  95 (  0.0)        NE                    NE                    NE                                                       

                                      >=45 mL/min/1.73m^2          22/2865 (  0.8)       30/2855 (  1.1)      0.73 ( 0.42, 1.26)    0.73 ( 0.42, 1.27)    -0.00 ( -0.01,  0.00)     0.2597                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5087            

                                      <60 mL/min/1.73m^2            2/ 604 (  0.3)        5/ 658 (  0.8)      0.44 ( 0.08, 2.24)    0.43 ( 0.08, 2.24)    -0.00 ( -0.01,  0.00)     0.4548                           

                                      >=60 mL/min/1.73m^2          20/2353 (  0.8)       25/2292 (  1.1)      0.78 ( 0.43, 1.40)    0.78 ( 0.43, 1.40)    -0.00 ( -0.01,  0.00)     0.4023                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          22/2944 (  0.7)       30/2943 (  1.0)      0.73 ( 0.42, 1.27)    0.73 ( 0.42, 1.27)    -0.00 ( -0.01,  0.00)     0.2646                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3149            

                                      <30 mg/g                      0/ 333 (  0.0)        3/ 352 (  0.9)      0.15 ( 0.01, 2.91)    0.15 ( 0.01, 2.91)    -0.01 ( -0.02,  0.00)     0.2495                           

                                      >=30 - <=300 mg/g            17/2016 (  0.8)       22/2011 (  1.1)      0.77 ( 0.41, 1.45)    0.77 ( 0.41, 1.45)    -0.00 ( -0.01,  0.00)     0.4167                           

                                      >300 mg/g                     5/ 592 (  0.8)        5/ 574 (  0.9)      0.97 ( 0.28, 3.33)    0.97 ( 0.28, 3.37)    -0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8407            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     6/ 907 (  0.7)        9/ 910 (  1.0)      0.67 ( 0.24, 1.87)    0.67 ( 0.24, 1.88)    -0.00 ( -0.01,  0.01)     0.4406                           

                                      >=130 mmHg                   16/2051 (  0.8)       21/2040 (  1.0)      0.76 ( 0.40, 1.45)    0.76 ( 0.39, 1.45)    -0.00 ( -0.01,  0.00)     0.3998                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7007            

                                      no                           20/2604 (  0.8)       28/2578 (  1.1)      0.71 ( 0.40, 1.25)    0.70 ( 0.40, 1.25)    -0.00 ( -0.01,  0.00)     0.2321                           

                                      yes                           2/ 354 (  0.6)        2/ 372 (  0.5)      1.05 ( 0.15, 7.42)    1.05 ( 0.15, 7.50)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         31/2958 (  1.0)       51/2950 (  1.7)      0.61 ( 0.39, 0.94)    0.60 ( 0.38, 0.94)    -0.01 ( -0.01, -0.00)     0.0253                           

 disorders, PT: Nephrolithiasis                                                                                                                                                                                      

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8976            

                                      <=65 years                   15/1690 (  0.9)       25/1660 (  1.5)      0.59 ( 0.31, 1.11)    0.59 ( 0.31, 1.11)    -0.01 ( -0.01,  0.00)     0.0995                           

                                      >65 years                    16/1268 (  1.3)       26/1290 (  2.0)      0.63 ( 0.34, 1.16)    0.62 ( 0.33, 1.16)    -0.01 ( -0.02,  0.00)     0.1338                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0296            

                                      male                         21/2026 (  1.0)       44/1970 (  2.2)      0.46 ( 0.28, 0.78)    0.46 ( 0.27, 0.77)    -0.01 ( -0.02, -0.00)     0.0028                           

                                      female                       10/ 932 (  1.1)        7/ 980 (  0.7)      1.50 ( 0.57, 3.93)    1.51 ( 0.57, 3.98)     0.00 ( -0.01,  0.01)     0.4038                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5013            

                                      White                        25/2305 (  1.1)       45/2263 (  2.0)      0.55 ( 0.34, 0.89)    0.54 ( 0.33, 0.88)    -0.01 ( -0.02, -0.00)     0.0129                           

                                      Black Or African American     1/ 103 (  1.0)        1/ 116 (  0.9)      1.13 ( 0.07,17.78)    1.13 ( 0.07,18.26)     0.00 ( -0.02,  0.03)     1.0000                           

                                      Asian                         5/ 440 (  1.1)        4/ 458 (  0.9)      1.30 ( 0.35, 4.81)    1.30 ( 0.35, 4.89)     0.00 ( -0.01,  0.02)     0.7482                           

                                      Other                         0/ 110 (  0.0)        1/ 113 (  0.9)      0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6094            

                                      North America                14/ 997 (  1.4)       30/ 998 (  3.0)      0.47 ( 0.25, 0.88)    0.46 ( 0.24, 0.87)    -0.02 ( -0.03, -0.00)     0.0149                           

                                      Latin America                 1/ 361 (  0.3)        2/ 322 (  0.6)      0.45 ( 0.04, 4.90)    0.44 ( 0.04, 4.92)    -0.00 ( -0.01,  0.01)     0.6042                           

                                      Asia/Pacific                  4/ 404 (  1.0)        5/ 422 (  1.2)      0.84 ( 0.23, 3.09)    0.83 ( 0.22, 3.13)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      Europe                       12/1196 (  1.0)       14/1208 (  1.2)      0.87 ( 0.40, 1.86)    0.86 ( 0.40, 1.88)    -0.00 ( -0.01,  0.01)     0.7123                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.6041            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        3/  95 (  3.2)      0.34 ( 0.04, 3.25)    0.34 ( 0.03, 3.30)    -0.02 ( -0.06,  0.02)     0.6211                           

                                      >=45 mL/min/1.73m^2          30/2865 (  1.0)       48/2855 (  1.7)      0.62 ( 0.40, 0.98)    0.62 ( 0.39, 0.98)    -0.01 ( -0.01, -0.00)     0.0387                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3833            

                                      <60 mL/min/1.73m^2            8/ 604 (  1.3)       10/ 658 (  1.5)      0.87 ( 0.35, 2.19)    0.87 ( 0.34, 2.22)    -0.00 ( -0.02,  0.01)     0.7702                           

                                      >=60 mL/min/1.73m^2          23/2353 (  1.0)       41/2292 (  1.8)      0.55 ( 0.33, 0.91)    0.54 ( 0.32, 0.91)    -0.01 ( -0.02, -0.00)     0.0177                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          31/2944 (  1.1)       51/2943 (  1.7)      0.61 ( 0.39, 0.95)    0.60 ( 0.39, 0.95)    -0.01 ( -0.01, -0.00)     0.0260                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3934            

                                      <30 mg/g                      2/ 333 (  0.6)        3/ 352 (  0.9)      0.70 ( 0.12, 4.19)    0.70 ( 0.12, 4.23)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      >=30 - <=300 mg/g            21/2016 (  1.0)       41/2011 (  2.0)      0.51 ( 0.30, 0.86)    0.51 ( 0.30, 0.86)    -0.01 ( -0.02, -0.00)     0.0102                           

                                      >300 mg/g                     8/ 592 (  1.4)        7/ 574 (  1.2)      1.11 ( 0.40, 3.04)    1.11 ( 0.40, 3.08)     0.00 ( -0.01,  0.02)     0.8418                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4934            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    10/ 907 (  1.1)       13/ 910 (  1.4)      0.77 ( 0.34, 1.75)    0.77 ( 0.34, 1.76)    -0.00 ( -0.02,  0.01)     0.5343                           

                                      >=130 mmHg                   21/2051 (  1.0)       38/2040 (  1.9)      0.55 ( 0.32, 0.93)    0.55 ( 0.32, 0.93)    -0.01 ( -0.02, -0.00)     0.0245                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2566            

                                      no                           28/2604 (  1.1)       49/2578 (  1.9)      0.57 ( 0.36, 0.90)    0.56 ( 0.35, 0.90)    -0.01 ( -0.02, -0.00)     0.0141                           

                                      yes                           3/ 354 (  0.8)        2/ 372 (  0.5)      1.58 ( 0.26, 9.38)    1.58 ( 0.26, 9.52)     0.00 ( -0.01,  0.02)     0.6792                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         33/2958 (  1.1)       18/2950 (  0.6)      1.83 ( 1.03, 3.24)    1.84 ( 1.03, 3.27)     0.01 (  0.00,  0.01)     0.0358                           

 disorders, PT: Pollakiuria                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9484            

                                      <=65 years                   11/1690 (  0.7)        6/1660 (  0.4)      1.80 ( 0.67, 4.86)    1.81 ( 0.67, 4.89)     0.00 ( -0.00,  0.01)     0.2385                           

                                      >65 years                    22/1268 (  1.7)       12/1290 (  0.9)      1.87 ( 0.93, 3.75)    1.88 ( 0.93, 3.82)     0.01 ( -0.00,  0.02)     0.0756                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8159            

                                      male                         27/2026 (  1.3)       15/1970 (  0.8)      1.75 ( 0.93, 3.28)    1.76 ( 0.93, 3.32)     0.01 ( -0.00,  0.01)     0.0767                           

                                      female                        6/ 932 (  0.6)        3/ 980 (  0.3)      2.10 ( 0.53, 8.38)    2.11 ( 0.53, 8.46)     0.00 ( -0.00,  0.01)     0.3316                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5862            

                                      White                        29/2305 (  1.3)       15/2263 (  0.7)      1.90 ( 1.02, 3.53)    1.91 ( 1.02, 3.57)     0.01 ( -0.00,  0.01)     0.0395                           

                                      Black Or African American     0/ 103 (  0.0)        0/ 116 (  0.0)        NE                    NE                    NE                                                       

                                      Asian                         3/ 440 (  0.7)        3/ 458 (  0.7)      1.04 ( 0.21, 5.13)    1.04 ( 0.21, 5.19)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         1/ 110 (  0.9)        0/ 113 (  0.0)      3.08 ( 0.13,74.83)    3.11 ( 0.13,77.16)     0.01 ( -0.01,  0.03)     0.4933                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4879            

                                      North America                27/ 997 (  2.7)       12/ 998 (  1.2)      2.25 ( 1.15, 4.42)    2.29 ( 1.15, 4.54)     0.02 (  0.00,  0.03)     0.0152                           

                                      Latin America                 0/ 361 (  0.0)        0/ 322 (  0.0)        NE                    NE                    NE                                                       

                                      Asia/Pacific                  3/ 404 (  0.7)        3/ 422 (  0.7)      1.04 ( 0.21, 5.15)    1.04 ( 0.21, 5.21)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                        3/1196 (  0.3)        3/1208 (  0.2)      1.01 ( 0.20, 4.99)    1.01 ( 0.20, 5.01)     0.00 ( -0.00,  0.00)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1841            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        1/  95 (  1.1)      0.34 ( 0.01, 8.34)    0.34 ( 0.01, 8.47)    -0.01 ( -0.03,  0.01)     1.0000                           

                                      >=45 mL/min/1.73m^2          32/2865 (  1.1)       17/2855 (  0.6)      1.88 ( 1.04, 3.37)    1.89 ( 1.04, 3.40)     0.01 (  0.00,  0.01)     0.0324                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.8410            

                                      <60 mL/min/1.73m^2            9/ 604 (  1.5)        5/ 658 (  0.8)      1.96 ( 0.66, 5.82)    1.98 ( 0.66, 5.93)     0.01 ( -0.01,  0.02)     0.2162                           

                                      >=60 mL/min/1.73m^2          23/2353 (  1.0)       13/2292 (  0.6)      1.72 ( 0.88, 3.39)    1.73 ( 0.87, 3.42)     0.00 ( -0.00,  0.01)     0.1109                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          32/2944 (  1.1)       18/2943 (  0.6)      1.78 ( 1.00, 3.16)    1.79 ( 1.00, 3.19)     0.00 ( -0.00,  0.01)     0.0469                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.8154            

                                      <30 mg/g                      7/ 333 (  2.1)        3/ 352 (  0.9)      2.47 ( 0.64, 9.46)    2.50 ( 0.64, 9.74)     0.01 ( -0.01,  0.03)     0.2120                           

                                      >=30 - <=300 mg/g            22/2016 (  1.1)       12/2011 (  0.6)      1.83 ( 0.91, 3.69)    1.84 ( 0.91, 3.72)     0.00 ( -0.00,  0.01)     0.0864                           

                                      >300 mg/g                     4/ 592 (  0.7)        3/ 574 (  0.5)      1.29 ( 0.29, 5.75)    1.29 ( 0.29, 5.81)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6715            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    11/ 907 (  1.2)        5/ 910 (  0.5)      2.21 ( 0.77, 6.33)    2.22 ( 0.77, 6.42)     0.01 ( -0.00,  0.02)     0.1303                           

                                      >=130 mmHg                   22/2051 (  1.1)       13/2040 (  0.6)      1.68 ( 0.85, 3.33)    1.69 ( 0.85, 3.37)     0.00 ( -0.00,  0.01)     0.1306                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0795            

                                      no                           25/2604 (  1.0)       17/2578 (  0.7)      1.46 ( 0.79, 2.69)    1.46 ( 0.79, 2.71)     0.00 ( -0.00,  0.01)     0.2275                           

                                      yes                           8/ 354 (  2.3)        1/ 372 (  0.3)      8.41 ( 1.06,66.87)    8.58 ( 1.07,68.94)     0.02 (  0.00,  0.04)     0.0181                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         47/2958 (  1.6)       57/2950 (  1.9)      0.82 ( 0.56, 1.21)    0.82 ( 0.56, 1.21)    -0.00 ( -0.01,  0.00)     0.3158                           

 disorders, PT: Renal failure                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2870            

                                      <=65 years                   17/1690 (  1.0)       26/1660 (  1.6)      0.64 ( 0.35, 1.18)    0.64 ( 0.35, 1.18)    -0.01 ( -0.01,  0.00)     0.1498                           

                                      >65 years                    30/1268 (  2.4)       31/1290 (  2.4)      0.98 ( 0.60, 1.62)    0.98 ( 0.59, 1.64)    -0.00 ( -0.01,  0.01)     0.9509                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2179            

                                      male                         32/2026 (  1.6)       44/1970 (  2.2)      0.71 ( 0.45, 1.11)    0.70 ( 0.44, 1.11)    -0.01 ( -0.02,  0.00)     0.1303                           

                                      female                       15/ 932 (  1.6)       13/ 980 (  1.3)      1.21 ( 0.58, 2.54)    1.22 ( 0.58, 2.57)     0.00 ( -0.01,  0.02)     0.6068                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2701            

                                      White                        44/2305 (  1.9)       46/2263 (  2.0)      0.94 ( 0.62, 1.41)    0.94 ( 0.62, 1.42)    -0.00 ( -0.01,  0.01)     0.7634                           

                                      Black Or African American     1/ 103 (  1.0)        2/ 116 (  1.7)      0.56 ( 0.05, 6.12)    0.56 ( 0.05, 6.25)    -0.01 ( -0.04,  0.02)     1.0000                           

                                      Asian                         1/ 440 (  0.2)        7/ 458 (  1.5)      0.15 ( 0.02, 1.20)    0.15 ( 0.02, 1.20)    -0.01 ( -0.03, -0.00)     0.0695                           

                                      Other                         1/ 110 (  0.9)        2/ 113 (  1.8)      0.51 ( 0.05, 5.58)    0.51 ( 0.05, 5.70)    -0.01 ( -0.04,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1634            

                                      North America                21/ 997 (  2.1)       24/ 998 (  2.4)      0.88 ( 0.49, 1.56)    0.87 ( 0.48, 1.58)    -0.00 ( -0.02,  0.01)     0.6536                           

                                      Latin America                 3/ 361 (  0.8)        3/ 322 (  0.9)      0.89 ( 0.18, 4.39)    0.89 ( 0.18, 4.45)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      Asia/Pacific                  0/ 404 (  0.0)        6/ 422 (  1.4)      0.08 ( 0.00, 1.42)    0.08 ( 0.00, 1.41)    -0.01 ( -0.03, -0.00)     0.0309                           

                                      Europe                       23/1196 (  1.9)       24/1208 (  2.0)      0.97 ( 0.55, 1.71)    0.97 ( 0.54, 1.72)    -0.00 ( -0.01,  0.01)     0.9102                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0551            

                                      <45 mL/min/1.73m^2           10/  92 ( 10.9)        5/  95 (  5.3)      2.07 ( 0.73, 5.81)    2.20 ( 0.72, 6.69)     0.06 ( -0.03,  0.15)     0.1593                           

                                      >=45 mL/min/1.73m^2          37/2865 (  1.3)       52/2855 (  1.8)      0.71 ( 0.47, 1.08)    0.71 ( 0.46, 1.08)    -0.01 ( -0.01,  0.00)     0.1054                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0051            

                                      <60 mL/min/1.73m^2           28/ 604 (  4.6)       20/ 658 (  3.0)      1.53 ( 0.87, 2.68)    1.55 ( 0.86, 2.78)     0.02 ( -0.01,  0.04)     0.1388                           

                                      >=60 mL/min/1.73m^2          19/2353 (  0.8)       37/2292 (  1.6)      0.50 ( 0.29, 0.87)    0.50 ( 0.28, 0.87)    -0.01 ( -0.02, -0.00)     0.0118                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.5086            

                                      <30 mL/min/1.73m^2            3/  13 ( 23.1)        1/   7 ( 14.3)      1.62 ( 0.20,12.78)    1.80 ( 0.15,21.48)     0.09 ( -0.26,  0.43)     1.0000                           

                                      >=30 mL/min/1.73m^2          44/2944 (  1.5)       56/2943 (  1.9)      0.79 ( 0.53, 1.16)    0.78 ( 0.53, 1.16)    -0.00 ( -0.01,  0.00)     0.2255                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3832            

                                      <30 mg/g                     12/ 333 (  3.6)        9/ 352 (  2.6)      1.41 ( 0.60, 3.30)    1.42 ( 0.59, 3.43)     0.01 ( -0.02,  0.04)     0.4273                           

                                      >=30 - <=300 mg/g            24/2016 (  1.2)       33/2011 (  1.6)      0.73 ( 0.43, 1.22)    0.72 ( 0.43, 1.23)    -0.00 ( -0.01,  0.00)     0.2263                           

                                      >300 mg/g                    11/ 592 (  1.9)       15/ 574 (  2.6)      0.71 ( 0.33, 1.53)    0.71 ( 0.32, 1.55)    -0.01 ( -0.03,  0.01)     0.3828                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6519            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    15/ 907 (  1.7)       16/ 910 (  1.8)      0.94 ( 0.47, 1.89)    0.94 ( 0.46, 1.91)    -0.00 ( -0.01,  0.01)     0.8636                           

                                      >=130 mmHg                   32/2051 (  1.6)       41/2040 (  2.0)      0.78 ( 0.49, 1.23)    0.77 ( 0.48, 1.23)    -0.00 ( -0.01,  0.00)     0.2775                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9868            

                                      no                           36/2604 (  1.4)       43/2578 (  1.7)      0.83 ( 0.53, 1.29)    0.83 ( 0.53, 1.29)    -0.00 ( -0.01,  0.00)     0.4017                           

                                      yes                          11/ 354 (  3.1)       14/ 372 (  3.8)      0.83 ( 0.38, 1.79)    0.82 ( 0.37, 1.83)    -0.01 ( -0.04,  0.02)     0.6282                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         85/2958 (  2.9)       90/2950 (  3.1)      0.94 ( 0.70, 1.26)    0.94 ( 0.70, 1.27)    -0.00 ( -0.01,  0.01)     0.6878                           

 disorders, PT: Renal impairment                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9789            

                                      <=65 years                   32/1690 (  1.9)       33/1660 (  2.0)      0.95 ( 0.59, 1.54)    0.95 ( 0.58, 1.55)    -0.00 ( -0.01,  0.01)     0.8429                           

                                      >65 years                    53/1268 (  4.2)       57/1290 (  4.4)      0.95 ( 0.66, 1.36)    0.94 ( 0.64, 1.38)    -0.00 ( -0.02,  0.01)     0.7660                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2443            

                                      male                         56/2026 (  2.8)       65/1970 (  3.3)      0.84 ( 0.59, 1.19)    0.83 ( 0.58, 1.20)    -0.01 ( -0.02,  0.01)     0.3235                           

                                      female                       29/ 932 (  3.1)       25/ 980 (  2.6)      1.22 ( 0.72, 2.07)    1.23 ( 0.71, 2.11)     0.01 ( -0.01,  0.02)     0.4597                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0028            

                                      White                        64/2305 (  2.8)       84/2263 (  3.7)      0.75 ( 0.54, 1.03)    0.74 ( 0.53, 1.03)    -0.01 ( -0.02,  0.00)     0.0743                           

                                      Black Or African American     5/ 103 (  4.9)        3/ 116 (  2.6)      1.88 ( 0.46, 7.66)    1.92 ( 0.45, 8.25)     0.02 ( -0.03,  0.07)     0.4795                           

                                      Asian                        11/ 440 (  2.5)        1/ 458 (  0.2)     11.45 ( 1.48,88.32)   11.72 ( 1.51,91.15)     0.02 (  0.01,  0.04)     0.0029                           

                                      Other                         5/ 110 (  4.5)        2/ 113 (  1.8)      2.57 ( 0.51,12.96)    2.64 ( 0.50,13.92)     0.03 ( -0.02,  0.07)     0.2759                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2562            

                                      North America                34/ 997 (  3.4)       29/ 998 (  2.9)      1.17 ( 0.72, 1.91)    1.18 ( 0.71, 1.95)     0.01 ( -0.01,  0.02)     0.5196                           

                                      Latin America                 9/ 361 (  2.5)       10/ 322 (  3.1)      0.80 ( 0.33, 1.95)    0.80 ( 0.32, 1.99)    -0.01 ( -0.04,  0.02)     0.6273                           

                                      Asia/Pacific                  8/ 404 (  2.0)        4/ 422 (  0.9)      2.09 ( 0.63, 6.88)    2.11 ( 0.63, 7.07)     0.01 ( -0.01,  0.03)     0.2154                           

                                      Europe                       34/1196 (  2.8)       47/1208 (  3.9)      0.73 ( 0.47, 1.13)    0.72 ( 0.46, 1.13)    -0.01 ( -0.03,  0.00)     0.1546                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0454            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)       12/  95 ( 12.6)      0.34 ( 0.12, 1.03)    0.31 ( 0.10, 1.01)    -0.08 ( -0.18,  0.01)     0.0435                           

                                      >=45 mL/min/1.73m^2          81/2865 (  2.8)       78/2855 (  2.7)      1.03 ( 0.76, 1.41)    1.04 ( 0.76, 1.42)     0.00 ( -0.01,  0.01)     0.8267                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3565            

                                      <60 mL/min/1.73m^2           45/ 604 (  7.5)       44/ 658 (  6.7)      1.11 ( 0.75, 1.66)    1.12 ( 0.73, 1.73)     0.01 ( -0.02,  0.04)     0.5969                           

                                      >=60 mL/min/1.73m^2          40/2353 (  1.7)       46/2292 (  2.0)      0.85 ( 0.56, 1.29)    0.84 ( 0.55, 1.30)    -0.00 ( -0.01,  0.01)     0.4378                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1734            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          85/2944 (  2.9)       89/2943 (  3.0)      0.95 ( 0.71, 1.28)    0.95 ( 0.71, 1.29)    -0.00 ( -0.01,  0.01)     0.7565                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2594            

                                      <30 mg/g                     18/ 333 (  5.4)       20/ 352 (  5.7)      0.95 ( 0.51, 1.77)    0.95 ( 0.49, 1.83)    -0.00 ( -0.04,  0.04)     0.8746                           

                                      >=30 - <=300 mg/g            39/2016 (  1.9)       51/2011 (  2.5)      0.76 ( 0.51, 1.15)    0.76 ( 0.50, 1.16)    -0.01 ( -0.02,  0.00)     0.1967                           

                                      >300 mg/g                    27/ 592 (  4.6)       19/ 574 (  3.3)      1.38 ( 0.77, 2.45)    1.40 ( 0.77, 2.54)     0.01 ( -0.01,  0.04)     0.2729                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2035            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    20/ 907 (  2.2)       29/ 910 (  3.2)      0.69 ( 0.39, 1.21)    0.68 ( 0.38, 1.22)    -0.01 ( -0.03,  0.01)     0.1966                           

                                      >=130 mmHg                   65/2051 (  3.2)       61/2040 (  3.0)      1.06 ( 0.75, 1.49)    1.06 ( 0.74, 1.51)     0.00 ( -0.01,  0.01)     0.7404                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7139            

                                      no                           66/2604 (  2.5)       71/2578 (  2.8)      0.92 ( 0.66, 1.28)    0.92 ( 0.65, 1.29)    -0.00 ( -0.01,  0.01)     0.6224                           

                                      yes                          19/ 354 (  5.4)       19/ 372 (  5.1)      1.05 ( 0.57, 1.95)    1.05 ( 0.55, 2.03)     0.00 ( -0.03,  0.04)     0.8753                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Reproductive system and      Overall                        144/2958 (  4.9)       94/2950 (  3.2)      1.53 ( 1.18, 1.97)    1.55 ( 1.19, 2.03)     0.02 (  0.01,  0.03)     0.0010                           

 breast disorders                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3502            

                                      <=65 years                   85/1690 (  5.0)       49/1660 (  3.0)      1.70 ( 1.21, 2.41)    1.74 ( 1.22, 2.49)     0.02 (  0.01,  0.03)     0.0022                           

                                      >65 years                    59/1268 (  4.7)       45/1290 (  3.5)      1.33 ( 0.91, 1.95)    1.35 ( 0.91, 2.01)     0.01 ( -0.00,  0.03)     0.1360                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0157            

                                      male                        109/2026 (  5.4)       82/1970 (  4.2)      1.29 ( 0.98, 1.71)    1.31 ( 0.98, 1.76)     0.01 ( -0.00,  0.03)     0.0713                           

                                      female                       35/ 932 (  3.8)       12/ 980 (  1.2)      3.07 ( 1.60, 5.87)    3.15 ( 1.62, 6.10)     0.03 (  0.01,  0.04)     0.0004                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5310            

                                      White                       121/2305 (  5.2)       77/2263 (  3.4)      1.54 ( 1.17, 2.04)    1.57 ( 1.17, 2.11)     0.02 (  0.01,  0.03)     0.0022                           

                                      Black Or African American     6/ 103 (  5.8)        5/ 116 (  4.3)      1.35 ( 0.43, 4.30)    1.37 ( 0.41, 4.64)     0.02 ( -0.05,  0.09)     0.6093                           

                                      Asian                        14/ 440 (  3.2)        7/ 458 (  1.5)      2.08 ( 0.85, 5.11)    2.12 ( 0.85, 5.30)     0.02 ( -0.01,  0.04)     0.1014                           

                                      Other                         3/ 110 (  2.7)        5/ 113 (  4.4)      0.62 ( 0.15, 2.52)    0.61 ( 0.14, 2.60)    -0.02 ( -0.07,  0.03)     0.7217                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8471            

                                      North America                57/ 997 (  5.7)       42/ 998 (  4.2)      1.36 ( 0.92, 2.00)    1.38 ( 0.92, 2.08)     0.02 ( -0.00,  0.04)     0.1209                           

                                      Latin America                13/ 361 (  3.6)        8/ 322 (  2.5)      1.45 ( 0.61, 3.45)    1.47 ( 0.60, 3.58)     0.01 ( -0.02,  0.04)     0.3991                           

                                      Asia/Pacific                 15/ 404 (  3.7)        8/ 422 (  1.9)      1.96 ( 0.84, 4.57)    2.00 ( 0.84, 4.76)     0.02 ( -0.01,  0.04)     0.1128                           

                                      Europe                       59/1196 (  4.9)       36/1208 (  3.0)      1.66 ( 1.10, 2.49)    1.69 ( 1.11, 2.58)     0.02 (  0.00,  0.04)     0.0140                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0936            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        6/  95 (  6.3)      0.52 ( 0.13, 2.00)    0.50 ( 0.12, 2.06)    -0.03 ( -0.09,  0.03)     0.4975                           

                                      >=45 mL/min/1.73m^2         141/2865 (  4.9)       88/2855 (  3.1)      1.60 ( 1.23, 2.07)    1.63 ( 1.24, 2.14)     0.02 (  0.01,  0.03)     0.0004                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0281            

                                      <60 mL/min/1.73m^2           22/ 604 (  3.6)       27/ 658 (  4.1)      0.89 ( 0.51, 1.54)    0.88 ( 0.50, 1.57)    -0.00 ( -0.03,  0.02)     0.6721                           

                                      >=60 mL/min/1.73m^2         122/2353 (  5.2)       67/2292 (  2.9)      1.77 ( 1.32, 2.38)    1.82 ( 1.34, 2.46)     0.02 (  0.01,  0.03)     <.0001                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.0136            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        2/   7 ( 28.6)      0.11 ( 0.01, 2.10)    0.08 ( 0.00, 1.99)    -0.29 ( -0.62,  0.05)     0.1105                           

                                      >=30 mL/min/1.73m^2         144/2944 (  4.9)       92/2943 (  3.1)      1.56 ( 1.21, 2.02)    1.59 ( 1.22, 2.08)     0.02 (  0.01,  0.03)     0.0006                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0174            

                                      <30 mg/g                      7/ 333 (  2.1)       15/ 352 (  4.3)      0.49 ( 0.20, 1.19)    0.48 ( 0.19, 1.20)    -0.02 ( -0.05,  0.01)     0.1094                           

                                      >=30 - <=300 mg/g           106/2016 (  5.3)       59/2011 (  2.9)      1.79 ( 1.31, 2.45)    1.84 ( 1.33, 2.54)     0.02 (  0.01,  0.04)     0.0002                           

                                      >300 mg/g                    29/ 592 (  4.9)       20/ 574 (  3.5)      1.41 ( 0.80, 2.46)    1.43 ( 0.80, 2.55)     0.01 ( -0.01,  0.04)     0.2290                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0162            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    37/ 907 (  4.1)       38/ 910 (  4.2)      0.98 ( 0.63, 1.52)    0.98 ( 0.61, 1.55)    -0.00 ( -0.02,  0.02)     0.9177                           

                                      >=130 mmHg                  107/2051 (  5.2)       56/2040 (  2.7)      1.90 ( 1.38, 2.61)    1.95 ( 1.40, 2.71)     0.02 (  0.01,  0.04)     <.0001                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5367            

                                      no                          129/2604 (  5.0)       86/2578 (  3.3)      1.49 ( 1.14, 1.94)    1.51 ( 1.14, 2.00)     0.02 (  0.01,  0.03)     0.0035                           

                                      yes                          15/ 354 (  4.2)        8/ 372 (  2.2)      1.97 ( 0.85, 4.59)    2.01 ( 0.84, 4.81)     0.02 ( -0.01,  0.05)     0.1088                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Reproductive system and      Overall                         30/2958 (  1.0)        8/2950 (  0.3)      3.74 ( 1.72, 8.14)    3.77 ( 1.72, 8.23)     0.01 (  0.00,  0.01)     0.0004                           

 breast disorders, PT:                                                                                                                                                                                               

 Balanoposthitis                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0854            

                                      <=65 years                   18/1690 (  1.1)        2/1660 (  0.1)      8.84 ( 2.05,38.04)    8.92 ( 2.07,38.52)     0.01 (  0.00,  0.02)     0.0004                           

                                      >65 years                    12/1268 (  0.9)        6/1290 (  0.5)      2.03 ( 0.77, 5.40)    2.04 ( 0.77, 5.46)     0.00 ( -0.00,  0.01)     0.1455                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                           NE               

                                      male                         30/2026 (  1.5)        8/1970 (  0.4)      3.65 ( 1.68, 7.93)    3.69 ( 1.69, 8.06)     0.01 (  0.00,  0.02)     0.0005                           

                                      female                        0/ 932 (  0.0)        0/ 980 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0929            

                                      White                        26/2305 (  1.1)        7/2263 (  0.3)      3.65 ( 1.59, 8.38)    3.68 ( 1.59, 8.49)     0.01 (  0.00,  0.01)     0.0011                           

                                      Black Or African American     0/ 103 (  0.0)        0/ 116 (  0.0)        NE                    NE                    NE                                                       

                                      Asian                         4/ 440 (  0.9)        0/ 458 (  0.0)      9.37 ( 0.51,173.5)    9.45 ( 0.51,176.1)     0.01 (  0.00,  0.02)     0.0572                           

                                      Other                         0/ 110 (  0.0)        1/ 113 (  0.9)      0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1242            

                                      North America                 9/ 997 (  0.9)        6/ 998 (  0.6)      1.50 ( 0.54, 4.20)    1.51 ( 0.53, 4.25)     0.00 ( -0.01,  0.01)     0.4358                           

                                      Latin America                 4/ 361 (  1.1)        0/ 322 (  0.0)      8.03 ( 0.43,148.6)    8.12 ( 0.44,151.4)     0.01 (  0.00,  0.02)     0.1263                           

                                      Asia/Pacific                  3/ 404 (  0.7)        0/ 422 (  0.0)      7.31 ( 0.38,141.1)    7.37 ( 0.38,143.1)     0.01 ( -0.00,  0.02)     0.1166                           

                                      Europe                       14/1196 (  1.2)        2/1208 (  0.2)      7.07 ( 1.61,31.04)    7.14 ( 1.62,31.49)     0.01 (  0.00,  0.02)     0.0024                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                         NE               

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        0/  95 (  0.0)        NE                    NE                    NE                                                       

                                      >=45 mL/min/1.73m^2          30/2865 (  1.0)        8/2855 (  0.3)      3.74 ( 1.72, 8.14)    3.77 ( 1.72, 8.23)     0.01 (  0.00,  0.01)     0.0004                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4909            

                                      <60 mL/min/1.73m^2            4/ 604 (  0.7)        2/ 658 (  0.3)      2.18 ( 0.40,11.85)    2.19 ( 0.40,11.98)     0.00 ( -0.00,  0.01)     0.4343                           

                                      >=60 mL/min/1.73m^2          26/2353 (  1.1)        6/2292 (  0.3)      4.22 ( 1.74,10.24)    4.26 ( 1.75,10.36)     0.01 (  0.00,  0.01)     0.0005                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          30/2944 (  1.0)        8/2943 (  0.3)      3.75 ( 1.72, 8.16)    3.78 ( 1.73, 8.25)     0.01 (  0.00,  0.01)     0.0003                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4904            

                                      <30 mg/g                      3/ 333 (  0.9)        2/ 352 (  0.6)      1.59 ( 0.27, 9.43)    1.59 ( 0.26, 9.58)     0.00 ( -0.01,  0.02)     0.6783                           

                                      >=30 - <=300 mg/g            21/2016 (  1.0)        4/2011 (  0.2)      5.24 ( 1.80,15.23)    5.28 ( 1.81,15.41)     0.01 (  0.00,  0.01)     0.0007                           

                                      >300 mg/g                     6/ 592 (  1.0)        2/ 574 (  0.3)      2.91 ( 0.59,14.35)    2.93 ( 0.59,14.57)     0.01 ( -0.00,  0.02)     0.2878                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1368            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    10/ 907 (  1.1)        5/ 910 (  0.5)      2.01 ( 0.69, 5.85)    2.02 ( 0.69, 5.93)     0.01 ( -0.00,  0.02)     0.1928                           

                                      >=130 mmHg                   20/2051 (  1.0)        3/2040 (  0.1)      6.63 ( 1.97,22.28)    6.69 ( 1.98,22.54)     0.01 (  0.00,  0.01)     0.0004                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2610            

                                      no                           26/2604 (  1.0)        8/2578 (  0.3)      3.22 ( 1.46, 7.09)    3.24 ( 1.46, 7.17)     0.01 (  0.00,  0.01)     0.0022                           

                                      yes                           4/ 354 (  1.1)        0/ 372 (  0.0)      9.46 ( 0.51,175.0)    9.56 ( 0.51,178.3)     0.01 (  0.00,  0.02)     0.0560                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Reproductive system and      Overall                         48/2958 (  1.6)       50/2950 (  1.7)      0.96 ( 0.65, 1.42)    0.96 ( 0.64, 1.43)    -0.00 ( -0.01,  0.01)     0.8280                           

 breast disorders, PT: Benign                                                                                                                                                                                        

 prostatic hyperplasia                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2475            

                                      <=65 years                   29/1690 (  1.7)       24/1660 (  1.4)      1.19 ( 0.69, 2.03)    1.19 ( 0.69, 2.05)     0.00 ( -0.01,  0.01)     0.5310                           

                                      >65 years                    19/1268 (  1.5)       26/1290 (  2.0)      0.74 ( 0.41, 1.34)    0.74 ( 0.41, 1.34)    -0.01 ( -0.02,  0.01)     0.3200                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                           NE               

                                      male                         48/2026 (  2.4)       50/1970 (  2.5)      0.93 ( 0.63, 1.38)    0.93 ( 0.62, 1.39)    -0.00 ( -0.01,  0.01)     0.7301                           

                                      female                        0/ 932 (  0.0)        0/ 980 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1229            

                                      White                        40/2305 (  1.7)       44/2263 (  1.9)      0.89 ( 0.58, 1.36)    0.89 ( 0.58, 1.37)    -0.00 ( -0.01,  0.01)     0.5992                           

                                      Black Or African American     3/ 103 (  2.9)        0/ 116 (  0.0)      7.88 ( 0.41,150.7)    8.11 ( 0.41,159.0)     0.03 ( -0.00,  0.06)     0.1024                           

                                      Asian                         5/ 440 (  1.1)        4/ 458 (  0.9)      1.30 ( 0.35, 4.81)    1.30 ( 0.35, 4.89)     0.00 ( -0.01,  0.02)     0.7482                           

                                      Other                         0/ 110 (  0.0)        2/ 113 (  1.8)      0.21 ( 0.01, 4.23)    0.20 ( 0.01, 4.25)    -0.02 ( -0.04,  0.01)     0.4978                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4382            

                                      North America                20/ 997 (  2.0)       17/ 998 (  1.7)      1.18 ( 0.62, 2.23)    1.18 ( 0.62, 2.27)     0.00 ( -0.01,  0.02)     0.6165                           

                                      Latin America                 1/ 361 (  0.3)        4/ 322 (  1.2)      0.22 ( 0.03, 1.98)    0.22 ( 0.02, 1.99)    -0.01 ( -0.02,  0.00)     0.1937                           

                                      Asia/Pacific                  6/ 404 (  1.5)        5/ 422 (  1.2)      1.25 ( 0.39, 4.07)    1.26 ( 0.38, 4.15)     0.00 ( -0.02,  0.02)     0.7068                           

                                      Europe                       21/1196 (  1.8)       24/1208 (  2.0)      0.88 ( 0.49, 1.58)    0.88 ( 0.49, 1.59)    -0.00 ( -0.01,  0.01)     0.6763                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3393            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        3/  95 (  3.2)      0.34 ( 0.04, 3.25)    0.34 ( 0.03, 3.30)    -0.02 ( -0.06,  0.02)     0.6211                           

                                      >=45 mL/min/1.73m^2          47/2865 (  1.6)       47/2855 (  1.6)      1.00 ( 0.67, 1.49)    1.00 ( 0.66, 1.50)    -0.00 ( -0.01,  0.01)     0.9864                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3928            

                                      <60 mL/min/1.73m^2            9/ 604 (  1.5)       14/ 658 (  2.1)      0.70 ( 0.31, 1.61)    0.70 ( 0.30, 1.62)    -0.01 ( -0.02,  0.01)     0.3978                           

                                      >=60 mL/min/1.73m^2          39/2353 (  1.7)       36/2292 (  1.6)      1.06 ( 0.67, 1.65)    1.06 ( 0.67, 1.67)     0.00 ( -0.01,  0.01)     0.8145                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1696            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          48/2944 (  1.6)       49/2943 (  1.7)      0.98 ( 0.66, 1.45)    0.98 ( 0.66, 1.46)    -0.00 ( -0.01,  0.01)     0.9171                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2832            

                                      <30 mg/g                      4/ 333 (  1.2)        9/ 352 (  2.6)      0.47 ( 0.15, 1.51)    0.46 ( 0.14, 1.52)    -0.01 ( -0.04,  0.01)     0.1941                           

                                      >=30 - <=300 mg/g            34/2016 (  1.7)       29/2011 (  1.4)      1.17 ( 0.72, 1.91)    1.17 ( 0.71, 1.93)     0.00 ( -0.01,  0.01)     0.5320                           

                                      >300 mg/g                     9/ 592 (  1.5)       12/ 574 (  2.1)      0.73 ( 0.31, 1.71)    0.72 ( 0.30, 1.73)    -0.01 ( -0.02,  0.01)     0.4643                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3613            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    14/ 907 (  1.5)       19/ 910 (  2.1)      0.74 ( 0.37, 1.47)    0.74 ( 0.37, 1.48)    -0.01 ( -0.02,  0.01)     0.3851                           

                                      >=130 mmHg                   34/2051 (  1.7)       31/2040 (  1.5)      1.09 ( 0.67, 1.77)    1.09 ( 0.67, 1.78)     0.00 ( -0.01,  0.01)     0.7239                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1562            

                                      no                           40/2604 (  1.5)       46/2578 (  1.8)      0.86 ( 0.57, 1.31)    0.86 ( 0.56, 1.32)    -0.00 ( -0.01,  0.00)     0.4844                           

                                      yes                           8/ 354 (  2.3)        4/ 372 (  1.1)      2.10 ( 0.64, 6.92)    2.13 ( 0.63, 7.13)     0.01 ( -0.01,  0.04)     0.2111                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                        266/2958 (  9.0)      273/2950 (  9.3)      0.97 ( 0.83, 1.14)    0.97 ( 0.81, 1.16)    -0.00 ( -0.02,  0.01)     0.7269                           

 mediastinal disorders                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3695            

                                      <=65 years                  125/1690 (  7.4)      136/1660 (  8.2)      0.90 ( 0.72, 1.14)    0.90 ( 0.70, 1.15)    -0.01 ( -0.03,  0.01)     0.3900                           

                                      >65 years                   141/1268 ( 11.1)      137/1290 ( 10.6)      1.05 ( 0.84, 1.31)    1.05 ( 0.82, 1.35)     0.00 ( -0.02,  0.03)     0.6848                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4774            

                                      male                        189/2026 (  9.3)      182/1970 (  9.2)      1.01 ( 0.83, 1.23)    1.01 ( 0.82, 1.25)     0.00 ( -0.02,  0.02)     0.9218                           

                                      female                       77/ 932 (  8.3)       91/ 980 (  9.3)      0.89 ( 0.67, 1.19)    0.88 ( 0.64, 1.21)    -0.01 ( -0.04,  0.02)     0.4294                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0352            

                                      White                       233/2305 ( 10.1)      219/2263 (  9.7)      1.04 ( 0.88, 1.24)    1.05 ( 0.86, 1.27)     0.00 ( -0.01,  0.02)     0.6257                           

                                      Black Or African American     8/ 103 (  7.8)       24/ 116 ( 20.7)      0.38 ( 0.18, 0.80)    0.32 ( 0.14, 0.76)    -0.13 ( -0.23, -0.03)     0.0070                           

                                      Asian                        17/ 440 (  3.9)       17/ 458 (  3.7)      1.04 ( 0.54, 2.01)    1.04 ( 0.53, 2.07)     0.00 ( -0.03,  0.03)     0.9052                           

                                      Other                         8/ 110 (  7.3)       13/ 113 ( 11.5)      0.63 ( 0.27, 1.47)    0.60 ( 0.24, 1.52)    -0.04 ( -0.13,  0.04)     0.2805                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8628            

                                      North America               156/ 997 ( 15.6)      164/ 998 ( 16.4)      0.95 ( 0.78, 1.16)    0.94 ( 0.74, 1.20)    -0.01 ( -0.04,  0.03)     0.6325                           

                                      Latin America                12/ 361 (  3.3)       12/ 322 (  3.7)      0.89 ( 0.41, 1.96)    0.89 ( 0.39, 2.01)    -0.00 ( -0.04,  0.03)     0.7756                           

                                      Asia/Pacific                 16/ 404 (  4.0)       20/ 422 (  4.7)      0.84 ( 0.44, 1.59)    0.83 ( 0.42, 1.62)    -0.01 ( -0.04,  0.02)     0.5838                           

                                      Europe                       82/1196 (  6.9)       77/1208 (  6.4)      1.08 ( 0.80, 1.45)    1.08 ( 0.78, 1.49)     0.00 ( -0.02,  0.03)     0.6345                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1313            

                                      <45 mL/min/1.73m^2           14/  92 ( 15.2)       23/  95 ( 24.2)      0.63 ( 0.35, 1.14)    0.56 ( 0.27, 1.17)    -0.09 ( -0.21,  0.03)     0.1238                           

                                      >=45 mL/min/1.73m^2         252/2865 (  8.8)      250/2855 (  8.8)      1.00 ( 0.85, 1.19)    1.00 ( 0.84, 1.21)     0.00 ( -0.01,  0.02)     0.9582                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6346            

                                      <60 mL/min/1.73m^2           86/ 604 ( 14.2)       90/ 658 ( 13.7)      1.04 ( 0.79, 1.37)    1.05 ( 0.76, 1.44)     0.01 ( -0.03,  0.05)     0.7741                           

                                      >=60 mL/min/1.73m^2         180/2353 (  7.6)      183/2292 (  8.0)      0.96 ( 0.79, 1.17)    0.95 ( 0.77, 1.18)    -0.00 ( -0.02,  0.01)     0.6711                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.6543            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        1/   7 ( 14.3)      0.54 ( 0.04, 7.36)    0.50 ( 0.03, 9.46)    -0.07 ( -0.36,  0.23)     1.0000                           

                                      >=30 mL/min/1.73m^2         265/2944 (  9.0)      272/2943 (  9.2)      0.97 ( 0.83, 1.14)    0.97 ( 0.81, 1.16)    -0.00 ( -0.02,  0.01)     0.7482                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5056            

                                      <30 mg/g                     41/ 333 ( 12.3)       37/ 352 ( 10.5)      1.17 ( 0.77, 1.78)    1.20 ( 0.75, 1.92)     0.02 ( -0.03,  0.07)     0.4586                           

                                      >=30 - <=300 mg/g           152/2016 (  7.5)      169/2011 (  8.4)      0.90 ( 0.73, 1.11)    0.89 ( 0.71, 1.12)    -0.01 ( -0.03,  0.01)     0.3115                           

                                      >300 mg/g                    68/ 592 ( 11.5)       65/ 574 ( 11.3)      1.01 ( 0.74, 1.40)    1.02 ( 0.71, 1.46)     0.00 ( -0.04,  0.04)     0.9305                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9719            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    81/ 907 (  8.9)       84/ 910 (  9.2)      0.97 ( 0.72, 1.29)    0.96 ( 0.70, 1.33)    -0.00 ( -0.03,  0.02)     0.8238                           

                                      >=130 mmHg                  185/2051 (  9.0)      189/2040 (  9.3)      0.97 ( 0.80, 1.18)    0.97 ( 0.78, 1.20)    -0.00 ( -0.02,  0.02)     0.7860                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4942            

                                      no                          211/2604 (  8.1)      220/2578 (  8.5)      0.95 ( 0.79, 1.14)    0.95 ( 0.78, 1.15)    -0.00 ( -0.02,  0.01)     0.5745                           

                                      yes                          55/ 354 ( 15.5)       53/ 372 ( 14.2)      1.09 ( 0.77, 1.54)    1.11 ( 0.74, 1.67)     0.01 ( -0.04,  0.07)     0.6258                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                         42/2958 (  1.4)       51/2950 (  1.7)      0.82 ( 0.55, 1.23)    0.82 ( 0.54, 1.24)    -0.00 ( -0.01,  0.00)     0.3402                           

 mediastinal disorders, PT:                                                                                                                                                                                          

 Chronic obstructive pulmonary                                                                                                                                                                                       

 disease                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8275            

                                      <=65 years                   20/1690 (  1.2)       25/1660 (  1.5)      0.79 ( 0.44, 1.41)    0.78 ( 0.43, 1.42)    -0.00 ( -0.01,  0.01)     0.4175                           

                                      >65 years                    22/1268 (  1.7)       26/1290 (  2.0)      0.86 ( 0.49, 1.51)    0.86 ( 0.48, 1.52)    -0.00 ( -0.01,  0.01)     0.6012                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7038            

                                      male                         28/2026 (  1.4)       35/1970 (  1.8)      0.78 ( 0.48, 1.27)    0.77 ( 0.47, 1.28)    -0.00 ( -0.01,  0.00)     0.3168                           

                                      female                       14/ 932 (  1.5)       16/ 980 (  1.6)      0.92 ( 0.45, 1.87)    0.92 ( 0.45, 1.89)    -0.00 ( -0.01,  0.01)     0.8185                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0566            

                                      White                        38/2305 (  1.6)       39/2263 (  1.7)      0.96 ( 0.61, 1.49)    0.96 ( 0.61, 1.50)    -0.00 ( -0.01,  0.01)     0.8444                           

                                      Black Or African American     0/ 103 (  0.0)        7/ 116 (  6.0)      0.08 ( 0.00, 1.30)    0.07 ( 0.00, 1.25)    -0.06 ( -0.10, -0.02)     0.0153                           

                                      Asian                         0/ 440 (  0.0)        0/ 458 (  0.0)        NE                    NE                    NE                                                       

                                      Other                         4/ 110 (  3.6)        5/ 113 (  4.4)      0.82 ( 0.23, 2.98)    0.82 ( 0.21, 3.12)    -0.01 ( -0.06,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1776            

                                      North America                21/ 997 (  2.1)       36/ 998 (  3.6)      0.58 ( 0.34, 0.99)    0.57 ( 0.33, 0.99)    -0.02 ( -0.03,  0.00)     0.0443                           

                                      Latin America                 3/ 361 (  0.8)        2/ 322 (  0.6)      1.34 ( 0.22, 7.96)    1.34 ( 0.22, 8.08)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  1/ 404 (  0.2)        0/ 422 (  0.0)      3.13 ( 0.13,76.69)    3.14 ( 0.13,77.33)     0.00 ( -0.00,  0.01)     0.4891                           

                                      Europe                       17/1196 (  1.4)       13/1208 (  1.1)      1.32 ( 0.64, 2.71)    1.33 ( 0.64, 2.74)     0.00 ( -0.01,  0.01)     0.4459                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3152            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        7/  95 (  7.4)      0.44 ( 0.12, 1.66)    0.42 ( 0.11, 1.69)    -0.04 ( -0.10,  0.02)     0.3309                           

                                      >=45 mL/min/1.73m^2          39/2865 (  1.4)       44/2855 (  1.5)      0.88 ( 0.58, 1.35)    0.88 ( 0.57, 1.36)    -0.00 ( -0.01,  0.00)     0.5695                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2245            

                                      <60 mL/min/1.73m^2           12/ 604 (  2.0)       22/ 658 (  3.3)      0.59 ( 0.30, 1.19)    0.59 ( 0.29, 1.19)    -0.01 ( -0.03,  0.01)     0.1372                           

                                      >=60 mL/min/1.73m^2          30/2353 (  1.3)       29/2292 (  1.3)      1.01 ( 0.61, 1.67)    1.01 ( 0.60, 1.68)     0.00 ( -0.01,  0.01)     0.9765                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          42/2944 (  1.4)       51/2943 (  1.7)      0.82 ( 0.55, 1.23)    0.82 ( 0.54, 1.24)    -0.00 ( -0.01,  0.00)     0.3460                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5702            

                                      <30 mg/g                      6/ 333 (  1.8)        6/ 352 (  1.7)      1.06 ( 0.34, 3.24)    1.06 ( 0.34, 3.31)     0.00 ( -0.02,  0.03)     0.9228                           

                                      >=30 - <=300 mg/g            24/2016 (  1.2)       26/2011 (  1.3)      0.92 ( 0.53, 1.60)    0.92 ( 0.53, 1.61)    -0.00 ( -0.01,  0.01)     0.7692                           

                                      >300 mg/g                    11/ 592 (  1.9)       18/ 574 (  3.1)      0.59 ( 0.28, 1.24)    0.58 ( 0.27, 1.25)    -0.01 ( -0.03,  0.01)     0.1615                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0660            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     9/ 907 (  1.0)       20/ 910 (  2.2)      0.45 ( 0.21, 0.99)    0.45 ( 0.20, 0.98)    -0.01 ( -0.03,  0.00)     0.0404                           

                                      >=130 mmHg                   33/2051 (  1.6)       31/2040 (  1.5)      1.06 ( 0.65, 1.72)    1.06 ( 0.65, 1.74)     0.00 ( -0.01,  0.01)     0.8179                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4411            

                                      no                           33/2604 (  1.3)       36/2578 (  1.4)      0.91 ( 0.57, 1.45)    0.91 ( 0.56, 1.46)    -0.00 ( -0.01,  0.01)     0.6851                           

                                      yes                           9/ 354 (  2.5)       15/ 372 (  4.0)      0.63 ( 0.28, 1.42)    0.62 ( 0.27, 1.44)    -0.01 ( -0.04,  0.01)     0.2621                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                         34/2958 (  1.1)       26/2950 (  0.9)      1.30 ( 0.78, 2.17)    1.31 ( 0.78, 2.18)     0.00 ( -0.00,  0.01)     0.3042                           

 mediastinal disorders, PT: Cough                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0461            

                                      <=65 years                   10/1690 (  0.6)       14/1660 (  0.8)      0.70 ( 0.31, 1.58)    0.70 ( 0.31, 1.58)    -0.00 ( -0.01,  0.00)     0.3879                           

                                      >65 years                    24/1268 (  1.9)       12/1290 (  0.9)      2.03 ( 1.02, 4.05)    2.05 ( 1.02, 4.13)     0.01 ( -0.00,  0.02)     0.0388                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3940            

                                      male                         25/2026 (  1.2)       16/1970 (  0.8)      1.52 ( 0.81, 2.84)    1.53 ( 0.81, 2.87)     0.00 ( -0.00,  0.01)     0.1860                           

                                      female                        9/ 932 (  1.0)       10/ 980 (  1.0)      0.95 ( 0.39, 2.32)    0.95 ( 0.38, 2.34)    -0.00 ( -0.01,  0.01)     0.9040                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5809            

                                      White                        28/2305 (  1.2)       18/2263 (  0.8)      1.53 ( 0.85, 2.75)    1.53 ( 0.85, 2.78)     0.00 ( -0.00,  0.01)     0.1559                           

                                      Black Or African American     2/ 103 (  1.9)        4/ 116 (  3.4)      0.56 ( 0.11, 3.01)    0.55 ( 0.10, 3.09)    -0.02 ( -0.06,  0.03)     0.6865                           

                                      Asian                         2/ 440 (  0.5)        1/ 458 (  0.2)      2.08 ( 0.19,22.88)    2.09 ( 0.19,23.10)     0.00 ( -0.01,  0.01)     0.6172                           

                                      Other                         2/ 110 (  1.8)        3/ 113 (  2.7)      0.68 ( 0.12, 4.02)    0.68 ( 0.11, 4.14)    -0.01 ( -0.05,  0.03)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4309            

                                      North America                23/ 997 (  2.3)       21/ 998 (  2.1)      1.10 ( 0.61, 1.97)    1.10 ( 0.60, 2.00)     0.00 ( -0.01,  0.02)     0.7579                           

                                      Latin America                 1/ 361 (  0.3)        0/ 322 (  0.0)      2.68 ( 0.11,65.48)    2.68 ( 0.11,66.11)     0.00 ( -0.00,  0.01)     1.0000                           

                                      Asia/Pacific                  2/ 404 (  0.5)        0/ 422 (  0.0)      5.22 ( 0.25,108.4)    5.25 ( 0.25,109.7)     0.00 ( -0.00,  0.01)     0.2389                           

                                      Europe                        8/1196 (  0.7)        5/1208 (  0.4)      1.62 ( 0.53, 4.93)    1.62 ( 0.53, 4.97)     0.00 ( -0.00,  0.01)     0.3941                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0442            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        3/  95 (  3.2)      0.15 ( 0.01, 2.82)    0.14 ( 0.01, 2.80)    -0.03 ( -0.07,  0.00)     0.2462                           

                                      >=45 mL/min/1.73m^2          34/2865 (  1.2)       23/2855 (  0.8)      1.47 ( 0.87, 2.49)    1.48 ( 0.87, 2.52)     0.00 ( -0.00,  0.01)     0.1468                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0535            

                                      <60 mL/min/1.73m^2            8/ 604 (  1.3)       13/ 658 (  2.0)      0.67 ( 0.28, 1.61)    0.67 ( 0.27, 1.62)    -0.01 ( -0.02,  0.01)     0.3665                           

                                      >=60 mL/min/1.73m^2          26/2353 (  1.1)       13/2292 (  0.6)      1.95 ( 1.00, 3.78)    1.96 ( 1.00, 3.82)     0.01 ( -0.00,  0.01)     0.0446                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          34/2944 (  1.2)       26/2943 (  0.9)      1.31 ( 0.79, 2.17)    1.31 ( 0.78, 2.19)     0.00 ( -0.00,  0.01)     0.2999                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.8903            

                                      <30 mg/g                      5/ 333 (  1.5)        5/ 352 (  1.4)      1.06 ( 0.31, 3.62)    1.06 ( 0.30, 3.69)     0.00 ( -0.02,  0.02)     1.0000                           

                                      >=30 - <=300 mg/g            23/2016 (  1.1)       16/2011 (  0.8)      1.43 ( 0.76, 2.71)    1.44 ( 0.76, 2.73)     0.00 ( -0.00,  0.01)     0.2634                           

                                      >300 mg/g                     6/ 592 (  1.0)        5/ 574 (  0.9)      1.16 ( 0.36, 3.79)    1.17 ( 0.35, 3.84)     0.00 ( -0.01,  0.02)     0.8015                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7525            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     9/ 907 (  1.0)        6/ 910 (  0.7)      1.50 ( 0.54, 4.21)    1.51 ( 0.54, 4.26)     0.00 ( -0.01,  0.01)     0.4330                           

                                      >=130 mmHg                   25/2051 (  1.2)       20/2040 (  1.0)      1.24 ( 0.69, 2.23)    1.25 ( 0.69, 2.25)     0.00 ( -0.00,  0.01)     0.4646                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3061            

                                      no                           27/2604 (  1.0)       23/2578 (  0.9)      1.16 ( 0.67, 2.02)    1.16 ( 0.67, 2.04)     0.00 ( -0.00,  0.01)     0.5942                           

                                      yes                           7/ 354 (  2.0)        3/ 372 (  0.8)      2.45 ( 0.64, 9.41)    2.48 ( 0.64, 9.67)     0.01 ( -0.01,  0.03)     0.2132                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                         43/2958 (  1.5)       64/2950 (  2.2)      0.67 ( 0.46, 0.98)    0.67 ( 0.45, 0.98)    -0.01 ( -0.01, -0.00)     0.0391                           

 mediastinal disorders, PT:                                                                                                                                                                                          

 Dyspnoea                                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6106            

                                      <=65 years                   24/1690 (  1.4)       32/1660 (  1.9)      0.74 ( 0.44, 1.25)    0.73 ( 0.43, 1.25)    -0.01 ( -0.01,  0.00)     0.2520                           

                                      >65 years                    19/1268 (  1.5)       32/1290 (  2.5)      0.60 ( 0.34, 1.06)    0.60 ( 0.34, 1.06)    -0.01 ( -0.02,  0.00)     0.0757                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1534            

                                      male                         29/2026 (  1.4)       50/1970 (  2.5)      0.56 ( 0.36, 0.89)    0.56 ( 0.35, 0.88)    -0.01 ( -0.02, -0.00)     0.0120                           

                                      female                       14/ 932 (  1.5)       14/ 980 (  1.4)      1.05 ( 0.50, 2.19)    1.05 ( 0.50, 2.22)     0.00 ( -0.01,  0.01)     0.8935                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4917            

                                      White                        41/2305 (  1.8)       57/2263 (  2.5)      0.71 ( 0.47, 1.05)    0.70 ( 0.47, 1.05)    -0.01 ( -0.02,  0.00)     0.0844                           

                                      Black Or African American     1/ 103 (  1.0)        3/ 116 (  2.6)      0.38 ( 0.04, 3.55)    0.37 ( 0.04, 3.61)    -0.02 ( -0.05,  0.02)     0.6242                           

                                      Asian                         1/ 440 (  0.2)        1/ 458 (  0.2)      1.04 ( 0.07,16.59)    1.04 ( 0.06,16.69)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         0/ 110 (  0.0)        3/ 113 (  2.7)      0.15 ( 0.01, 2.81)    0.14 ( 0.01, 2.80)    -0.03 ( -0.06,  0.00)     0.2468                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2268            

                                      North America                37/ 997 (  3.7)       44/ 998 (  4.4)      0.84 ( 0.55, 1.29)    0.84 ( 0.53, 1.31)    -0.01 ( -0.03,  0.01)     0.4300                           

                                      Latin America                 0/ 361 (  0.0)        1/ 322 (  0.3)      0.30 ( 0.01, 7.28)    0.30 ( 0.01, 7.30)    -0.00 ( -0.01,  0.00)     0.4714                           

                                      Asia/Pacific                  1/ 404 (  0.2)        3/ 422 (  0.7)      0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.00 ( -0.01,  0.00)     0.6244                           

                                      Europe                        5/1196 (  0.4)       16/1208 (  1.3)      0.32 ( 0.12, 0.86)    0.31 ( 0.11, 0.86)    -0.01 ( -0.02, -0.00)     0.0170                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.5830            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        3/  95 (  3.2)      1.03 ( 0.21, 4.99)    1.03 ( 0.20, 5.26)     0.00 ( -0.05,  0.05)     1.0000                           

                                      >=45 mL/min/1.73m^2          40/2865 (  1.4)       61/2855 (  2.1)      0.65 ( 0.44, 0.97)    0.65 ( 0.43, 0.97)    -0.01 ( -0.01, -0.00)     0.0335                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6952            

                                      <60 mL/min/1.73m^2           18/ 604 (  3.0)       26/ 658 (  4.0)      0.75 ( 0.42, 1.36)    0.75 ( 0.41, 1.38)    -0.01 ( -0.03,  0.01)     0.3476                           

                                      >=60 mL/min/1.73m^2          25/2353 (  1.1)       38/2292 (  1.7)      0.64 ( 0.39, 1.06)    0.64 ( 0.38, 1.06)    -0.01 ( -0.01,  0.00)     0.0794                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.2466            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          43/2944 (  1.5)       63/2943 (  2.1)      0.68 ( 0.46, 1.00)    0.68 ( 0.46, 1.00)    -0.01 ( -0.01,  0.00)     0.0498                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.7923            

                                      <30 mg/g                      6/ 333 (  1.8)       13/ 352 (  3.7)      0.49 ( 0.19, 1.27)    0.48 ( 0.18, 1.27)    -0.02 ( -0.05,  0.01)     0.1322                           

                                      >=30 - <=300 mg/g            22/2016 (  1.1)       32/2011 (  1.6)      0.69 ( 0.40, 1.18)    0.68 ( 0.40, 1.18)    -0.00 ( -0.01,  0.00)     0.1679                           

                                      >300 mg/g                    14/ 592 (  2.4)       19/ 574 (  3.3)      0.71 ( 0.36, 1.41)    0.71 ( 0.35, 1.42)    -0.01 ( -0.03,  0.01)     0.3307                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0112            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    20/ 907 (  2.2)       15/ 910 (  1.6)      1.34 ( 0.69, 2.60)    1.35 ( 0.68, 2.64)     0.01 ( -0.01,  0.02)     0.3881                           

                                      >=130 mmHg                   23/2051 (  1.1)       49/2040 (  2.4)      0.47 ( 0.29, 0.76)    0.46 ( 0.28, 0.76)    -0.01 ( -0.02, -0.00)     0.0018                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4441            

                                      no                           32/2604 (  1.2)       51/2578 (  2.0)      0.62 ( 0.40, 0.96)    0.62 ( 0.39, 0.96)    -0.01 ( -0.01, -0.00)     0.0317                           

                                      yes                          11/ 354 (  3.1)       13/ 372 (  3.5)      0.89 ( 0.40, 1.96)    0.89 ( 0.39, 2.00)    -0.00 ( -0.03,  0.03)     0.7706                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Skin and subcutaneous        Overall                        170/2958 (  5.7)      170/2950 (  5.8)      1.00 ( 0.81, 1.23)    1.00 ( 0.80, 1.24)    -0.00 ( -0.01,  0.01)     0.9795                           

 tissue disorders                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0630            

                                      <=65 years                   90/1690 (  5.3)      105/1660 (  6.3)      0.84 ( 0.64, 1.11)    0.83 ( 0.62, 1.11)    -0.01 ( -0.03,  0.01)     0.2166                           

                                      >65 years                    80/1268 (  6.3)       65/1290 (  5.0)      1.25 ( 0.91, 1.72)    1.27 ( 0.91, 1.78)     0.01 ( -0.01,  0.03)     0.1648                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4063            

                                      male                        121/2026 (  6.0)      125/1970 (  6.3)      0.94 ( 0.74, 1.20)    0.94 ( 0.72, 1.21)    -0.00 ( -0.02,  0.01)     0.6240                           

                                      female                       49/ 932 (  5.3)       45/ 980 (  4.6)      1.14 ( 0.77, 1.70)    1.15 ( 0.76, 1.75)     0.01 ( -0.01,  0.03)     0.5011                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1174            

                                      White                       149/2305 (  6.5)      141/2263 (  6.2)      1.04 ( 0.83, 1.30)    1.04 ( 0.82, 1.32)     0.00 ( -0.01,  0.02)     0.7462                           

                                      Black Or African American     1/ 103 (  1.0)        9/ 116 (  7.8)      0.13 ( 0.02, 0.97)    0.12 ( 0.01, 0.94)    -0.07 ( -0.12, -0.02)     0.0208                           

                                      Asian                        15/ 440 (  3.4)       15/ 458 (  3.3)      1.04 ( 0.52, 2.10)    1.04 ( 0.50, 2.16)     0.00 ( -0.02,  0.03)     0.9111                           

                                      Other                         5/ 110 (  4.5)        5/ 113 (  4.4)      1.03 ( 0.31, 3.45)    1.03 ( 0.29, 3.66)     0.00 ( -0.05,  0.06)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9969            

                                      North America                91/ 997 (  9.1)       92/ 998 (  9.2)      0.99 ( 0.75, 1.31)    0.99 ( 0.73, 1.34)    -0.00 ( -0.03,  0.03)     0.9438                           

                                      Latin America                11/ 361 (  3.0)        9/ 322 (  2.8)      1.09 ( 0.46, 2.60)    1.09 ( 0.45, 2.67)     0.00 ( -0.03,  0.03)     0.8455                           

                                      Asia/Pacific                 13/ 404 (  3.2)       14/ 422 (  3.3)      0.97 ( 0.46, 2.04)    0.97 ( 0.45, 2.09)    -0.00 ( -0.03,  0.03)     0.9358                           

                                      Europe                       55/1196 (  4.6)       55/1208 (  4.6)      1.01 ( 0.70, 1.46)    1.01 ( 0.69, 1.48)     0.00 ( -0.02,  0.02)     0.9573                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3182            

                                      <45 mL/min/1.73m^2            6/  92 (  6.5)       10/  95 ( 10.5)      0.62 ( 0.23, 1.64)    0.59 ( 0.21, 1.70)    -0.04 ( -0.13,  0.05)     0.3290                           

                                      >=45 mL/min/1.73m^2         164/2865 (  5.7)      160/2855 (  5.6)      1.02 ( 0.83, 1.26)    1.02 ( 0.82, 1.28)     0.00 ( -0.01,  0.01)     0.8443                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.8326            

                                      <60 mL/min/1.73m^2           43/ 604 (  7.1)       45/ 658 (  6.8)      1.04 ( 0.70, 1.56)    1.04 ( 0.68, 1.61)     0.00 ( -0.03,  0.03)     0.8452                           

                                      >=60 mL/min/1.73m^2         127/2353 (  5.4)      125/2292 (  5.5)      0.99 ( 0.78, 1.26)    0.99 ( 0.77, 1.27)    -0.00 ( -0.01,  0.01)     0.9324                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.0420            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        2/   7 ( 28.6)      0.11 ( 0.01, 2.10)    0.08 ( 0.00, 1.99)    -0.29 ( -0.62,  0.05)     0.1105                           

                                      >=30 mL/min/1.73m^2         170/2944 (  5.8)      168/2943 (  5.7)      1.01 ( 0.82, 1.24)    1.01 ( 0.81, 1.26)     0.00 ( -0.01,  0.01)     0.9133                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4798            

                                      <30 mg/g                     17/ 333 (  5.1)       20/ 352 (  5.7)      0.90 ( 0.48, 1.69)    0.89 ( 0.46, 1.74)    -0.01 ( -0.04,  0.03)     0.7388                           

                                      >=30 - <=300 mg/g           115/2016 (  5.7)      105/2011 (  5.2)      1.09 ( 0.84, 1.41)    1.10 ( 0.84, 1.44)     0.00 ( -0.01,  0.02)     0.5001                           

                                      >300 mg/g                    37/ 592 (  6.3)       44/ 574 (  7.7)      0.82 ( 0.53, 1.24)    0.80 ( 0.51, 1.26)    -0.01 ( -0.05,  0.02)     0.3421                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2854            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    45/ 907 (  5.0)       54/ 910 (  5.9)      0.84 ( 0.57, 1.23)    0.83 ( 0.55, 1.24)    -0.01 ( -0.03,  0.01)     0.3612                           

                                      >=130 mmHg                  125/2051 (  6.1)      116/2040 (  5.7)      1.07 ( 0.84, 1.37)    1.08 ( 0.83, 1.40)     0.00 ( -0.01,  0.02)     0.5792                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2533            

                                      no                          141/2604 (  5.4)      147/2578 (  5.7)      0.95 ( 0.76, 1.19)    0.95 ( 0.75, 1.20)    -0.00 ( -0.02,  0.01)     0.6517                           

                                      yes                          29/ 354 (  8.2)       23/ 372 (  6.2)      1.32 ( 0.78, 2.25)    1.35 ( 0.77, 2.39)     0.02 ( -0.02,  0.06)     0.2943                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Skin and subcutaneous        Overall                         28/2958 (  0.9)       34/2950 (  1.2)      0.82 ( 0.50, 1.35)    0.82 ( 0.50, 1.36)    -0.00 ( -0.01,  0.00)     0.4373                           

 tissue disorders, PT: Diabetic                                                                                                                                                                                      

 foot                                                                                                                                                                                                                

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6641            

                                      <=65 years                   19/1690 (  1.1)       21/1660 (  1.3)      0.89 ( 0.48, 1.65)    0.89 ( 0.48, 1.66)    -0.00 ( -0.01,  0.01)     0.7076                           

                                      >65 years                     9/1268 (  0.7)       13/1290 (  1.0)      0.70 ( 0.30, 1.64)    0.70 ( 0.30, 1.65)    -0.00 ( -0.01,  0.01)     0.4146                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5955            

                                      male                         24/2026 (  1.2)       27/1970 (  1.4)      0.86 ( 0.50, 1.49)    0.86 ( 0.50, 1.50)    -0.00 ( -0.01,  0.01)     0.6006                           

                                      female                        4/ 932 (  0.4)        7/ 980 (  0.7)      0.60 ( 0.18, 2.05)    0.60 ( 0.17, 2.05)    -0.00 ( -0.01,  0.01)     0.4101                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6013            

                                      White                        21/2305 (  0.9)       28/2263 (  1.2)      0.74 ( 0.42, 1.29)    0.73 ( 0.42, 1.30)    -0.00 ( -0.01,  0.00)     0.2846                           

                                      Black Or African American     0/ 103 (  0.0)        1/ 116 (  0.9)      0.38 ( 0.02, 9.11)    0.37 ( 0.01, 9.23)    -0.01 ( -0.03,  0.01)     1.0000                           

                                      Asian                         4/ 440 (  0.9)        3/ 458 (  0.7)      1.39 ( 0.31, 6.17)    1.39 ( 0.31, 6.25)     0.00 ( -0.01,  0.01)     0.7204                           

                                      Other                         3/ 110 (  2.7)        2/ 113 (  1.8)      1.54 ( 0.26, 9.04)    1.56 ( 0.25, 9.50)     0.01 ( -0.03,  0.05)     0.6805                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9603            

                                      North America                10/ 997 (  1.0)       14/ 998 (  1.4)      0.72 ( 0.32, 1.60)    0.71 ( 0.31, 1.61)    -0.00 ( -0.02,  0.01)     0.4129                           

                                      Latin America                 7/ 361 (  1.9)        8/ 322 (  2.5)      0.78 ( 0.29, 2.13)    0.78 ( 0.28, 2.16)    -0.01 ( -0.03,  0.02)     0.6276                           

                                      Asia/Pacific                  3/ 404 (  0.7)        4/ 422 (  0.9)      0.78 ( 0.18, 3.48)    0.78 ( 0.17, 3.52)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                        8/1196 (  0.7)        8/1208 (  0.7)      1.01 ( 0.38, 2.68)    1.01 ( 0.38, 2.70)     0.00 ( -0.01,  0.01)     0.9840                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4149            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        3/  95 (  3.2)      0.34 ( 0.04, 3.25)    0.34 ( 0.03, 3.30)    -0.02 ( -0.06,  0.02)     0.6211                           

                                      >=45 mL/min/1.73m^2          27/2865 (  0.9)       31/2855 (  1.1)      0.87 ( 0.52, 1.45)    0.87 ( 0.52, 1.46)    -0.00 ( -0.01,  0.00)     0.5883                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3153            

                                      <60 mL/min/1.73m^2            4/ 604 (  0.7)        9/ 658 (  1.4)      0.48 ( 0.15, 1.56)    0.48 ( 0.15, 1.57)    -0.01 ( -0.02,  0.01)     0.2152                           

                                      >=60 mL/min/1.73m^2          24/2353 (  1.0)       25/2292 (  1.1)      0.94 ( 0.54, 1.63)    0.93 ( 0.53, 1.64)    -0.00 ( -0.01,  0.01)     0.8134                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          28/2944 (  1.0)       34/2943 (  1.2)      0.82 ( 0.50, 1.35)    0.82 ( 0.50, 1.36)    -0.00 ( -0.01,  0.00)     0.4429                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3866            

                                      <30 mg/g                      1/ 333 (  0.3)        4/ 352 (  1.1)      0.26 ( 0.03, 2.35)    0.26 ( 0.03, 2.36)    -0.01 ( -0.02,  0.00)     0.3741                           

                                      >=30 - <=300 mg/g            15/2016 (  0.7)       20/2011 (  1.0)      0.75 ( 0.38, 1.46)    0.75 ( 0.38, 1.46)    -0.00 ( -0.01,  0.00)     0.3919                           

                                      >300 mg/g                    12/ 592 (  2.0)       10/ 574 (  1.7)      1.16 ( 0.51, 2.67)    1.17 ( 0.50, 2.72)     0.00 ( -0.02,  0.02)     0.7209                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8051            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     9/ 907 (  1.0)       12/ 910 (  1.3)      0.75 ( 0.32, 1.78)    0.75 ( 0.31, 1.79)    -0.00 ( -0.01,  0.01)     0.5153                           

                                      >=130 mmHg                   19/2051 (  0.9)       22/2040 (  1.1)      0.86 ( 0.47, 1.58)    0.86 ( 0.46, 1.59)    -0.00 ( -0.01,  0.01)     0.6255                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9175            

                                      no                           22/2604 (  0.8)       26/2578 (  1.0)      0.84 ( 0.48, 1.47)    0.84 ( 0.47, 1.48)    -0.00 ( -0.01,  0.00)     0.5386                           

                                      yes                           6/ 354 (  1.7)        8/ 372 (  2.2)      0.79 ( 0.28, 2.25)    0.78 ( 0.27, 2.28)    -0.00 ( -0.03,  0.02)     0.6557                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Skin and subcutaneous        Overall                         34/2958 (  1.1)       41/2950 (  1.4)      0.83 ( 0.53, 1.30)    0.83 ( 0.52, 1.30)    -0.00 ( -0.01,  0.00)     0.4093                           

 tissue disorders, PT: Skin ulcer                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2228            

                                      <=65 years                   18/1690 (  1.1)       27/1660 (  1.6)      0.65 ( 0.36, 1.18)    0.65 ( 0.36, 1.19)    -0.01 ( -0.01,  0.00)     0.1582                           

                                      >65 years                    16/1268 (  1.3)       14/1290 (  1.1)      1.16 ( 0.57, 2.37)    1.16 ( 0.57, 2.40)     0.00 ( -0.01,  0.01)     0.6784                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9417            

                                      male                         28/2026 (  1.4)       33/1970 (  1.7)      0.83 ( 0.50, 1.36)    0.82 ( 0.50, 1.37)    -0.00 ( -0.01,  0.01)     0.4500                           

                                      female                        6/ 932 (  0.6)        8/ 980 (  0.8)      0.79 ( 0.27, 2.26)    0.79 ( 0.27, 2.28)    -0.00 ( -0.01,  0.01)     0.6583                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5017            

                                      White                        33/2305 (  1.4)       37/2263 (  1.6)      0.88 ( 0.55, 1.39)    0.87 ( 0.54, 1.40)    -0.00 ( -0.01,  0.01)     0.5760                           

                                      Black Or African American     0/ 103 (  0.0)        2/ 116 (  1.7)      0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)     0.4995                           

                                      Asian                         0/ 440 (  0.0)        1/ 458 (  0.2)      0.35 ( 0.01, 8.49)    0.35 ( 0.01, 8.52)    -0.00 ( -0.01,  0.00)     1.0000                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4569            

                                      North America                19/ 997 (  1.9)       19/ 998 (  1.9)      1.00 ( 0.53, 1.88)    1.00 ( 0.53, 1.90)     0.00 ( -0.01,  0.01)     0.9975                           

                                      Latin America                 2/ 361 (  0.6)        1/ 322 (  0.3)      1.78 ( 0.16,19.58)    1.79 ( 0.16,19.81)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  0/ 404 (  0.0)        2/ 422 (  0.5)      0.21 ( 0.01, 4.34)    0.21 ( 0.01, 4.34)    -0.00 ( -0.01,  0.00)     0.4996                           

                                      Europe                       13/1196 (  1.1)       19/1208 (  1.6)      0.69 ( 0.34, 1.39)    0.69 ( 0.34, 1.40)    -0.00 ( -0.02,  0.01)     0.2987                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1106            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        3/  95 (  3.2)      0.15 ( 0.01, 2.82)    0.14 ( 0.01, 2.80)    -0.03 ( -0.07,  0.00)     0.2462                           

                                      >=45 mL/min/1.73m^2          34/2865 (  1.2)       38/2855 (  1.3)      0.89 ( 0.56, 1.41)    0.89 ( 0.56, 1.42)    -0.00 ( -0.01,  0.00)     0.6246                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.1267            

                                      <60 mL/min/1.73m^2            5/ 604 (  0.8)       13/ 658 (  2.0)      0.42 ( 0.15, 1.17)    0.41 ( 0.15, 1.17)    -0.01 ( -0.03,  0.00)     0.0859                           

                                      >=60 mL/min/1.73m^2          29/2353 (  1.2)       28/2292 (  1.2)      1.01 ( 0.60, 1.69)    1.01 ( 0.60, 1.70)     0.00 ( -0.01,  0.01)     0.9733                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.0603            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        2/   7 ( 28.6)      0.11 ( 0.01, 2.10)    0.08 ( 0.00, 1.99)    -0.29 ( -0.62,  0.05)     0.1105                           

                                      >=30 mL/min/1.73m^2          34/2944 (  1.2)       39/2943 (  1.3)      0.87 ( 0.55, 1.38)    0.87 ( 0.55, 1.38)    -0.00 ( -0.01,  0.00)     0.5550                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4542            

                                      <30 mg/g                      2/ 333 (  0.6)        6/ 352 (  1.7)      0.35 ( 0.07, 1.73)    0.35 ( 0.07, 1.74)    -0.01 ( -0.03,  0.00)     0.2877                           

                                      >=30 - <=300 mg/g            23/2016 (  1.1)       23/2011 (  1.1)      1.00 ( 0.56, 1.77)    1.00 ( 0.56, 1.78)    -0.00 ( -0.01,  0.01)     0.9932                           

                                      >300 mg/g                     9/ 592 (  1.5)       11/ 574 (  1.9)      0.79 ( 0.33, 1.90)    0.79 ( 0.32, 1.92)    -0.00 ( -0.02,  0.01)     0.6027                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1655            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     4/ 907 (  0.4)       10/ 910 (  1.1)      0.40 ( 0.13, 1.27)    0.40 ( 0.12, 1.28)    -0.01 ( -0.02,  0.00)     0.1089                           

                                      >=130 mmHg                   30/2051 (  1.5)       31/2040 (  1.5)      0.96 ( 0.58, 1.58)    0.96 ( 0.58, 1.60)    -0.00 ( -0.01,  0.01)     0.8807                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2754            

                                      no                           27/2604 (  1.0)       36/2578 (  1.4)      0.74 ( 0.45, 1.22)    0.74 ( 0.45, 1.22)    -0.00 ( -0.01,  0.00)     0.2377                           

                                      yes                           7/ 354 (  2.0)        5/ 372 (  1.3)      1.47 ( 0.47, 4.59)    1.48 ( 0.47, 4.71)     0.01 ( -0.02,  0.03)     0.5038                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Surgical and medical         Overall                         29/2958 (  1.0)       42/2950 (  1.4)      0.69 ( 0.43, 1.10)    0.69 ( 0.43, 1.10)    -0.00 ( -0.01,  0.00)     0.1179                           

 procedures                                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9699            

                                      <=65 years                   16/1690 (  0.9)       23/1660 (  1.4)      0.68 ( 0.36, 1.29)    0.68 ( 0.36, 1.29)    -0.00 ( -0.01,  0.00)     0.2366                           

                                      >65 years                    13/1268 (  1.0)       19/1290 (  1.5)      0.70 ( 0.35, 1.40)    0.69 ( 0.34, 1.41)    -0.00 ( -0.01,  0.01)     0.3086                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8742            

                                      male                         21/2026 (  1.0)       29/1970 (  1.5)      0.70 ( 0.40, 1.23)    0.70 ( 0.40, 1.23)    -0.00 ( -0.01,  0.00)     0.2156                           

                                      female                        8/ 932 (  0.9)       13/ 980 (  1.3)      0.65 ( 0.27, 1.55)    0.64 ( 0.27, 1.56)    -0.00 ( -0.02,  0.01)     0.3263                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4301            

                                      White                        22/2305 (  1.0)       31/2263 (  1.4)      0.70 ( 0.40, 1.20)    0.69 ( 0.40, 1.20)    -0.00 ( -0.01,  0.00)     0.1900                           

                                      Black Or African American     1/ 103 (  1.0)        6/ 116 (  5.2)      0.19 ( 0.02, 1.53)    0.18 ( 0.02, 1.52)    -0.04 ( -0.09,  0.00)     0.1236                           

                                      Asian                         5/ 440 (  1.1)        4/ 458 (  0.9)      1.30 ( 0.35, 4.81)    1.30 ( 0.35, 4.89)     0.00 ( -0.01,  0.02)     0.7482                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2823            

                                      North America                10/ 997 (  1.0)       24/ 998 (  2.4)      0.42 ( 0.20, 0.87)    0.41 ( 0.20, 0.86)    -0.01 ( -0.03, -0.00)     0.0156                           

                                      Latin America                 1/ 361 (  0.3)        1/ 322 (  0.3)      0.89 ( 0.06,14.20)    0.89 ( 0.06,14.31)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  5/ 404 (  1.2)        4/ 422 (  0.9)      1.31 ( 0.35, 4.83)    1.31 ( 0.35, 4.91)     0.00 ( -0.01,  0.02)     0.7477                           

                                      Europe                       13/1196 (  1.1)       13/1208 (  1.1)      1.01 ( 0.47, 2.17)    1.01 ( 0.47, 2.19)     0.00 ( -0.01,  0.01)     0.9796                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1449            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        3/  95 (  3.2)      0.15 ( 0.01, 2.82)    0.14 ( 0.01, 2.80)    -0.03 ( -0.07,  0.00)     0.2462                           

                                      >=45 mL/min/1.73m^2          29/2865 (  1.0)       39/2855 (  1.4)      0.74 ( 0.46, 1.19)    0.74 ( 0.46, 1.20)    -0.00 ( -0.01,  0.00)     0.2171                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6167            

                                      <60 mL/min/1.73m^2           12/ 604 (  2.0)       16/ 658 (  2.4)      0.82 ( 0.39, 1.71)    0.81 ( 0.38, 1.73)    -0.00 ( -0.02,  0.01)     0.5921                           

                                      >=60 mL/min/1.73m^2          17/2353 (  0.7)       26/2292 (  1.1)      0.64 ( 0.35, 1.17)    0.63 ( 0.34, 1.17)    -0.00 ( -0.01,  0.00)     0.1428                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.2395            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          29/2944 (  1.0)       41/2943 (  1.4)      0.71 ( 0.44, 1.13)    0.70 ( 0.44, 1.14)    -0.00 ( -0.01,  0.00)     0.1487                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.8672            

                                      <30 mg/g                      3/ 333 (  0.9)        4/ 352 (  1.1)      0.79 ( 0.18, 3.52)    0.79 ( 0.18, 3.56)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      >=30 - <=300 mg/g            13/2016 (  0.6)       17/2011 (  0.8)      0.76 ( 0.37, 1.57)    0.76 ( 0.37, 1.57)    -0.00 ( -0.01,  0.00)     0.4594                           

                                      >300 mg/g                    13/ 592 (  2.2)       21/ 574 (  3.7)      0.60 ( 0.30, 1.19)    0.59 ( 0.29, 1.19)    -0.01 ( -0.04,  0.01)     0.1380                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4792            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     8/ 907 (  0.9)       15/ 910 (  1.6)      0.54 ( 0.23, 1.26)    0.53 ( 0.22, 1.26)    -0.01 ( -0.02,  0.00)     0.1441                           

                                      >=130 mmHg                   21/2051 (  1.0)       27/2040 (  1.3)      0.77 ( 0.44, 1.36)    0.77 ( 0.43, 1.37)    -0.00 ( -0.01,  0.00)     0.3736                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7485            

                                      no                           22/2604 (  0.8)       30/2578 (  1.2)      0.73 ( 0.42, 1.26)    0.72 ( 0.42, 1.26)    -0.00 ( -0.01,  0.00)     0.2496                           

                                      yes                           7/ 354 (  2.0)       12/ 372 (  3.2)      0.61 ( 0.24, 1.54)    0.61 ( 0.24, 1.56)    -0.01 ( -0.04,  0.01)     0.2926                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Surgical and medical         Overall                         21/2958 (  0.7)       32/2950 (  1.1)      0.65 ( 0.38, 1.13)    0.65 ( 0.38, 1.13)    -0.00 ( -0.01,  0.00)     0.1266                           

 procedures, PT: Dialysis                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8224            

                                      <=65 years                   12/1690 (  0.7)       19/1660 (  1.1)      0.62 ( 0.30, 1.27)    0.62 ( 0.30, 1.28)    -0.00 ( -0.01,  0.00)     0.1892                           

                                      >65 years                     9/1268 (  0.7)       13/1290 (  1.0)      0.70 ( 0.30, 1.64)    0.70 ( 0.30, 1.65)    -0.00 ( -0.01,  0.01)     0.4146                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4289            

                                      male                         14/2026 (  0.7)       24/1970 (  1.2)      0.57 ( 0.29, 1.09)    0.56 ( 0.29, 1.09)    -0.01 ( -0.01,  0.00)     0.0860                           

                                      female                        7/ 932 (  0.8)        8/ 980 (  0.8)      0.92 ( 0.33, 2.53)    0.92 ( 0.33, 2.55)    -0.00 ( -0.01,  0.01)     0.8716                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3558            

                                      White                        15/2305 (  0.7)       24/2263 (  1.1)      0.61 ( 0.32, 1.17)    0.61 ( 0.32, 1.17)    -0.00 ( -0.01,  0.00)     0.1323                           

                                      Black Or African American     1/ 103 (  1.0)        4/ 116 (  3.4)      0.28 ( 0.03, 2.48)    0.27 ( 0.03, 2.50)    -0.02 ( -0.06,  0.01)     0.3737                           

                                      Asian                         5/ 440 (  1.1)        3/ 458 (  0.7)      1.73 ( 0.42, 7.22)    1.74 ( 0.41, 7.34)     0.00 ( -0.01,  0.02)     0.4979                           

                                      Other                         0/ 110 (  0.0)        1/ 113 (  0.9)      0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2910            

                                      North America                 8/ 997 (  0.8)       19/ 998 (  1.9)      0.42 ( 0.19, 0.96)    0.42 ( 0.18, 0.96)    -0.01 ( -0.02,  0.00)     0.0333                           

                                      Latin America                 0/ 361 (  0.0)        1/ 322 (  0.3)      0.30 ( 0.01, 7.28)    0.30 ( 0.01, 7.30)    -0.00 ( -0.01,  0.00)     0.4714                           

                                      Asia/Pacific                  5/ 404 (  1.2)        4/ 422 (  0.9)      1.31 ( 0.35, 4.83)    1.31 ( 0.35, 4.91)     0.00 ( -0.01,  0.02)     0.7477                           

                                      Europe                        8/1196 (  0.7)        8/1208 (  0.7)      1.01 ( 0.38, 2.68)    1.01 ( 0.38, 2.70)     0.00 ( -0.01,  0.01)     0.9840                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1519            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        3/  95 (  3.2)      0.15 ( 0.01, 2.82)    0.14 ( 0.01, 2.80)    -0.03 ( -0.07,  0.00)     0.2462                           

                                      >=45 mL/min/1.73m^2          21/2865 (  0.7)       29/2855 (  1.0)      0.72 ( 0.41, 1.26)    0.72 ( 0.41, 1.26)    -0.00 ( -0.01,  0.00)     0.2507                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2498            

                                      <60 mL/min/1.73m^2           12/ 604 (  2.0)       14/ 658 (  2.1)      0.93 ( 0.44, 2.00)    0.93 ( 0.43, 2.03)    -0.00 ( -0.02,  0.02)     0.8603                           

                                      >=60 mL/min/1.73m^2           9/2353 (  0.4)       18/2292 (  0.8)      0.49 ( 0.22, 1.08)    0.49 ( 0.22, 1.08)    -0.00 ( -0.01,  0.00)     0.0710                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.2502            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          21/2944 (  0.7)       31/2943 (  1.1)      0.68 ( 0.39, 1.18)    0.67 ( 0.39, 1.18)    -0.00 ( -0.01,  0.00)     0.1633                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5625            

                                      <30 mg/g                      3/ 333 (  0.9)        2/ 352 (  0.6)      1.59 ( 0.27, 9.43)    1.59 ( 0.26, 9.58)     0.00 ( -0.01,  0.02)     0.6783                           

                                      >=30 - <=300 mg/g             7/2016 (  0.3)       12/2011 (  0.6)      0.58 ( 0.23, 1.47)    0.58 ( 0.23, 1.48)    -0.00 ( -0.01,  0.00)     0.2481                           

                                      >300 mg/g                    11/ 592 (  1.9)       18/ 574 (  3.1)      0.59 ( 0.28, 1.24)    0.58 ( 0.27, 1.25)    -0.01 ( -0.03,  0.01)     0.1615                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8459            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     6/ 907 (  0.7)       10/ 910 (  1.1)      0.60 ( 0.22, 1.65)    0.60 ( 0.22, 1.66)    -0.00 ( -0.01,  0.01)     0.3185                           

                                      >=130 mmHg                   15/2051 (  0.7)       22/2040 (  1.1)      0.68 ( 0.35, 1.30)    0.68 ( 0.35, 1.31)    -0.00 ( -0.01,  0.00)     0.2411                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5554            

                                      no                           15/2604 (  0.6)       20/2578 (  0.8)      0.74 ( 0.38, 1.45)    0.74 ( 0.38, 1.45)    -0.00 ( -0.01,  0.00)     0.3801                           

                                      yes                           6/ 354 (  1.7)       12/ 372 (  3.2)      0.53 ( 0.20, 1.38)    0.52 ( 0.19, 1.39)    -0.02 ( -0.04,  0.01)     0.1852                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Vascular disorders           Overall                        290/2958 (  9.8)      309/2950 ( 10.5)      0.94 ( 0.80, 1.09)    0.93 ( 0.78, 1.10)    -0.01 ( -0.02,  0.01)     0.3932                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4562            

                                      <=65 years                  148/1690 (  8.8)      164/1660 (  9.9)      0.89 ( 0.72, 1.10)    0.88 ( 0.69, 1.11)    -0.01 ( -0.03,  0.01)     0.2639                           

                                      >65 years                   142/1268 ( 11.2)      145/1290 ( 11.2)      1.00 ( 0.80, 1.24)    1.00 ( 0.78, 1.27)    -0.00 ( -0.03,  0.02)     0.9734                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9030            

                                      male                        209/2026 ( 10.3)      219/1970 ( 11.1)      0.93 ( 0.78, 1.11)    0.92 ( 0.75, 1.12)    -0.01 ( -0.03,  0.01)     0.4132                           

                                      female                       81/ 932 (  8.7)       90/ 980 (  9.2)      0.95 ( 0.71, 1.26)    0.94 ( 0.69, 1.29)    -0.00 ( -0.03,  0.02)     0.7060                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9410            

                                      White                       253/2305 ( 11.0)      264/2263 ( 11.7)      0.94 ( 0.80, 1.11)    0.93 ( 0.78, 1.12)    -0.01 ( -0.03,  0.01)     0.4619                           

                                      Black Or African American     8/ 103 (  7.8)       10/ 116 (  8.6)      0.90 ( 0.37, 2.20)    0.89 ( 0.34, 2.35)    -0.01 ( -0.09,  0.08)     0.8188                           

                                      Asian                        18/ 440 (  4.1)       24/ 458 (  5.2)      0.78 ( 0.43, 1.42)    0.77 ( 0.41, 1.44)    -0.01 ( -0.04,  0.02)     0.4151                           

                                      Other                        11/ 110 ( 10.0)       11/ 113 (  9.7)      1.03 ( 0.46, 2.27)    1.03 ( 0.43, 2.48)     0.00 ( -0.08,  0.09)     0.9471                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3342            

                                      North America               143/ 997 ( 14.3)      131/ 998 ( 13.1)      1.09 ( 0.88, 1.36)    1.11 ( 0.86, 1.43)     0.01 ( -0.02,  0.04)     0.4300                           

                                      Latin America                15/ 361 (  4.2)       17/ 322 (  5.3)      0.79 ( 0.40, 1.55)    0.78 ( 0.38, 1.58)    -0.01 ( -0.05,  0.02)     0.4879                           

                                      Asia/Pacific                 21/ 404 (  5.2)       30/ 422 (  7.1)      0.73 ( 0.43, 1.26)    0.72 ( 0.40, 1.27)    -0.02 ( -0.05,  0.02)     0.2543                           

                                      Europe                      111/1196 (  9.3)      131/1208 ( 10.8)      0.86 ( 0.67, 1.09)    0.84 ( 0.64, 1.10)    -0.02 ( -0.04,  0.01)     0.2028                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.8280            

                                      <45 mL/min/1.73m^2           10/  92 ( 10.9)       12/  95 ( 12.6)      0.86 ( 0.39, 1.89)    0.84 ( 0.35, 2.06)    -0.02 ( -0.12,  0.09)     0.7092                           

                                      >=45 mL/min/1.73m^2         280/2865 (  9.8)      297/2855 ( 10.4)      0.94 ( 0.80, 1.10)    0.93 ( 0.79, 1.11)    -0.01 ( -0.02,  0.01)     0.4292                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3199            

                                      <60 mL/min/1.73m^2           74/ 604 ( 12.3)       75/ 658 ( 11.4)      1.07 ( 0.80, 1.45)    1.09 ( 0.77, 1.53)     0.01 ( -0.03,  0.05)     0.6389                           

                                      >=60 mL/min/1.73m^2         216/2353 (  9.2)      234/2292 ( 10.2)      0.90 ( 0.75, 1.07)    0.89 ( 0.73, 1.08)    -0.01 ( -0.03,  0.01)     0.2356                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1761            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2         290/2944 (  9.9)      308/2943 ( 10.5)      0.94 ( 0.81, 1.10)    0.93 ( 0.79, 1.11)    -0.01 ( -0.02,  0.01)     0.4349                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2974            

                                      <30 mg/g                     37/ 333 ( 11.1)       30/ 352 (  8.5)      1.30 ( 0.82, 2.06)    1.34 ( 0.81, 2.23)     0.03 ( -0.02,  0.07)     0.2547                           

                                      >=30 - <=300 mg/g           183/2016 (  9.1)      202/2011 ( 10.0)      0.90 ( 0.75, 1.09)    0.89 ( 0.72, 1.10)    -0.01 ( -0.03,  0.01)     0.2966                           

                                      >300 mg/g                    65/ 592 ( 11.0)       73/ 574 ( 12.7)      0.86 ( 0.63, 1.18)    0.85 ( 0.59, 1.21)    -0.02 ( -0.06,  0.02)     0.3586                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1510            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    95/ 907 ( 10.5)       86/ 910 (  9.5)      1.11 ( 0.84, 1.46)    1.12 ( 0.82, 1.52)     0.01 ( -0.02,  0.04)     0.4665                           

                                      >=130 mmHg                  195/2051 (  9.5)      223/2040 ( 10.9)      0.87 ( 0.72, 1.04)    0.86 ( 0.70, 1.05)    -0.01 ( -0.03,  0.00)     0.1328                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2129            

                                      no                          235/2604 (  9.0)      259/2578 ( 10.0)      0.90 ( 0.76, 1.06)    0.89 ( 0.74, 1.07)    -0.01 ( -0.03,  0.01)     0.2104                           

                                      yes                          55/ 354 ( 15.5)       50/ 372 ( 13.4)      1.16 ( 0.81, 1.65)    1.18 ( 0.78, 1.79)     0.02 ( -0.03,  0.07)     0.4226                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Vascular disorders, PT:      Overall                         55/2958 (  1.9)       80/2950 (  2.7)      0.69 ( 0.49, 0.96)    0.68 ( 0.48, 0.96)    -0.01 ( -0.02, -0.00)     0.0284                           

 Hypertension                                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4006            

                                      <=65 years                   34/1690 (  2.0)       43/1660 (  2.6)      0.78 ( 0.50, 1.21)    0.77 ( 0.49, 1.22)    -0.01 ( -0.02,  0.00)     0.2640                           

                                      >65 years                    21/1268 (  1.7)       37/1290 (  2.9)      0.58 ( 0.34, 0.98)    0.57 ( 0.33, 0.98)    -0.01 ( -0.02,  0.00)     0.0395                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5047            

                                      male                         39/2026 (  1.9)       51/1970 (  2.6)      0.74 ( 0.49, 1.12)    0.74 ( 0.48, 1.13)    -0.01 ( -0.02,  0.00)     0.1574                           

                                      female                       16/ 932 (  1.7)       29/ 980 (  3.0)      0.58 ( 0.32, 1.06)    0.57 ( 0.31, 1.06)    -0.01 ( -0.03,  0.00)     0.0733                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5130            

                                      White                        44/2305 (  1.9)       69/2263 (  3.0)      0.63 ( 0.43, 0.91)    0.62 ( 0.42, 0.91)    -0.01 ( -0.02, -0.00)     0.0131                           

                                      Black Or African American     2/ 103 (  1.9)        4/ 116 (  3.4)      0.56 ( 0.11, 3.01)    0.55 ( 0.10, 3.09)    -0.02 ( -0.06,  0.03)     0.6865                           

                                      Asian                         6/ 440 (  1.4)        4/ 458 (  0.9)      1.56 ( 0.44, 5.50)    1.57 ( 0.44, 5.60)     0.00 ( -0.01,  0.02)     0.5392                           

                                      Other                         3/ 110 (  2.7)        3/ 113 (  2.7)      1.03 ( 0.21, 4.98)    1.03 ( 0.20, 5.21)     0.00 ( -0.04,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8791            

                                      North America                25/ 997 (  2.5)       36/ 998 (  3.6)      0.70 ( 0.42, 1.15)    0.69 ( 0.41, 1.15)    -0.01 ( -0.03,  0.01)     0.1538                           

                                      Latin America                 4/ 361 (  1.1)        4/ 322 (  1.2)      0.89 ( 0.22, 3.54)    0.89 ( 0.22, 3.59)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      Asia/Pacific                  4/ 404 (  1.0)        4/ 422 (  0.9)      1.04 ( 0.26, 4.15)    1.05 ( 0.26, 4.21)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       22/1196 (  1.8)       36/1208 (  3.0)      0.62 ( 0.37, 1.04)    0.61 ( 0.36, 1.04)    -0.01 ( -0.02,  0.00)     0.0684                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.5326            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        3/  95 (  3.2)      0.34 ( 0.04, 3.25)    0.34 ( 0.03, 3.30)    -0.02 ( -0.06,  0.02)     0.6211                           

                                      >=45 mL/min/1.73m^2          54/2865 (  1.9)       77/2855 (  2.7)      0.70 ( 0.50, 0.99)    0.69 ( 0.49, 0.99)    -0.01 ( -0.02, -0.00)     0.0401                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7450            

                                      <60 mL/min/1.73m^2           12/ 604 (  2.0)       21/ 658 (  3.2)      0.62 ( 0.31, 1.25)    0.61 ( 0.30, 1.26)    -0.01 ( -0.03,  0.01)     0.1805                           

                                      >=60 mL/min/1.73m^2          43/2353 (  1.8)       59/2292 (  2.6)      0.71 ( 0.48, 1.05)    0.70 ( 0.47, 1.05)    -0.01 ( -0.02,  0.00)     0.0826                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          55/2944 (  1.9)       80/2943 (  2.7)      0.69 ( 0.49, 0.97)    0.68 ( 0.48, 0.96)    -0.01 ( -0.02, -0.00)     0.0294                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.7667            

                                      <30 mg/g                      4/ 333 (  1.2)        8/ 352 (  2.3)      0.53 ( 0.16, 1.74)    0.52 ( 0.16, 1.75)    -0.01 ( -0.04,  0.01)     0.2857                           

                                      >=30 - <=300 mg/g            40/2016 (  2.0)       54/2011 (  2.7)      0.74 ( 0.49, 1.11)    0.73 ( 0.49, 1.11)    -0.01 ( -0.02,  0.00)     0.1407                           

                                      >300 mg/g                    10/ 592 (  1.7)       17/ 574 (  3.0)      0.57 ( 0.26, 1.24)    0.56 ( 0.26, 1.24)    -0.01 ( -0.03,  0.01)     0.1488                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0363            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    18/ 907 (  2.0)       14/ 910 (  1.5)      1.29 ( 0.65, 2.58)    1.30 ( 0.64, 2.62)     0.00 ( -0.01,  0.02)     0.4699                           

                                      >=130 mmHg                   37/2051 (  1.8)       66/2040 (  3.2)      0.56 ( 0.37, 0.83)    0.55 ( 0.37, 0.83)    -0.01 ( -0.02, -0.00)     0.0035                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1215            

                                      no                           44/2604 (  1.7)       71/2578 (  2.8)      0.61 ( 0.42, 0.89)    0.61 ( 0.42, 0.89)    -0.01 ( -0.02, -0.00)     0.0093                           

                                      yes                          11/ 354 (  3.1)        9/ 372 (  2.4)      1.28 ( 0.54, 3.06)    1.29 ( 0.53, 3.16)     0.01 ( -0.02,  0.04)     0.5716                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Vascular disorders, PT:      Overall                         40/2958 (  1.4)       31/2950 (  1.1)      1.29 ( 0.81, 2.05)    1.29 ( 0.81, 2.07)     0.00 ( -0.00,  0.01)     0.2878                           

 Hypotension                                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9523            

                                      <=65 years                   20/1690 (  1.2)       15/1660 (  0.9)      1.31 ( 0.67, 2.55)    1.31 ( 0.67, 2.57)     0.00 ( -0.00,  0.01)     0.4259                           

                                      >65 years                    20/1268 (  1.6)       16/1290 (  1.2)      1.27 ( 0.66, 2.44)    1.28 ( 0.66, 2.47)     0.00 ( -0.01,  0.01)     0.4695                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4985            

                                      male                         35/2026 (  1.7)       25/1970 (  1.3)      1.36 ( 0.82, 2.27)    1.37 ( 0.82, 2.29)     0.00 ( -0.00,  0.01)     0.2335                           

                                      female                        5/ 932 (  0.5)        6/ 980 (  0.6)      0.88 ( 0.27, 2.86)    0.88 ( 0.27, 2.88)    -0.00 ( -0.01,  0.01)     0.8267                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2907            

                                      White                        39/2305 (  1.7)       27/2263 (  1.2)      1.42 ( 0.87, 2.31)    1.43 ( 0.87, 2.34)     0.00 ( -0.00,  0.01)     0.1578                           

                                      Black Or African American     0/ 103 (  0.0)        2/ 116 (  1.7)      0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)     0.4995                           

                                      Asian                         1/ 440 (  0.2)        1/ 458 (  0.2)      1.04 ( 0.07,16.59)    1.04 ( 0.06,16.69)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         0/ 110 (  0.0)        1/ 113 (  0.9)      0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6464            

                                      North America                30/ 997 (  3.0)       23/ 998 (  2.3)      1.31 ( 0.76, 2.23)    1.32 ( 0.76, 2.28)     0.01 ( -0.01,  0.02)     0.3281                           

                                      Latin America                 0/ 361 (  0.0)        1/ 322 (  0.3)      0.30 ( 0.01, 7.28)    0.30 ( 0.01, 7.30)    -0.00 ( -0.01,  0.00)     0.4714                           

                                      Asia/Pacific                  2/ 404 (  0.5)        2/ 422 (  0.5)      1.04 ( 0.15, 7.38)    1.04 ( 0.15, 7.45)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                        8/1196 (  0.7)        5/1208 (  0.4)      1.62 ( 0.53, 4.93)    1.62 ( 0.53, 4.97)     0.00 ( -0.00,  0.01)     0.3941                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.5562            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        2/  95 (  2.1)      2.07 ( 0.39,11.00)    2.11 ( 0.38,11.83)     0.02 ( -0.03,  0.07)     0.4393                           

                                      >=45 mL/min/1.73m^2          36/2865 (  1.3)       29/2855 (  1.0)      1.24 ( 0.76, 2.01)    1.24 ( 0.76, 2.03)     0.00 ( -0.00,  0.01)     0.3904                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2315            

                                      <60 mL/min/1.73m^2           16/ 604 (  2.6)        9/ 658 (  1.4)      1.94 ( 0.86, 4.35)    1.96 ( 0.86, 4.47)     0.01 ( -0.00,  0.03)     0.1029                           

                                      >=60 mL/min/1.73m^2          24/2353 (  1.0)       22/2292 (  1.0)      1.06 ( 0.60, 1.89)    1.06 ( 0.59, 1.90)     0.00 ( -0.01,  0.01)     0.8361                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          40/2944 (  1.4)       31/2943 (  1.1)      1.29 ( 0.81, 2.06)    1.29 ( 0.81, 2.07)     0.00 ( -0.00,  0.01)     0.2832                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.6790            

                                      <30 mg/g                      6/ 333 (  1.8)        3/ 352 (  0.9)      2.11 ( 0.53, 8.38)    2.13 ( 0.53, 8.61)     0.01 ( -0.01,  0.03)     0.3286                           

                                      >=30 - <=300 mg/g            22/2016 (  1.1)       20/2011 (  1.0)      1.10 ( 0.60, 2.00)    1.10 ( 0.60, 2.02)     0.00 ( -0.01,  0.01)     0.7626                           

                                      >300 mg/g                    11/ 592 (  1.9)        8/ 574 (  1.4)      1.33 ( 0.54, 3.29)    1.34 ( 0.53, 3.35)     0.00 ( -0.01,  0.02)     0.5314                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2607            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    14/ 907 (  1.5)       15/ 910 (  1.6)      0.94 ( 0.45, 1.93)    0.94 ( 0.45, 1.95)    -0.00 ( -0.01,  0.01)     0.8586                           

                                      >=130 mmHg                   26/2051 (  1.3)       16/2040 (  0.8)      1.62 ( 0.87, 3.00)    1.62 ( 0.87, 3.04)     0.00 ( -0.00,  0.01)     0.1252                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9269            

                                      no                           26/2604 (  1.0)       20/2578 (  0.8)      1.29 ( 0.72, 2.30)    1.29 ( 0.72, 2.32)     0.00 ( -0.00,  0.01)     0.3929                           

                                      yes                          14/ 354 (  4.0)       11/ 372 (  3.0)      1.34 ( 0.62, 2.91)    1.35 ( 0.61, 3.02)     0.01 ( -0.02,  0.04)     0.4614                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Vascular disorders, PT:      Overall                         43/2958 (  1.5)       47/2950 (  1.6)      0.91 ( 0.61, 1.38)    0.91 ( 0.60, 1.38)    -0.00 ( -0.01,  0.01)     0.6615                           

 Peripheral arterial occlusive                                                                                                                                                                                       

 disease                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0822            

                                      <=65 years                   21/1690 (  1.2)       31/1660 (  1.9)      0.67 ( 0.38, 1.15)    0.66 ( 0.38, 1.16)    -0.01 ( -0.02,  0.00)     0.1436                           

                                      >65 years                    22/1268 (  1.7)       16/1290 (  1.2)      1.40 ( 0.74, 2.65)    1.41 ( 0.73, 2.69)     0.00 ( -0.01,  0.02)     0.3012                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1596            

                                      male                         31/2026 (  1.5)       39/1970 (  2.0)      0.77 ( 0.48, 1.23)    0.77 ( 0.48, 1.24)    -0.00 ( -0.01,  0.00)     0.2788                           

                                      female                       12/ 932 (  1.3)        8/ 980 (  0.8)      1.58 ( 0.65, 3.84)    1.58 ( 0.64, 3.89)     0.00 ( -0.01,  0.02)     0.3115                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8438            

                                      White                        40/2305 (  1.7)       43/2263 (  1.9)      0.91 ( 0.60, 1.40)    0.91 ( 0.59, 1.41)    -0.00 ( -0.01,  0.01)     0.6768                           

                                      Black Or African American     0/ 103 (  0.0)        0/ 116 (  0.0)        NE                    NE                    NE                                                       

                                      Asian                         3/ 440 (  0.7)        4/ 458 (  0.9)      0.78 ( 0.18, 3.47)    0.78 ( 0.17, 3.50)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         0/ 110 (  0.0)        0/ 113 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6776            

                                      North America                17/ 997 (  1.7)       13/ 998 (  1.3)      1.31 ( 0.64, 2.68)    1.31 ( 0.63, 2.72)     0.00 ( -0.01,  0.02)     0.4603                           

                                      Latin America                 2/ 361 (  0.6)        3/ 322 (  0.9)      0.59 ( 0.10, 3.54)    0.59 ( 0.10, 3.57)    -0.00 ( -0.02,  0.01)     0.6707                           

                                      Asia/Pacific                  3/ 404 (  0.7)        4/ 422 (  0.9)      0.78 ( 0.18, 3.48)    0.78 ( 0.17, 3.52)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       21/1196 (  1.8)       27/1208 (  2.2)      0.79 ( 0.45, 1.38)    0.78 ( 0.44, 1.39)    -0.00 ( -0.02,  0.01)     0.4011                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2831            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        0/  95 (  0.0)      3.10 ( 0.13,75.06)    3.13 ( 0.13,77.85)     0.01 ( -0.01,  0.03)     0.4920                           

                                      >=45 mL/min/1.73m^2          42/2865 (  1.5)       47/2855 (  1.6)      0.89 ( 0.59, 1.35)    0.89 ( 0.58, 1.35)    -0.00 ( -0.01,  0.00)     0.5818                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3372            

                                      <60 mL/min/1.73m^2           10/ 604 (  1.7)        8/ 658 (  1.2)      1.36 ( 0.54, 3.43)    1.37 ( 0.54, 3.49)     0.00 ( -0.01,  0.02)     0.5105                           

                                      >=60 mL/min/1.73m^2          33/2353 (  1.4)       39/2292 (  1.7)      0.82 ( 0.52, 1.31)    0.82 ( 0.52, 1.31)    -0.00 ( -0.01,  0.00)     0.4094                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          43/2944 (  1.5)       47/2943 (  1.6)      0.91 ( 0.61, 1.38)    0.91 ( 0.60, 1.39)    -0.00 ( -0.01,  0.01)     0.6698                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1934            

                                      <30 mg/g                      9/ 333 (  2.7)        4/ 352 (  1.1)      2.38 ( 0.74, 7.65)    2.42 ( 0.74, 7.92)     0.02 ( -0.01,  0.04)     0.1335                           

                                      >=30 - <=300 mg/g            25/2016 (  1.2)       31/2011 (  1.5)      0.80 ( 0.48, 1.36)    0.80 ( 0.47, 1.36)    -0.00 ( -0.01,  0.00)     0.4141                           

                                      >300 mg/g                     9/ 592 (  1.5)       12/ 574 (  2.1)      0.73 ( 0.31, 1.71)    0.72 ( 0.30, 1.73)    -0.01 ( -0.02,  0.01)     0.4643                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4664            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     9/ 907 (  1.0)       13/ 910 (  1.4)      0.69 ( 0.30, 1.62)    0.69 ( 0.29, 1.63)    -0.00 ( -0.02,  0.01)     0.3953                           

                                      >=130 mmHg                   34/2051 (  1.7)       34/2040 (  1.7)      0.99 ( 0.62, 1.59)    0.99 ( 0.62, 1.61)    -0.00 ( -0.01,  0.01)     0.9822                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3896            

                                      no                           33/2604 (  1.3)       39/2578 (  1.5)      0.84 ( 0.53, 1.33)    0.84 ( 0.52, 1.33)    -0.00 ( -0.01,  0.00)     0.4503                           

                                      yes                          10/ 354 (  2.8)        8/ 372 (  2.2)      1.31 ( 0.52, 3.29)    1.32 ( 0.52, 3.39)     0.01 ( -0.02,  0.03)     0.5595                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Blood and lymphatic system   Overall                         31/2958 (  1.0)       36/2950 (  1.2)      0.86 ( 0.53, 1.38)    0.86 ( 0.53, 1.39)    -0.00 ( -0.01,  0.00)     0.5317                           

 disorders                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9045            

                                      <=65 years                   11/1690 (  0.7)       13/1660 (  0.8)      0.83 ( 0.37, 1.85)    0.83 ( 0.37, 1.86)    -0.00 ( -0.01,  0.01)     0.6500                           

                                      >65 years                    20/1268 (  1.6)       23/1290 (  1.8)      0.88 ( 0.49, 1.60)    0.88 ( 0.48, 1.62)    -0.00 ( -0.01,  0.01)     0.6859                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6545            

                                      male                         17/2026 (  0.8)       21/1970 (  1.1)      0.79 ( 0.42, 1.49)    0.79 ( 0.41, 1.49)    -0.00 ( -0.01,  0.00)     0.4600                           

                                      female                       14/ 932 (  1.5)       15/ 980 (  1.5)      0.98 ( 0.48, 2.02)    0.98 ( 0.47, 2.04)    -0.00 ( -0.01,  0.01)     0.9594                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3127            

                                      White                        29/2305 (  1.3)       32/2263 (  1.4)      0.89 ( 0.54, 1.47)    0.89 ( 0.54, 1.47)    -0.00 ( -0.01,  0.01)     0.6463                           

                                      Black Or African American     0/ 103 (  0.0)        3/ 116 (  2.6)      0.16 ( 0.01, 3.07)    0.16 ( 0.01, 3.07)    -0.03 ( -0.05,  0.00)     0.2492                           

                                      Asian                         1/ 440 (  0.2)        1/ 458 (  0.2)      1.04 ( 0.07,16.59)    1.04 ( 0.06,16.69)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         1/ 110 (  0.9)        0/ 113 (  0.0)      3.08 ( 0.13,74.83)    3.11 ( 0.13,77.16)     0.01 ( -0.01,  0.03)     0.4933                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4174            

                                      North America                17/ 997 (  1.7)       18/ 998 (  1.8)      0.95 ( 0.49, 1.82)    0.94 ( 0.48, 1.84)    -0.00 ( -0.01,  0.01)     0.8670                           

                                      Latin America                 0/ 361 (  0.0)        2/ 322 (  0.6)      0.18 ( 0.01, 3.70)    0.18 ( 0.01, 3.71)    -0.01 ( -0.01,  0.00)     0.2219                           

                                      Asia/Pacific                  1/ 404 (  0.2)        3/ 422 (  0.7)      0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.00 ( -0.01,  0.00)     0.6244                           

                                      Europe                       13/1196 (  1.1)       13/1208 (  1.1)      1.01 ( 0.47, 2.17)    1.01 ( 0.47, 2.19)     0.00 ( -0.01,  0.01)     0.9796                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1135            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        0/  95 (  0.0)      5.16 ( 0.25,106.1)    5.28 ( 0.25,111.4)     0.02 ( -0.01,  0.05)     0.2407                           

                                      >=45 mL/min/1.73m^2          29/2865 (  1.0)       36/2855 (  1.3)      0.80 ( 0.49, 1.31)    0.80 ( 0.49, 1.31)    -0.00 ( -0.01,  0.00)     0.3749                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2562            

                                      <60 mL/min/1.73m^2           10/ 604 (  1.7)        8/ 658 (  1.2)      1.36 ( 0.54, 3.43)    1.37 ( 0.54, 3.49)     0.00 ( -0.01,  0.02)     0.5105                           

                                      >=60 mL/min/1.73m^2          21/2353 (  0.9)       28/2292 (  1.2)      0.73 ( 0.42, 1.28)    0.73 ( 0.41, 1.29)    -0.00 ( -0.01,  0.00)     0.2723                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          31/2944 (  1.1)       36/2943 (  1.2)      0.86 ( 0.53, 1.39)    0.86 ( 0.53, 1.39)    -0.00 ( -0.01,  0.00)     0.5381                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0371            

                                      <30 mg/g                      6/ 333 (  1.8)        1/ 352 (  0.3)      6.34 ( 0.77,52.40)    6.44 ( 0.77,53.78)     0.02 ( -0.00,  0.03)     0.0622                           

                                      >=30 - <=300 mg/g            15/2016 (  0.7)       26/2011 (  1.3)      0.58 ( 0.31, 1.08)    0.57 ( 0.30, 1.08)    -0.01 ( -0.01,  0.00)     0.0828                           

                                      >300 mg/g                    10/ 592 (  1.7)        9/ 574 (  1.6)      1.08 ( 0.44, 2.63)    1.08 ( 0.44, 2.67)     0.00 ( -0.02,  0.02)     0.8702                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5682            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    15/ 907 (  1.7)       15/ 910 (  1.6)      1.00 ( 0.49, 2.04)    1.00 ( 0.49, 2.06)     0.00 ( -0.01,  0.01)     0.9927                           

                                      >=130 mmHg                   16/2051 (  0.8)       21/2040 (  1.0)      0.76 ( 0.40, 1.45)    0.76 ( 0.39, 1.45)    -0.00 ( -0.01,  0.00)     0.3998                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1098            

                                      no                           20/2604 (  0.8)       29/2578 (  1.1)      0.68 ( 0.39, 1.20)    0.68 ( 0.38, 1.21)    -0.00 ( -0.01,  0.00)     0.1845                           

                                      yes                          11/ 354 (  3.1)        7/ 372 (  1.9)      1.65 ( 0.65, 4.21)    1.67 ( 0.64, 4.36)     0.01 ( -0.01,  0.04)     0.2888                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders            Overall                        517/2958 ( 17.5)      553/2950 ( 18.7)      0.93 ( 0.84, 1.04)    0.92 ( 0.80, 1.05)    -0.01 ( -0.03,  0.01)     0.2059                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7967            

                                      <=65 years                  265/1690 ( 15.7)      283/1660 ( 17.0)      0.92 ( 0.79, 1.07)    0.90 ( 0.75, 1.09)    -0.01 ( -0.04,  0.01)     0.2847                           

                                      >65 years                   252/1268 ( 19.9)      270/1290 ( 20.9)      0.95 ( 0.81, 1.11)    0.94 ( 0.77, 1.14)    -0.01 ( -0.04,  0.02)     0.5075                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1738            

                                      male                        394/2026 ( 19.4)      394/1970 ( 20.0)      0.97 ( 0.86, 1.10)    0.97 ( 0.83, 1.13)    -0.01 ( -0.03,  0.02)     0.6606                           

                                      female                      123/ 932 ( 13.2)      159/ 980 ( 16.2)      0.81 ( 0.65, 1.01)    0.79 ( 0.61, 1.01)    -0.03 ( -0.06,  0.00)     0.0621                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2130            

                                      White                       430/2305 ( 18.7)      453/2263 ( 20.0)      0.93 ( 0.83, 1.05)    0.92 ( 0.79, 1.06)    -0.01 ( -0.04,  0.01)     0.2437                           

                                      Black Or African American    14/ 103 ( 13.6)       27/ 116 ( 23.3)      0.58 ( 0.32, 1.05)    0.52 ( 0.26, 1.05)    -0.10 ( -0.20,  0.01)     0.0673                           

                                      Asian                        51/ 440 ( 11.6)       57/ 458 ( 12.4)      0.93 ( 0.65, 1.33)    0.92 ( 0.62, 1.38)    -0.01 ( -0.05,  0.04)     0.6941                           

                                      Other                        22/ 110 ( 20.0)       16/ 113 ( 14.2)      1.41 ( 0.78, 2.54)    1.52 ( 0.75, 3.07)     0.06 ( -0.05,  0.16)     0.2472                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7960            

                                      North America               207/ 997 ( 20.8)      230/ 998 ( 23.0)      0.90 ( 0.76, 1.06)    0.87 ( 0.71, 1.08)    -0.02 ( -0.06,  0.01)     0.2176                           

                                      Latin America                34/ 361 (  9.4)       31/ 322 (  9.6)      0.98 ( 0.62, 1.55)    0.98 ( 0.59, 1.63)    -0.00 ( -0.05,  0.04)     0.9260                           

                                      Asia/Pacific                 59/ 404 ( 14.6)       57/ 422 ( 13.5)      1.08 ( 0.77, 1.52)    1.10 ( 0.74, 1.62)     0.01 ( -0.04,  0.06)     0.6503                           

                                      Europe                      217/1196 ( 18.1)      235/1208 ( 19.5)      0.93 ( 0.79, 1.10)    0.92 ( 0.75, 1.13)    -0.01 ( -0.04,  0.02)     0.4113                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2474            

                                      <45 mL/min/1.73m^2           19/  92 ( 20.7)       28/  95 ( 29.5)      0.70 ( 0.42, 1.16)    0.62 ( 0.32, 1.22)    -0.09 ( -0.22,  0.04)     0.1656                           

                                      >=45 mL/min/1.73m^2         497/2865 ( 17.3)      525/2855 ( 18.4)      0.94 ( 0.84, 1.05)    0.93 ( 0.81, 1.07)    -0.01 ( -0.03,  0.01)     0.3039                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5736            

                                      <60 mL/min/1.73m^2          127/ 604 ( 21.0)      140/ 658 ( 21.3)      0.99 ( 0.80, 1.22)    0.99 ( 0.75, 1.29)    -0.00 ( -0.05,  0.04)     0.9135                           

                                      >=60 mL/min/1.73m^2         389/2353 ( 16.5)      413/2292 ( 18.0)      0.92 ( 0.81, 1.04)    0.90 ( 0.77, 1.05)    -0.01 ( -0.04,  0.01)     0.1801                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.2544            

                                      <30 mL/min/1.73m^2            2/  13 ( 15.4)        0/   7 (  0.0)      2.86 ( 0.16,52.42)    3.26 ( 0.14,77.84)     0.15 ( -0.04,  0.35)     0.5211                           

                                      >=30 mL/min/1.73m^2         514/2944 ( 17.5)      553/2943 ( 18.8)      0.93 ( 0.83, 1.04)    0.91 ( 0.80, 1.04)    -0.01 ( -0.03,  0.01)     0.1850                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.9866            

                                      <30 mg/g                     56/ 333 ( 16.8)       64/ 352 ( 18.2)      0.92 ( 0.67, 1.28)    0.91 ( 0.61, 1.35)    -0.01 ( -0.07,  0.05)     0.6388                           

                                      >=30 - <=300 mg/g           325/2016 ( 16.1)      354/2011 ( 17.6)      0.92 ( 0.80, 1.05)    0.90 ( 0.76, 1.06)    -0.01 ( -0.04,  0.01)     0.2092                           

                                      >300 mg/g                   130/ 592 ( 22.0)      134/ 574 ( 23.3)      0.94 ( 0.76, 1.16)    0.92 ( 0.70, 1.22)    -0.01 ( -0.06,  0.04)     0.5721                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6461            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                   166/ 907 ( 18.3)      172/ 910 ( 18.9)      0.97 ( 0.80, 1.17)    0.96 ( 0.76, 1.22)    -0.01 ( -0.04,  0.03)     0.7429                           

                                      >=130 mmHg                  351/2051 ( 17.1)      381/2040 ( 18.7)      0.92 ( 0.80, 1.05)    0.90 ( 0.77, 1.06)    -0.02 ( -0.04,  0.01)     0.1923                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4598            

                                      no                          405/2604 ( 15.6)      420/2578 ( 16.3)      0.95 ( 0.84, 1.08)    0.95 ( 0.82, 1.10)    -0.01 ( -0.03,  0.01)     0.4674                           

                                      yes                         112/ 354 ( 31.6)      133/ 372 ( 35.8)      0.88 ( 0.72, 1.09)    0.83 ( 0.61, 1.13)    -0.04 ( -0.11,  0.03)     0.2416                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                        115/2958 (  3.9)      101/2950 (  3.4)      1.14 ( 0.87, 1.48)    1.14 ( 0.87, 1.50)     0.00 ( -0.01,  0.01)     0.3420                           

 Acute myocardial infarction                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3574            

                                      <=65 years                   60/1690 (  3.6)       58/1660 (  3.5)      1.02 ( 0.71, 1.45)    1.02 ( 0.70, 1.47)     0.00 ( -0.01,  0.01)     0.9296                           

                                      >65 years                    55/1268 (  4.3)       43/1290 (  3.3)      1.30 ( 0.88, 1.92)    1.31 ( 0.88, 1.97)     0.01 ( -0.01,  0.03)     0.1859                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1450            

                                      male                         96/2026 (  4.7)       75/1970 (  3.8)      1.24 ( 0.93, 1.67)    1.26 ( 0.92, 1.71)     0.01 ( -0.00,  0.02)     0.1459                           

                                      female                       19/ 932 (  2.0)       26/ 980 (  2.7)      0.77 ( 0.43, 1.38)    0.76 ( 0.42, 1.39)    -0.01 ( -0.02,  0.01)     0.3758                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2835            

                                      White                        95/2305 (  4.1)       86/2263 (  3.8)      1.08 ( 0.81, 1.44)    1.09 ( 0.81, 1.47)     0.00 ( -0.01,  0.01)     0.5780                           

                                      Black Or African American     1/ 103 (  1.0)        4/ 116 (  3.4)      0.28 ( 0.03, 2.48)    0.27 ( 0.03, 2.50)    -0.02 ( -0.06,  0.01)     0.3737                           

                                      Asian                        14/ 440 (  3.2)        7/ 458 (  1.5)      2.08 ( 0.85, 5.11)    2.12 ( 0.85, 5.30)     0.02 ( -0.01,  0.04)     0.1014                           

                                      Other                         5/ 110 (  4.5)        4/ 113 (  3.5)      1.28 ( 0.35, 4.66)    1.30 ( 0.34, 4.96)     0.01 ( -0.04,  0.06)     0.7461                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7705            

                                      North America                44/ 997 (  4.4)       44/ 998 (  4.4)      1.00 ( 0.67, 1.51)    1.00 ( 0.65, 1.53)     0.00 ( -0.02,  0.02)     0.9962                           

                                      Latin America                 7/ 361 (  1.9)        7/ 322 (  2.2)      0.89 ( 0.32, 2.52)    0.89 ( 0.31, 2.56)    -0.00 ( -0.03,  0.02)     0.8289                           

                                      Asia/Pacific                 13/ 404 (  3.2)       10/ 422 (  2.4)      1.36 ( 0.60, 3.06)    1.37 ( 0.59, 3.16)     0.01 ( -0.02,  0.03)     0.4592                           

                                      Europe                       51/1196 (  4.3)       40/1208 (  3.3)      1.29 ( 0.86, 1.93)    1.30 ( 0.85, 1.98)     0.01 ( -0.01,  0.03)     0.2210                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.7273            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        2/  95 (  2.1)      1.55 ( 0.26, 9.06)    1.57 ( 0.26, 9.60)     0.01 ( -0.03,  0.06)     0.6791                           

                                      >=45 mL/min/1.73m^2         112/2865 (  3.9)       99/2855 (  3.5)      1.13 ( 0.86, 1.47)    1.13 ( 0.86, 1.49)     0.00 ( -0.01,  0.01)     0.3756                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9762            

                                      <60 mL/min/1.73m^2           27/ 604 (  4.5)       26/ 658 (  4.0)      1.13 ( 0.67, 1.92)    1.14 ( 0.66, 1.97)     0.01 ( -0.02,  0.03)     0.6463                           

                                      >=60 mL/min/1.73m^2          88/2353 (  3.7)       75/2292 (  3.3)      1.14 ( 0.84, 1.55)    1.15 ( 0.84, 1.57)     0.00 ( -0.01,  0.02)     0.3866                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         115/2944 (  3.9)      101/2943 (  3.4)      1.14 ( 0.88, 1.48)    1.14 ( 0.87, 1.50)     0.00 ( -0.01,  0.01)     0.3331                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2112            

                                      <30 mg/g                     10/ 333 (  3.0)       10/ 352 (  2.8)      1.06 ( 0.45, 2.51)    1.06 ( 0.43, 2.58)     0.00 ( -0.03,  0.03)     0.8998                           

                                      >=30 - <=300 mg/g            73/2016 (  3.6)       55/2011 (  2.7)      1.32 ( 0.94, 1.87)    1.34 ( 0.94, 1.91)     0.01 ( -0.00,  0.02)     0.1091                           

                                      >300 mg/g                    29/ 592 (  4.9)       36/ 574 (  6.3)      0.78 ( 0.49, 1.26)    0.77 ( 0.47, 1.27)    -0.01 ( -0.04,  0.01)     0.3071                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4359            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    36/ 907 (  4.0)       27/ 910 (  3.0)      1.34 ( 0.82, 2.18)    1.35 ( 0.81, 2.25)     0.01 ( -0.01,  0.03)     0.2432                           

                                      >=130 mmHg                   79/2051 (  3.9)       74/2040 (  3.6)      1.06 ( 0.78, 1.45)    1.06 ( 0.77, 1.47)     0.00 ( -0.01,  0.01)     0.7054                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7540            

                                      no                           92/2604 (  3.5)       78/2578 (  3.0)      1.17 ( 0.87, 1.57)    1.17 ( 0.86, 1.60)     0.01 ( -0.00,  0.02)     0.3053                           

                                      yes                          23/ 354 (  6.5)       23/ 372 (  6.2)      1.05 ( 0.60, 1.84)    1.05 ( 0.58, 1.92)     0.00 ( -0.03,  0.04)     0.8621                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         48/2958 (  1.6)       53/2950 (  1.8)      0.90 ( 0.61, 1.33)    0.90 ( 0.61, 1.34)    -0.00 ( -0.01,  0.01)     0.6062                           

 Angina pectoris                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9171            

                                      <=65 years                   28/1690 (  1.7)       31/1660 (  1.9)      0.89 ( 0.53, 1.47)    0.89 ( 0.53, 1.48)    -0.00 ( -0.01,  0.01)     0.6431                           

                                      >65 years                    20/1268 (  1.6)       22/1290 (  1.7)      0.92 ( 0.51, 1.69)    0.92 ( 0.50, 1.70)    -0.00 ( -0.01,  0.01)     0.7988                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2670            

                                      male                         38/2026 (  1.9)       36/1970 (  1.8)      1.03 ( 0.65, 1.61)    1.03 ( 0.65, 1.63)     0.00 ( -0.01,  0.01)     0.9100                           

                                      female                       10/ 932 (  1.1)       17/ 980 (  1.7)      0.62 ( 0.28, 1.34)    0.61 ( 0.28, 1.35)    -0.01 ( -0.02,  0.01)     0.2204                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9575            

                                      White                        41/2305 (  1.8)       45/2263 (  2.0)      0.89 ( 0.59, 1.36)    0.89 ( 0.58, 1.37)    -0.00 ( -0.01,  0.01)     0.6020                           

                                      Black Or African American     2/ 103 (  1.9)        2/ 116 (  1.7)      1.13 ( 0.16, 7.85)    1.13 ( 0.16, 8.16)     0.00 ( -0.03,  0.04)     1.0000                           

                                      Asian                         4/ 440 (  0.9)        4/ 458 (  0.9)      1.04 ( 0.26, 4.14)    1.04 ( 0.26, 4.19)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         1/ 110 (  0.9)        2/ 113 (  1.8)      0.51 ( 0.05, 5.58)    0.51 ( 0.05, 5.70)    -0.01 ( -0.04,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4740            

                                      North America                20/ 997 (  2.0)       16/ 998 (  1.6)      1.25 ( 0.65, 2.40)    1.26 ( 0.65, 2.44)     0.00 ( -0.01,  0.02)     0.4993                           

                                      Latin America                 0/ 361 (  0.0)        1/ 322 (  0.3)      0.30 ( 0.01, 7.28)    0.30 ( 0.01, 7.30)    -0.00 ( -0.01,  0.00)     0.4714                           

                                      Asia/Pacific                  5/ 404 (  1.2)        5/ 422 (  1.2)      1.04 ( 0.30, 3.58)    1.05 ( 0.30, 3.64)     0.00 ( -0.01,  0.02)     1.0000                           

                                      Europe                       23/1196 (  1.9)       31/1208 (  2.6)      0.75 ( 0.44, 1.28)    0.74 ( 0.43, 1.28)    -0.01 ( -0.02,  0.01)     0.2874                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0581            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        0/  95 (  0.0)      7.23 ( 0.38,138.0)    7.47 ( 0.38,146.6)     0.03 ( -0.00,  0.07)     0.1171                           

                                      >=45 mL/min/1.73m^2          45/2865 (  1.6)       53/2855 (  1.9)      0.85 ( 0.57, 1.25)    0.84 ( 0.57, 1.26)    -0.00 ( -0.01,  0.00)     0.4051                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3195            

                                      <60 mL/min/1.73m^2           13/ 604 (  2.2)       11/ 658 (  1.7)      1.29 ( 0.58, 2.85)    1.29 ( 0.58, 2.91)     0.00 ( -0.01,  0.02)     0.5325                           

                                      >=60 mL/min/1.73m^2          35/2353 (  1.5)       42/2292 (  1.8)      0.81 ( 0.52, 1.27)    0.81 ( 0.51, 1.27)    -0.00 ( -0.01,  0.00)     0.3573                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          48/2944 (  1.6)       53/2943 (  1.8)      0.91 ( 0.61, 1.33)    0.90 ( 0.61, 1.34)    -0.00 ( -0.01,  0.01)     0.6146                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5559            

                                      <30 mg/g                      4/ 333 (  1.2)        7/ 352 (  2.0)      0.60 ( 0.18, 2.04)    0.60 ( 0.17, 2.07)    -0.01 ( -0.03,  0.02)     0.4129                           

                                      >=30 - <=300 mg/g            30/2016 (  1.5)       36/2011 (  1.8)      0.83 ( 0.51, 1.34)    0.83 ( 0.51, 1.35)    -0.00 ( -0.01,  0.01)     0.4504                           

                                      >300 mg/g                    13/ 592 (  2.2)       10/ 574 (  1.7)      1.26 ( 0.56, 2.85)    1.27 ( 0.55, 2.91)     0.00 ( -0.01,  0.02)     0.5776                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0972            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    19/ 907 (  2.1)       13/ 910 (  1.4)      1.47 ( 0.73, 2.95)    1.48 ( 0.72, 3.01)     0.01 ( -0.01,  0.02)     0.2805                           

                                      >=130 mmHg                   29/2051 (  1.4)       40/2040 (  2.0)      0.72 ( 0.45, 1.16)    0.72 ( 0.44, 1.16)    -0.01 ( -0.01,  0.00)     0.1745                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0369            

                                      no                           33/2604 (  1.3)       45/2578 (  1.7)      0.73 ( 0.46, 1.13)    0.72 ( 0.46, 1.14)    -0.00 ( -0.01,  0.00)     0.1575                           

                                      yes                          15/ 354 (  4.2)        8/ 372 (  2.2)      1.97 ( 0.85, 4.59)    2.01 ( 0.84, 4.81)     0.02 ( -0.01,  0.05)     0.1088                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         98/2958 (  3.3)      102/2950 (  3.5)      0.96 ( 0.73, 1.26)    0.96 ( 0.72, 1.27)    -0.00 ( -0.01,  0.01)     0.7587                           

 Angina unstable                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4207            

                                      <=65 years                   55/1690 (  3.3)       62/1660 (  3.7)      0.87 ( 0.61, 1.24)    0.87 ( 0.60, 1.25)    -0.00 ( -0.02,  0.01)     0.4489                           

                                      >65 years                    43/1268 (  3.4)       40/1290 (  3.1)      1.09 ( 0.72, 1.67)    1.10 ( 0.71, 1.70)     0.00 ( -0.01,  0.02)     0.6786                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3626            

                                      male                         70/2026 (  3.5)       77/1970 (  3.9)      0.88 ( 0.64, 1.21)    0.88 ( 0.63, 1.22)    -0.00 ( -0.02,  0.01)     0.4464                           

                                      female                       28/ 932 (  3.0)       25/ 980 (  2.6)      1.18 ( 0.69, 2.00)    1.18 ( 0.68, 2.04)     0.00 ( -0.01,  0.02)     0.5463                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2022            

                                      White                        82/2305 (  3.6)       74/2263 (  3.3)      1.09 ( 0.80, 1.48)    1.09 ( 0.79, 1.50)     0.00 ( -0.01,  0.01)     0.5928                           

                                      Black Or African American     2/ 103 (  1.9)        5/ 116 (  4.3)      0.45 ( 0.09, 2.27)    0.44 ( 0.08, 2.32)    -0.02 ( -0.07,  0.02)     0.4514                           

                                      Asian                         9/ 440 (  2.0)       19/ 458 (  4.1)      0.49 ( 0.23, 1.08)    0.48 ( 0.22, 1.08)    -0.02 ( -0.05,  0.00)     0.0700                           

                                      Other                         5/ 110 (  4.5)        4/ 113 (  3.5)      1.28 ( 0.35, 4.66)    1.30 ( 0.34, 4.96)     0.01 ( -0.04,  0.06)     0.7461                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1023            

                                      North America                41/ 997 (  4.1)       41/ 998 (  4.1)      1.00 ( 0.66, 1.53)    1.00 ( 0.64, 1.56)     0.00 ( -0.02,  0.02)     0.9963                           

                                      Latin America                 8/ 361 (  2.2)        1/ 322 (  0.3)      7.14 ( 0.90,56.74)    7.27 ( 0.90,58.48)     0.02 (  0.00,  0.04)     0.0406                           

                                      Asia/Pacific                 12/ 404 (  3.0)       19/ 422 (  4.5)      0.66 ( 0.32, 1.34)    0.65 ( 0.31, 1.36)    -0.02 ( -0.04,  0.01)     0.2471                           

                                      Europe                       37/1196 (  3.1)       41/1208 (  3.4)      0.91 ( 0.59, 1.41)    0.91 ( 0.58, 1.43)    -0.00 ( -0.02,  0.01)     0.6777                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9386            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        2/  95 (  2.1)      1.03 ( 0.15, 7.18)    1.03 ( 0.14, 7.49)     0.00 ( -0.04,  0.04)     1.0000                           

                                      >=45 mL/min/1.73m^2          96/2865 (  3.4)      100/2855 (  3.5)      0.96 ( 0.73, 1.26)    0.96 ( 0.72, 1.27)    -0.00 ( -0.01,  0.01)     0.7523                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7499            

                                      <60 mL/min/1.73m^2           22/ 604 (  3.6)       23/ 658 (  3.5)      1.04 ( 0.59, 1.85)    1.04 ( 0.58, 1.89)     0.00 ( -0.02,  0.02)     0.8882                           

                                      >=60 mL/min/1.73m^2          76/2353 (  3.2)       79/2292 (  3.4)      0.94 ( 0.69, 1.28)    0.93 ( 0.68, 1.29)    -0.00 ( -0.01,  0.01)     0.6808                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          98/2944 (  3.3)      102/2943 (  3.5)      0.96 ( 0.73, 1.26)    0.96 ( 0.72, 1.27)    -0.00 ( -0.01,  0.01)     0.7717                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3393            

                                      <30 mg/g                      6/ 333 (  1.8)       12/ 352 (  3.4)      0.53 ( 0.20, 1.39)    0.52 ( 0.19, 1.40)    -0.02 ( -0.04,  0.01)     0.1890                           

                                      >=30 - <=300 mg/g            68/2016 (  3.4)       71/2011 (  3.5)      0.96 ( 0.69, 1.32)    0.95 ( 0.68, 1.34)    -0.00 ( -0.01,  0.01)     0.7842                           

                                      >300 mg/g                    24/ 592 (  4.1)       19/ 574 (  3.3)      1.22 ( 0.68, 2.21)    1.23 ( 0.67, 2.28)     0.01 ( -0.02,  0.03)     0.5006                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3192            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    36/ 907 (  4.0)       31/ 910 (  3.4)      1.17 ( 0.73, 1.87)    1.17 ( 0.72, 1.91)     0.01 ( -0.01,  0.02)     0.5248                           

                                      >=130 mmHg                   62/2051 (  3.0)       71/2040 (  3.5)      0.87 ( 0.62, 1.21)    0.86 ( 0.61, 1.22)    -0.00 ( -0.02,  0.01)     0.4095                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7583            

                                      no                           79/2604 (  3.0)       83/2578 (  3.2)      0.94 ( 0.70, 1.28)    0.94 ( 0.69, 1.29)    -0.00 ( -0.01,  0.01)     0.7009                           

                                      yes                          19/ 354 (  5.4)       19/ 372 (  5.1)      1.05 ( 0.57, 1.95)    1.05 ( 0.55, 2.03)     0.00 ( -0.03,  0.04)     0.8753                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         51/2958 (  1.7)       66/2950 (  2.2)      0.77 ( 0.54, 1.11)    0.77 ( 0.53, 1.11)    -0.01 ( -0.01,  0.00)     0.1570                           

 Atrial fibrillation                                                                                                                                                                                                 

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4721            

                                      <=65 years                   21/1690 (  1.2)       31/1660 (  1.9)      0.67 ( 0.38, 1.15)    0.66 ( 0.38, 1.16)    -0.01 ( -0.02,  0.00)     0.1436                           

                                      >65 years                    30/1268 (  2.4)       35/1290 (  2.7)      0.87 ( 0.54, 1.41)    0.87 ( 0.53, 1.42)    -0.00 ( -0.02,  0.01)     0.5769                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6309            

                                      male                         34/2026 (  1.7)       40/1970 (  2.0)      0.83 ( 0.53, 1.30)    0.82 ( 0.52, 1.31)    -0.00 ( -0.01,  0.01)     0.4090                           

                                      female                       17/ 932 (  1.8)       26/ 980 (  2.7)      0.69 ( 0.38, 1.26)    0.68 ( 0.37, 1.26)    -0.01 ( -0.02,  0.01)     0.2218                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0730            

                                      White                        48/2305 (  2.1)       56/2263 (  2.5)      0.84 ( 0.57, 1.23)    0.84 ( 0.57, 1.24)    -0.00 ( -0.01,  0.01)     0.3744                           

                                      Black Or African American     3/ 103 (  2.9)        2/ 116 (  1.7)      1.69 ( 0.29, 9.91)    1.71 ( 0.28,10.44)     0.01 ( -0.03,  0.05)     0.6679                           

                                      Asian                         0/ 440 (  0.0)        6/ 458 (  1.3)      0.08 ( 0.00, 1.42)    0.08 ( 0.00, 1.41)    -0.01 ( -0.02, -0.00)     0.0309                           

                                      Other                         0/ 110 (  0.0)        2/ 113 (  1.8)      0.21 ( 0.01, 4.23)    0.20 ( 0.01, 4.25)    -0.02 ( -0.04,  0.01)     0.4978                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2541            

                                      North America                25/ 997 (  2.5)       36/ 998 (  3.6)      0.70 ( 0.42, 1.15)    0.69 ( 0.41, 1.15)    -0.01 ( -0.03,  0.01)     0.1538                           

                                      Latin America                 1/ 361 (  0.3)        1/ 322 (  0.3)      0.89 ( 0.06,14.20)    0.89 ( 0.06,14.31)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  0/ 404 (  0.0)        4/ 422 (  0.9)      0.12 ( 0.01, 2.15)    0.11 ( 0.01, 2.14)    -0.01 ( -0.02, -0.00)     0.1244                           

                                      Europe                       25/1196 (  2.1)       25/1208 (  2.1)      1.01 ( 0.58, 1.75)    1.01 ( 0.58, 1.77)     0.00 ( -0.01,  0.01)     0.9716                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1221            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        8/  95 (  8.4)      0.26 ( 0.06, 1.18)    0.24 ( 0.05, 1.17)    -0.06 ( -0.13,  0.00)     0.1004                           

                                      >=45 mL/min/1.73m^2          48/2865 (  1.7)       58/2855 (  2.0)      0.82 ( 0.56, 1.20)    0.82 ( 0.56, 1.21)    -0.00 ( -0.01,  0.00)     0.3180                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9958            

                                      <60 mL/min/1.73m^2           14/ 604 (  2.3)       20/ 658 (  3.0)      0.76 ( 0.39, 1.50)    0.76 ( 0.38, 1.51)    -0.01 ( -0.03,  0.01)     0.4292                           

                                      >=60 mL/min/1.73m^2          36/2353 (  1.5)       46/2292 (  2.0)      0.76 ( 0.49, 1.17)    0.76 ( 0.49, 1.18)    -0.00 ( -0.01,  0.00)     0.2171                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          50/2944 (  1.7)       66/2943 (  2.2)      0.76 ( 0.53, 1.09)    0.75 ( 0.52, 1.09)    -0.01 ( -0.01,  0.00)     0.1331                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.8752            

                                      <30 mg/g                      7/ 333 (  2.1)        8/ 352 (  2.3)      0.92 ( 0.34, 2.52)    0.92 ( 0.33, 2.57)    -0.00 ( -0.03,  0.02)     0.8789                           

                                      >=30 - <=300 mg/g            32/2016 (  1.6)       45/2011 (  2.2)      0.71 ( 0.45, 1.11)    0.70 ( 0.45, 1.11)    -0.01 ( -0.02,  0.00)     0.1319                           

                                      >300 mg/g                     9/ 592 (  1.5)       13/ 574 (  2.3)      0.67 ( 0.29, 1.56)    0.67 ( 0.28, 1.57)    -0.01 ( -0.03,  0.01)     0.3504                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3354            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    18/ 907 (  2.0)       18/ 910 (  2.0)      1.00 ( 0.53, 1.92)    1.00 ( 0.52, 1.94)     0.00 ( -0.01,  0.01)     0.9920                           

                                      >=130 mmHg                   33/2051 (  1.6)       48/2040 (  2.4)      0.68 ( 0.44, 1.06)    0.68 ( 0.43, 1.06)    -0.01 ( -0.02,  0.00)     0.0877                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.6282            

                                      no                           41/2604 (  1.6)       50/2578 (  1.9)      0.81 ( 0.54, 1.22)    0.81 ( 0.53, 1.23)    -0.00 ( -0.01,  0.00)     0.3173                           

                                      yes                          10/ 354 (  2.8)       16/ 372 (  4.3)      0.66 ( 0.30, 1.43)    0.65 ( 0.29, 1.45)    -0.01 ( -0.05,  0.02)     0.2850                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         81/2958 (  2.7)       97/2950 (  3.3)      0.83 ( 0.62, 1.11)    0.83 ( 0.61, 1.12)    -0.01 ( -0.01,  0.00)     0.2165                           

 Cardiac failure                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4446            

                                      <=65 years                   42/1690 (  2.5)       44/1660 (  2.7)      0.94 ( 0.62, 1.42)    0.94 ( 0.61, 1.44)    -0.00 ( -0.01,  0.01)     0.7622                           

                                      >65 years                    39/1268 (  3.1)       53/1290 (  4.1)      0.75 ( 0.50, 1.12)    0.74 ( 0.49, 1.13)    -0.01 ( -0.03,  0.00)     0.1608                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4239            

                                      male                         60/2026 (  3.0)       65/1970 (  3.3)      0.90 ( 0.64, 1.27)    0.89 ( 0.63, 1.28)    -0.00 ( -0.01,  0.01)     0.5395                           

                                      female                       21/ 932 (  2.3)       32/ 980 (  3.3)      0.69 ( 0.40, 1.19)    0.68 ( 0.39, 1.19)    -0.01 ( -0.03,  0.01)     0.1780                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5433            

                                      White                        72/2305 (  3.1)       86/2263 (  3.8)      0.82 ( 0.60, 1.12)    0.82 ( 0.59, 1.12)    -0.01 ( -0.02,  0.00)     0.2109                           

                                      Black Or African American     2/ 103 (  1.9)        2/ 116 (  1.7)      1.13 ( 0.16, 7.85)    1.13 ( 0.16, 8.16)     0.00 ( -0.03,  0.04)     1.0000                           

                                      Asian                         3/ 440 (  0.7)        7/ 458 (  1.5)      0.45 ( 0.12, 1.71)    0.44 ( 0.11, 1.72)    -0.01 ( -0.02,  0.01)     0.3420                           

                                      Other                         4/ 110 (  3.6)        2/ 113 (  1.8)      2.05 ( 0.38,10.99)    2.09 ( 0.38,11.67)     0.02 ( -0.02,  0.06)     0.4415                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9634            

                                      North America                17/ 997 (  1.7)       19/ 998 (  1.9)      0.90 ( 0.47, 1.71)    0.89 ( 0.46, 1.73)    -0.00 ( -0.01,  0.01)     0.7389                           

                                      Latin America                 5/ 361 (  1.4)        7/ 322 (  2.2)      0.64 ( 0.20, 1.99)    0.63 ( 0.20, 2.01)    -0.01 ( -0.03,  0.02)     0.4338                           

                                      Asia/Pacific                  6/ 404 (  1.5)        8/ 422 (  1.9)      0.78 ( 0.27, 2.24)    0.78 ( 0.27, 2.27)    -0.00 ( -0.03,  0.02)     0.6479                           

                                      Europe                       53/1196 (  4.4)       63/1208 (  5.2)      0.85 ( 0.59, 1.21)    0.84 ( 0.58, 1.23)    -0.01 ( -0.03,  0.01)     0.3700                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.6676            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        5/  95 (  5.3)      0.62 ( 0.15, 2.52)    0.61 ( 0.14, 2.62)    -0.02 ( -0.08,  0.04)     0.7208                           

                                      >=45 mL/min/1.73m^2          78/2865 (  2.7)       92/2855 (  3.2)      0.84 ( 0.63, 1.14)    0.84 ( 0.62, 1.14)    -0.00 ( -0.01,  0.00)     0.2657                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4946            

                                      <60 mL/min/1.73m^2           16/ 604 (  2.6)       17/ 658 (  2.6)      1.03 ( 0.52, 2.01)    1.03 ( 0.51, 2.05)     0.00 ( -0.02,  0.02)     0.9420                           

                                      >=60 mL/min/1.73m^2          65/2353 (  2.8)       80/2292 (  3.5)      0.79 ( 0.57, 1.09)    0.79 ( 0.56, 1.10)    -0.01 ( -0.02,  0.00)     0.1538                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.2293            

                                      <30 mL/min/1.73m^2            2/  13 ( 15.4)        0/   7 (  0.0)      2.86 ( 0.16,52.42)    3.26 ( 0.14,77.84)     0.15 ( -0.04,  0.35)     0.5211                           

                                      >=30 mL/min/1.73m^2          79/2944 (  2.7)       97/2943 (  3.3)      0.81 ( 0.61, 1.09)    0.81 ( 0.60, 1.09)    -0.01 ( -0.02,  0.00)     0.1677                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4069            

                                      <30 mg/g                      9/ 333 (  2.7)        6/ 352 (  1.7)      1.59 ( 0.57, 4.41)    1.60 ( 0.56, 4.55)     0.01 ( -0.02,  0.04)     0.3726                           

                                      >=30 - <=300 mg/g            48/2016 (  2.4)       60/2011 (  3.0)      0.80 ( 0.55, 1.16)    0.79 ( 0.54, 1.17)    -0.01 ( -0.02,  0.00)     0.2366                           

                                      >300 mg/g                    24/ 592 (  4.1)       31/ 574 (  5.4)      0.75 ( 0.45, 1.26)    0.74 ( 0.43, 1.28)    -0.01 ( -0.04,  0.01)     0.2784                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7475            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    19/ 907 (  2.1)       21/ 910 (  2.3)      0.91 ( 0.49, 1.68)    0.91 ( 0.48, 1.70)    -0.00 ( -0.02,  0.01)     0.7572                           

                                      >=130 mmHg                   62/2051 (  3.0)       76/2040 (  3.7)      0.81 ( 0.58, 1.13)    0.81 ( 0.57, 1.13)    -0.01 ( -0.02,  0.00)     0.2134                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9771            

                                      no                           50/2604 (  1.9)       59/2578 (  2.3)      0.84 ( 0.58, 1.22)    0.84 ( 0.57, 1.22)    -0.00 ( -0.01,  0.00)     0.3554                           

                                      yes                          31/ 354 (  8.8)       38/ 372 ( 10.2)      0.86 ( 0.55, 1.35)    0.84 ( 0.51, 1.39)    -0.01 ( -0.06,  0.03)     0.5034                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         77/2958 (  2.6)       91/2950 (  3.1)      0.84 ( 0.63, 1.14)    0.84 ( 0.62, 1.14)    -0.00 ( -0.01,  0.00)     0.2655                           

 Cardiac failure congestive                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7113            

                                      <=65 years                   34/1690 (  2.0)       42/1660 (  2.5)      0.80 ( 0.51, 1.24)    0.79 ( 0.50, 1.25)    -0.01 ( -0.02,  0.01)     0.3139                           

                                      >65 years                    43/1268 (  3.4)       49/1290 (  3.8)      0.89 ( 0.60, 1.33)    0.89 ( 0.59, 1.35)    -0.00 ( -0.02,  0.01)     0.5803                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0447            

                                      male                         47/2026 (  2.3)       67/1970 (  3.4)      0.68 ( 0.47, 0.99)    0.67 ( 0.46, 0.98)    -0.01 ( -0.02, -0.00)     0.0401                           

                                      female                       30/ 932 (  3.2)       24/ 980 (  2.4)      1.31 ( 0.77, 2.23)    1.32 ( 0.77, 2.28)     0.01 ( -0.01,  0.02)     0.3099                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1895            

                                      White                        64/2305 (  2.8)       72/2263 (  3.2)      0.87 ( 0.63, 1.22)    0.87 ( 0.62, 1.22)    -0.00 ( -0.01,  0.01)     0.4207                           

                                      Black Or African American     3/ 103 (  2.9)       10/ 116 (  8.6)      0.34 ( 0.10, 1.19)    0.32 ( 0.09, 1.19)    -0.06 ( -0.13,  0.02)     0.0750                           

                                      Asian                         8/ 440 (  1.8)        9/ 458 (  2.0)      0.93 ( 0.36, 2.38)    0.92 ( 0.35, 2.42)    -0.00 ( -0.02,  0.02)     0.8718                           

                                      Other                         2/ 110 (  1.8)        0/ 113 (  0.0)      5.14 ( 0.25,105.8)    5.23 ( 0.25,110.2)     0.02 ( -0.01,  0.04)     0.2422                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8573            

                                      North America                53/ 997 (  5.3)       63/ 998 (  6.3)      0.84 ( 0.59, 1.20)    0.83 ( 0.57, 1.21)    -0.01 ( -0.03,  0.01)     0.3417                           

                                      Latin America                 2/ 361 (  0.6)        1/ 322 (  0.3)      1.78 ( 0.16,19.58)    1.79 ( 0.16,19.81)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  9/ 404 (  2.2)        9/ 422 (  2.1)      1.04 ( 0.42, 2.60)    1.05 ( 0.41, 2.66)     0.00 ( -0.02,  0.02)     0.9256                           

                                      Europe                       13/1196 (  1.1)       18/1208 (  1.5)      0.73 ( 0.36, 1.48)    0.73 ( 0.35, 1.49)    -0.00 ( -0.01,  0.01)     0.3812                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4393            

                                      <45 mL/min/1.73m^2            5/  92 (  5.4)        9/  95 (  9.5)      0.57 ( 0.20, 1.65)    0.55 ( 0.18, 1.71)    -0.04 ( -0.13,  0.05)     0.2954                           

                                      >=45 mL/min/1.73m^2          72/2865 (  2.5)       82/2855 (  2.9)      0.87 ( 0.64, 1.20)    0.87 ( 0.63, 1.20)    -0.00 ( -0.01,  0.01)     0.4016                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4029            

                                      <60 mL/min/1.73m^2           29/ 604 (  4.8)       31/ 658 (  4.7)      1.02 ( 0.62, 1.67)    1.02 ( 0.61, 1.71)     0.00 ( -0.02,  0.03)     0.9401                           

                                      >=60 mL/min/1.73m^2          48/2353 (  2.0)       60/2292 (  2.6)      0.78 ( 0.54, 1.13)    0.77 ( 0.53, 1.14)    -0.01 ( -0.01,  0.00)     0.1914                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          77/2944 (  2.6)       91/2943 (  3.1)      0.85 ( 0.63, 1.14)    0.84 ( 0.62, 1.15)    -0.00 ( -0.01,  0.00)     0.2722                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1601            

                                      <30 mg/g                     13/ 333 (  3.9)        8/ 352 (  2.3)      1.72 ( 0.72, 4.09)    1.75 ( 0.71, 4.27)     0.02 ( -0.01,  0.05)     0.2161                           

                                      >=30 - <=300 mg/g            41/2016 (  2.0)       59/2011 (  2.9)      0.69 ( 0.47, 1.03)    0.69 ( 0.46, 1.03)    -0.01 ( -0.02,  0.00)     0.0665                           

                                      >300 mg/g                    21/ 592 (  3.5)       23/ 574 (  4.0)      0.89 ( 0.50, 1.58)    0.88 ( 0.48, 1.61)    -0.00 ( -0.03,  0.02)     0.6806                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5506            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    22/ 907 (  2.4)       30/ 910 (  3.3)      0.74 ( 0.43, 1.27)    0.73 ( 0.42, 1.27)    -0.01 ( -0.03,  0.01)     0.2656                           

                                      >=130 mmHg                   55/2051 (  2.7)       61/2040 (  3.0)      0.90 ( 0.63, 1.28)    0.89 ( 0.62, 1.29)    -0.00 ( -0.01,  0.01)     0.5522                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5819            

                                      no                           48/2604 (  1.8)       52/2578 (  2.0)      0.91 ( 0.62, 1.35)    0.91 ( 0.61, 1.36)    -0.00 ( -0.01,  0.01)     0.6494                           

                                      yes                          29/ 354 (  8.2)       39/ 372 ( 10.5)      0.78 ( 0.49, 1.24)    0.76 ( 0.46, 1.26)    -0.02 ( -0.07,  0.02)     0.2898                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         46/2958 (  1.6)       27/2950 (  0.9)      1.70 ( 1.06, 2.73)    1.71 ( 1.06, 2.76)     0.01 (  0.00,  0.01)     0.0260                           

 Coronary artery disease                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1097            

                                      <=65 years                   28/1690 (  1.7)       11/1660 (  0.7)      2.50 ( 1.25, 5.01)    2.53 ( 1.25, 5.09)     0.01 (  0.00,  0.02)     0.0073                           

                                      >65 years                    18/1268 (  1.4)       16/1290 (  1.2)      1.14 ( 0.59, 2.23)    1.15 ( 0.58, 2.26)     0.00 ( -0.01,  0.01)     0.6923                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1787            

                                      male                         39/2026 (  1.9)       19/1970 (  1.0)      2.00 ( 1.16, 3.44)    2.02 ( 1.16, 3.50)     0.01 (  0.00,  0.02)     0.0112                           

                                      female                        7/ 932 (  0.8)        8/ 980 (  0.8)      0.92 ( 0.33, 2.53)    0.92 ( 0.33, 2.55)    -0.00 ( -0.01,  0.01)     0.8716                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4015            

                                      White                        34/2305 (  1.5)       22/2263 (  1.0)      1.52 ( 0.89, 2.59)    1.53 ( 0.89, 2.62)     0.01 ( -0.00,  0.01)     0.1226                           

                                      Black Or African American     1/ 103 (  1.0)        2/ 116 (  1.7)      0.56 ( 0.05, 6.12)    0.56 ( 0.05, 6.25)    -0.01 ( -0.04,  0.02)     1.0000                           

                                      Asian                        10/ 440 (  2.3)        3/ 458 (  0.7)      3.47 ( 0.96,12.52)    3.53 ( 0.96,12.90)     0.02 ( -0.00,  0.04)     0.0426                           

                                      Other                         1/ 110 (  0.9)        0/ 113 (  0.0)      3.08 ( 0.13,74.83)    3.11 ( 0.13,77.16)     0.01 ( -0.01,  0.03)     0.4933                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6794            

                                      North America                27/ 997 (  2.7)       19/ 998 (  1.9)      1.42 ( 0.80, 2.54)    1.43 ( 0.79, 2.60)     0.01 ( -0.01,  0.02)     0.2315                           

                                      Latin America                 1/ 361 (  0.3)        0/ 322 (  0.0)      2.68 ( 0.11,65.48)    2.68 ( 0.11,66.11)     0.00 ( -0.00,  0.01)     1.0000                           

                                      Asia/Pacific                  8/ 404 (  2.0)        3/ 422 (  0.7)      2.79 ( 0.74,10.43)    2.82 ( 0.74,10.71)     0.01 ( -0.01,  0.03)     0.1119                           

                                      Europe                       10/1196 (  0.8)        5/1208 (  0.4)      2.02 ( 0.69, 5.89)    2.03 ( 0.69, 5.95)     0.00 ( -0.00,  0.01)     0.1888                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4269            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        0/  95 (  0.0)      3.10 ( 0.13,75.06)    3.13 ( 0.13,77.85)     0.01 ( -0.01,  0.03)     0.4920                           

                                      >=45 mL/min/1.73m^2          44/2865 (  1.5)       27/2855 (  0.9)      1.62 ( 1.01, 2.61)    1.63 ( 1.01, 2.65)     0.01 ( -0.00,  0.01)     0.0439                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.8762            

                                      <60 mL/min/1.73m^2            7/ 604 (  1.2)        5/ 658 (  0.8)      1.53 ( 0.49, 4.78)    1.53 ( 0.48, 4.85)     0.00 ( -0.01,  0.02)     0.4657                           

                                      >=60 mL/min/1.73m^2          38/2353 (  1.6)       22/2292 (  1.0)      1.68 ( 1.00, 2.84)    1.69 ( 1.00, 2.87)     0.01 ( -0.00,  0.01)     0.0481                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          45/2944 (  1.5)       27/2943 (  0.9)      1.67 ( 1.04, 2.68)    1.68 ( 1.04, 2.71)     0.01 (  0.00,  0.01)     0.0329                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3287            

                                      <30 mg/g                      3/ 333 (  0.9)        2/ 352 (  0.6)      1.59 ( 0.27, 9.43)    1.59 ( 0.26, 9.58)     0.00 ( -0.01,  0.02)     0.6783                           

                                      >=30 - <=300 mg/g            31/2016 (  1.5)       22/2011 (  1.1)      1.41 ( 0.82, 2.42)    1.41 ( 0.81, 2.45)     0.00 ( -0.00,  0.01)     0.2168                           

                                      >300 mg/g                    12/ 592 (  2.0)        3/ 574 (  0.5)      3.88 ( 1.10,13.67)    3.94 ( 1.11,14.03)     0.02 (  0.00,  0.03)     0.0227                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9097            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    18/ 907 (  2.0)       11/ 910 (  1.2)      1.64 ( 0.78, 3.46)    1.65 ( 0.78, 3.52)     0.01 ( -0.00,  0.02)     0.1872                           

                                      >=130 mmHg                   28/2051 (  1.4)       16/2040 (  0.8)      1.74 ( 0.94, 3.21)    1.75 ( 0.94, 3.25)     0.01 ( -0.00,  0.01)     0.0717                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5623            

                                      no                           39/2604 (  1.5)       24/2578 (  0.9)      1.61 ( 0.97, 2.67)    1.62 ( 0.97, 2.70)     0.01 ( -0.00,  0.01)     0.0627                           

                                      yes                           7/ 354 (  2.0)        3/ 372 (  0.8)      2.45 ( 0.64, 9.41)    2.48 ( 0.64, 9.67)     0.01 ( -0.01,  0.03)     0.2132                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         50/2958 (  1.7)       50/2950 (  1.7)      1.00 ( 0.68, 1.47)    1.00 ( 0.67, 1.48)    -0.00 ( -0.01,  0.01)     0.9891                           

 Myocardial infarction                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9294            

                                      <=65 years                   25/1690 (  1.5)       25/1660 (  1.5)      0.98 ( 0.57, 1.70)    0.98 ( 0.56, 1.72)    -0.00 ( -0.01,  0.01)     0.9491                           

                                      >65 years                    25/1268 (  2.0)       25/1290 (  1.9)      1.02 ( 0.59, 1.76)    1.02 ( 0.58, 1.78)     0.00 ( -0.01,  0.01)     0.9510                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7745            

                                      male                         38/2026 (  1.9)       36/1970 (  1.8)      1.03 ( 0.65, 1.61)    1.03 ( 0.65, 1.63)     0.00 ( -0.01,  0.01)     0.9100                           

                                      female                       12/ 932 (  1.3)       14/ 980 (  1.4)      0.90 ( 0.42, 1.94)    0.90 ( 0.41, 1.96)    -0.00 ( -0.01,  0.01)     0.7902                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7563            

                                      White                        43/2305 (  1.9)       39/2263 (  1.7)      1.08 ( 0.70, 1.66)    1.08 ( 0.70, 1.68)     0.00 ( -0.01,  0.01)     0.7176                           

                                      Black Or African American     1/ 103 (  1.0)        3/ 116 (  2.6)      0.38 ( 0.04, 3.55)    0.37 ( 0.04, 3.61)    -0.02 ( -0.05,  0.02)     0.6242                           

                                      Asian                         5/ 440 (  1.1)        7/ 458 (  1.5)      0.74 ( 0.24, 2.33)    0.74 ( 0.23, 2.35)    -0.00 ( -0.02,  0.01)     0.6092                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7687            

                                      North America                15/ 997 (  1.5)       20/ 998 (  2.0)      0.75 ( 0.39, 1.46)    0.75 ( 0.38, 1.47)    -0.00 ( -0.02,  0.01)     0.3956                           

                                      Latin America                 6/ 361 (  1.7)        5/ 322 (  1.6)      1.07 ( 0.33, 3.47)    1.07 ( 0.32, 3.55)     0.00 ( -0.02,  0.02)     0.9099                           

                                      Asia/Pacific                  4/ 404 (  1.0)        4/ 422 (  0.9)      1.04 ( 0.26, 4.15)    1.05 ( 0.26, 4.21)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       25/1196 (  2.1)       21/1208 (  1.7)      1.20 ( 0.68, 2.14)    1.21 ( 0.67, 2.17)     0.00 ( -0.01,  0.02)     0.5290                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.7599            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        5/  95 (  5.3)      0.83 ( 0.23, 2.98)    0.82 ( 0.21, 3.15)    -0.01 ( -0.07,  0.05)     1.0000                           

                                      >=45 mL/min/1.73m^2          46/2865 (  1.6)       45/2855 (  1.6)      1.02 ( 0.68, 1.53)    1.02 ( 0.67, 1.54)     0.00 ( -0.01,  0.01)     0.9292                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.1493            

                                      <60 mL/min/1.73m^2            8/ 604 (  1.3)       15/ 658 (  2.3)      0.58 ( 0.25, 1.36)    0.58 ( 0.24, 1.37)    -0.01 ( -0.03,  0.01)     0.2053                           

                                      >=60 mL/min/1.73m^2          42/2353 (  1.8)       35/2292 (  1.5)      1.17 ( 0.75, 1.82)    1.17 ( 0.75, 1.84)     0.00 ( -0.01,  0.01)     0.4913                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          50/2944 (  1.7)       50/2943 (  1.7)      1.00 ( 0.68, 1.47)    1.00 ( 0.67, 1.48)    -0.00 ( -0.01,  0.01)     0.9986                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2237            

                                      <30 mg/g                      3/ 333 (  0.9)        8/ 352 (  2.3)      0.40 ( 0.11, 1.48)    0.39 ( 0.10, 1.49)    -0.01 ( -0.04,  0.01)     0.1537                           

                                      >=30 - <=300 mg/g            33/2016 (  1.6)       33/2011 (  1.6)      1.00 ( 0.62, 1.61)    1.00 ( 0.61, 1.62)    -0.00 ( -0.01,  0.01)     0.9919                           

                                      >300 mg/g                    14/ 592 (  2.4)        9/ 574 (  1.6)      1.51 ( 0.66, 3.46)    1.52 ( 0.65, 3.54)     0.01 ( -0.01,  0.03)     0.3281                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2200            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    16/ 907 (  1.8)       22/ 910 (  2.4)      0.73 ( 0.39, 1.38)    0.72 ( 0.38, 1.39)    -0.01 ( -0.02,  0.01)     0.3305                           

                                      >=130 mmHg                   34/2051 (  1.7)       28/2040 (  1.4)      1.21 ( 0.74, 1.98)    1.21 ( 0.73, 2.01)     0.00 ( -0.01,  0.01)     0.4554                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9077            

                                      no                           41/2604 (  1.6)       41/2578 (  1.6)      0.99 ( 0.64, 1.52)    0.99 ( 0.64, 1.53)    -0.00 ( -0.01,  0.01)     0.9635                           

                                      yes                           9/ 354 (  2.5)        9/ 372 (  2.4)      1.05 ( 0.42, 2.62)    1.05 ( 0.41, 2.68)     0.00 ( -0.03,  0.03)     0.9152                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Gastrointestinal disorders   Overall                        107/2958 (  3.6)      105/2950 (  3.6)      1.02 ( 0.78, 1.32)    1.02 ( 0.77, 1.34)     0.00 ( -0.01,  0.01)     0.9046                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8891            

                                      <=65 years                   57/1690 (  3.4)       56/1660 (  3.4)      1.00 ( 0.70, 1.44)    1.00 ( 0.69, 1.45)    -0.00 ( -0.01,  0.01)     0.9991                           

                                      >65 years                    50/1268 (  3.9)       49/1290 (  3.8)      1.04 ( 0.71, 1.53)    1.04 ( 0.70, 1.55)     0.00 ( -0.01,  0.02)     0.8495                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2593            

                                      male                         85/2026 (  4.2)       75/1970 (  3.8)      1.10 ( 0.81, 1.49)    1.11 ( 0.81, 1.52)     0.00 ( -0.01,  0.02)     0.5313                           

                                      female                       22/ 932 (  2.4)       30/ 980 (  3.1)      0.77 ( 0.45, 1.33)    0.77 ( 0.44, 1.34)    -0.01 ( -0.02,  0.01)     0.3465                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6824            

                                      White                        90/2305 (  3.9)       93/2263 (  4.1)      0.95 ( 0.72, 1.26)    0.95 ( 0.71, 1.27)    -0.00 ( -0.01,  0.01)     0.7239                           

                                      Black Or African American     4/ 103 (  3.9)        3/ 116 (  2.6)      1.50 ( 0.34, 6.55)    1.52 ( 0.33, 6.97)     0.01 ( -0.03,  0.06)     0.7090                           

                                      Asian                         9/ 440 (  2.0)        7/ 458 (  1.5)      1.34 ( 0.50, 3.56)    1.35 ( 0.50, 3.64)     0.01 ( -0.02,  0.03)     0.5584                           

                                      Other                         4/ 110 (  3.6)        2/ 113 (  1.8)      2.05 ( 0.38,10.99)    2.09 ( 0.38,11.67)     0.02 ( -0.02,  0.06)     0.4415                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5788            

                                      North America                57/ 997 (  5.7)       53/ 998 (  5.3)      1.08 ( 0.75, 1.55)    1.08 ( 0.74, 1.59)     0.00 ( -0.02,  0.03)     0.6909                           

                                      Latin America                 3/ 361 (  0.8)        5/ 322 (  1.6)      0.54 ( 0.13, 2.22)    0.53 ( 0.13, 2.24)    -0.01 ( -0.02,  0.01)     0.4855                           

                                      Asia/Pacific                 14/ 404 (  3.5)       10/ 422 (  2.4)      1.46 ( 0.66, 3.25)    1.48 ( 0.65, 3.37)     0.01 ( -0.01,  0.04)     0.3490                           

                                      Europe                       33/1196 (  2.8)       37/1208 (  3.1)      0.90 ( 0.57, 1.43)    0.90 ( 0.56, 1.45)    -0.00 ( -0.02,  0.01)     0.6580                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9777            

                                      <45 mL/min/1.73m^2            6/  92 (  6.5)        6/  95 (  6.3)      1.03 ( 0.35, 3.09)    1.03 ( 0.32, 3.33)     0.00 ( -0.08,  0.09)     0.9543                           

                                      >=45 mL/min/1.73m^2         101/2865 (  3.5)       99/2855 (  3.5)      1.02 ( 0.77, 1.33)    1.02 ( 0.77, 1.35)     0.00 ( -0.01,  0.01)     0.9054                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7372            

                                      <60 mL/min/1.73m^2           28/ 604 (  4.6)       32/ 658 (  4.9)      0.95 ( 0.58, 1.56)    0.95 ( 0.57, 1.60)    -0.00 ( -0.03,  0.02)     0.8496                           

                                      >=60 mL/min/1.73m^2          79/2353 (  3.4)       73/2292 (  3.2)      1.05 ( 0.77, 1.44)    1.06 ( 0.76, 1.46)     0.00 ( -0.01,  0.01)     0.7413                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1580            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2         107/2944 (  3.6)      104/2943 (  3.5)      1.03 ( 0.79, 1.34)    1.03 ( 0.78, 1.36)     0.00 ( -0.01,  0.01)     0.8354                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2359            

                                      <30 mg/g                     16/ 333 (  4.8)        9/ 352 (  2.6)      1.88 ( 0.84, 4.19)    1.92 ( 0.84, 4.41)     0.02 ( -0.01,  0.06)     0.1171                           

                                      >=30 - <=300 mg/g            59/2016 (  2.9)       66/2011 (  3.3)      0.89 ( 0.63, 1.26)    0.89 ( 0.62, 1.27)    -0.00 ( -0.01,  0.01)     0.5156                           

                                      >300 mg/g                    31/ 592 (  5.2)       29/ 574 (  5.1)      1.04 ( 0.63, 1.70)    1.04 ( 0.62, 1.75)     0.00 ( -0.03,  0.03)     0.8869                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0831            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    40/ 907 (  4.4)       28/ 910 (  3.1)      1.43 ( 0.89, 2.30)    1.45 ( 0.89, 2.38)     0.01 ( -0.01,  0.03)     0.1345                           

                                      >=130 mmHg                   67/2051 (  3.3)       77/2040 (  3.8)      0.87 ( 0.63, 1.19)    0.86 ( 0.62, 1.20)    -0.01 ( -0.02,  0.01)     0.3782                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7740            

                                      no                           86/2604 (  3.3)       85/2578 (  3.3)      1.00 ( 0.75, 1.35)    1.00 ( 0.74, 1.36)     0.00 ( -0.01,  0.01)     0.9912                           

                                      yes                          21/ 354 (  5.9)       20/ 372 (  5.4)      1.10 ( 0.61, 2.00)    1.11 ( 0.59, 2.08)     0.01 ( -0.03,  0.04)     0.7459                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                        121/2958 (  4.1)      152/2950 (  5.2)      0.79 ( 0.63, 1.00)    0.79 ( 0.61, 1.00)    -0.01 ( -0.02,  0.00)     0.0519                           

 administration site conditions                                                                                                                                                                                      

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1836            

                                      <=65 years                   64/1690 (  3.8)       91/1660 (  5.5)      0.69 ( 0.51, 0.94)    0.68 ( 0.49, 0.94)    -0.02 ( -0.03, -0.00)     0.0196                           

                                      >65 years                    57/1268 (  4.5)       61/1290 (  4.7)      0.95 ( 0.67, 1.35)    0.95 ( 0.66, 1.37)    -0.00 ( -0.02,  0.01)     0.7785                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7590            

                                      male                         82/2026 (  4.0)      103/1970 (  5.2)      0.77 ( 0.58, 1.03)    0.76 ( 0.57, 1.03)    -0.01 ( -0.03,  0.00)     0.0757                           

                                      female                       39/ 932 (  4.2)       49/ 980 (  5.0)      0.84 ( 0.55, 1.26)    0.83 ( 0.54, 1.28)    -0.01 ( -0.03,  0.01)     0.3951                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4312            

                                      White                       105/2305 (  4.6)      120/2263 (  5.3)      0.86 ( 0.67, 1.11)    0.85 ( 0.65, 1.11)    -0.01 ( -0.02,  0.01)     0.2432                           

                                      Black Or African American     3/ 103 (  2.9)        9/ 116 (  7.8)      0.38 ( 0.10, 1.35)    0.36 ( 0.09, 1.36)    -0.05 ( -0.12,  0.02)     0.1166                           

                                      Asian                         8/ 440 (  1.8)       16/ 458 (  3.5)      0.52 ( 0.23, 1.20)    0.51 ( 0.22, 1.21)    -0.02 ( -0.04,  0.01)     0.1199                           

                                      Other                         5/ 110 (  4.5)        7/ 113 (  6.2)      0.73 ( 0.24, 2.24)    0.72 ( 0.22, 2.34)    -0.02 ( -0.09,  0.05)     0.5861                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5769            

                                      North America                60/ 997 (  6.0)       71/ 998 (  7.1)      0.85 ( 0.61, 1.18)    0.84 ( 0.59, 1.19)    -0.01 ( -0.03,  0.01)     0.3231                           

                                      Latin America                 3/ 361 (  0.8)        8/ 322 (  2.5)      0.33 ( 0.09, 1.25)    0.33 ( 0.09, 1.25)    -0.02 ( -0.04,  0.01)     0.0868                           

                                      Asia/Pacific                  8/ 404 (  2.0)       12/ 422 (  2.8)      0.70 ( 0.29, 1.69)    0.69 ( 0.28, 1.71)    -0.01 ( -0.03,  0.02)     0.4200                           

                                      Europe                       50/1196 (  4.2)       61/1208 (  5.0)      0.83 ( 0.57, 1.19)    0.82 ( 0.56, 1.20)    -0.01 ( -0.03,  0.01)     0.3101                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.6554            

                                      <45 mL/min/1.73m^2            5/  92 (  5.4)        5/  95 (  5.3)      1.03 ( 0.31, 3.45)    1.03 ( 0.29, 3.70)     0.00 ( -0.06,  0.07)     1.0000                           

                                      >=45 mL/min/1.73m^2         115/2865 (  4.0)      147/2855 (  5.1)      0.78 ( 0.61, 0.99)    0.77 ( 0.60, 0.99)    -0.01 ( -0.02, -0.00)     0.0401                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6528            

                                      <60 mL/min/1.73m^2           35/ 604 (  5.8)       44/ 658 (  6.7)      0.87 ( 0.56, 1.33)    0.86 ( 0.54, 1.36)    -0.01 ( -0.04,  0.02)     0.5135                           

                                      >=60 mL/min/1.73m^2          85/2353 (  3.6)      108/2292 (  4.7)      0.77 ( 0.58, 1.01)    0.76 ( 0.57, 1.01)    -0.01 ( -0.02,  0.00)     0.0605                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.3949            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2         119/2944 (  4.0)      152/2943 (  5.2)      0.78 ( 0.62, 0.99)    0.77 ( 0.61, 0.99)    -0.01 ( -0.02, -0.00)     0.0399                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0187            

                                      <30 mg/g                     20/ 333 (  6.0)       16/ 352 (  4.5)      1.32 ( 0.70, 2.51)    1.34 ( 0.68, 2.64)     0.01 ( -0.02,  0.05)     0.3922                           

                                      >=30 - <=300 mg/g            75/2016 (  3.7)       86/2011 (  4.3)      0.87 ( 0.64, 1.18)    0.86 ( 0.63, 1.19)    -0.01 ( -0.02,  0.01)     0.3677                           

                                      >300 mg/g                    24/ 592 (  4.1)       50/ 574 (  8.7)      0.47 ( 0.29, 0.75)    0.44 ( 0.27, 0.73)    -0.05 ( -0.08, -0.02)     0.0011                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9294            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    39/ 907 (  4.3)       50/ 910 (  5.5)      0.78 ( 0.52, 1.18)    0.77 ( 0.50, 1.19)    -0.01 ( -0.03,  0.01)     0.2383                           

                                      >=130 mmHg                   82/2051 (  4.0)      102/2040 (  5.0)      0.80 ( 0.60, 1.06)    0.79 ( 0.59, 1.07)    -0.01 ( -0.02,  0.00)     0.1221                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9842            

                                      no                           99/2604 (  3.8)      123/2578 (  4.8)      0.80 ( 0.62, 1.03)    0.79 ( 0.60, 1.03)    -0.01 ( -0.02,  0.00)     0.0849                           

                                      yes                          22/ 354 (  6.2)       29/ 372 (  7.8)      0.80 ( 0.47, 1.36)    0.78 ( 0.44, 1.39)    -0.02 ( -0.06,  0.02)     0.4051                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         38/2958 (  1.3)       48/2950 (  1.6)      0.79 ( 0.52, 1.20)    0.79 ( 0.51, 1.21)    -0.00 ( -0.01,  0.00)     0.2718                           

 administration site conditions,                                                                                                                                                                                     

 PT: Death                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2110            

                                      <=65 years                   15/1690 (  0.9)       25/1660 (  1.5)      0.59 ( 0.31, 1.11)    0.59 ( 0.31, 1.11)    -0.01 ( -0.01,  0.00)     0.0995                           

                                      >65 years                    23/1268 (  1.8)       23/1290 (  1.8)      1.02 ( 0.57, 1.80)    1.02 ( 0.57, 1.82)     0.00 ( -0.01,  0.01)     0.9531                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6070            

                                      male                         24/2026 (  1.2)       32/1970 (  1.6)      0.73 ( 0.43, 1.23)    0.73 ( 0.43, 1.24)    -0.00 ( -0.01,  0.00)     0.2371                           

                                      female                       14/ 932 (  1.5)       16/ 980 (  1.6)      0.92 ( 0.45, 1.87)    0.92 ( 0.45, 1.89)    -0.00 ( -0.01,  0.01)     0.8185                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1774            

                                      White                        34/2305 (  1.5)       36/2263 (  1.6)      0.93 ( 0.58, 1.48)    0.93 ( 0.58, 1.49)    -0.00 ( -0.01,  0.01)     0.7502                           

                                      Black Or African American     1/ 103 (  1.0)        7/ 116 (  6.0)      0.16 ( 0.02, 1.29)    0.15 ( 0.02, 1.26)    -0.05 ( -0.10, -0.00)     0.0692                           

                                      Asian                         0/ 440 (  0.0)        2/ 458 (  0.4)      0.21 ( 0.01, 4.32)    0.21 ( 0.01, 4.33)    -0.00 ( -0.01,  0.00)     0.4996                           

                                      Other                         3/ 110 (  2.7)        3/ 113 (  2.7)      1.03 ( 0.21, 4.98)    1.03 ( 0.20, 5.21)     0.00 ( -0.04,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7006            

                                      North America                20/ 997 (  2.0)       21/ 998 (  2.1)      0.95 ( 0.52, 1.75)    0.95 ( 0.51, 1.77)    -0.00 ( -0.01,  0.01)     0.8772                           

                                      Latin America                 1/ 361 (  0.3)        1/ 322 (  0.3)      0.89 ( 0.06,14.20)    0.89 ( 0.06,14.31)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  0/ 404 (  0.0)        0/ 422 (  0.0)        NE                    NE                    NE                                                       

                                      Europe                       17/1196 (  1.4)       26/1208 (  2.2)      0.66 ( 0.36, 1.21)    0.66 ( 0.35, 1.21)    -0.01 ( -0.02,  0.00)     0.1765                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1869            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        1/  95 (  1.1)      3.10 ( 0.33,29.24)    3.17 ( 0.32,31.03)     0.02 ( -0.02,  0.06)     0.3630                           

                                      >=45 mL/min/1.73m^2          35/2865 (  1.2)       47/2855 (  1.6)      0.74 ( 0.48, 1.15)    0.74 ( 0.48, 1.15)    -0.00 ( -0.01,  0.00)     0.1768                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5784            

                                      <60 mL/min/1.73m^2            9/ 604 (  1.5)       15/ 658 (  2.3)      0.65 ( 0.29, 1.48)    0.65 ( 0.28, 1.49)    -0.01 ( -0.03,  0.01)     0.3052                           

                                      >=60 mL/min/1.73m^2          29/2353 (  1.2)       33/2292 (  1.4)      0.86 ( 0.52, 1.41)    0.85 ( 0.52, 1.41)    -0.00 ( -0.01,  0.00)     0.5382                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.3945            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2          37/2944 (  1.3)       48/2943 (  1.6)      0.77 ( 0.50, 1.18)    0.77 ( 0.50, 1.18)    -0.00 ( -0.01,  0.00)     0.2289                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1787            

                                      <30 mg/g                      4/ 333 (  1.2)        4/ 352 (  1.1)      1.06 ( 0.27, 4.19)    1.06 ( 0.26, 4.26)     0.00 ( -0.02,  0.02)     1.0000                           

                                      >=30 - <=300 mg/g            25/2016 (  1.2)       24/2011 (  1.2)      1.04 ( 0.60, 1.81)    1.04 ( 0.59, 1.83)     0.00 ( -0.01,  0.01)     0.8926                           

                                      >300 mg/g                     9/ 592 (  1.5)       20/ 574 (  3.5)      0.44 ( 0.20, 0.95)    0.43 ( 0.19, 0.95)    -0.02 ( -0.04, -0.00)     0.0314                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7827            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    10/ 907 (  1.1)       14/ 910 (  1.5)      0.72 ( 0.32, 1.60)    0.71 ( 0.32, 1.61)    -0.00 ( -0.02,  0.01)     0.4159                           

                                      >=130 mmHg                   28/2051 (  1.4)       34/2040 (  1.7)      0.82 ( 0.50, 1.35)    0.82 ( 0.49, 1.35)    -0.00 ( -0.01,  0.00)     0.4301                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3533            

                                      no                           29/2604 (  1.1)       40/2578 (  1.6)      0.72 ( 0.45, 1.15)    0.71 ( 0.44, 1.16)    -0.00 ( -0.01,  0.00)     0.1691                           

                                      yes                           9/ 354 (  2.5)        8/ 372 (  2.2)      1.18 ( 0.46, 3.03)    1.19 ( 0.45, 3.11)     0.00 ( -0.02,  0.03)     0.7273                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         36/2958 (  1.2)       39/2950 (  1.3)      0.92 ( 0.59, 1.44)    0.92 ( 0.58, 1.45)    -0.00 ( -0.01,  0.01)     0.7185                           

 administration site conditions,                                                                                                                                                                                     

 PT: Non-cardiac chest pain                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7310            

                                      <=65 years                   22/1690 (  1.3)       25/1660 (  1.5)      0.86 ( 0.49, 1.53)    0.86 ( 0.48, 1.54)    -0.00 ( -0.01,  0.01)     0.6153                           

                                      >65 years                    14/1268 (  1.1)       14/1290 (  1.1)      1.02 ( 0.49, 2.13)    1.02 ( 0.48, 2.14)     0.00 ( -0.01,  0.01)     0.9635                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5741            

                                      male                         25/2026 (  1.2)       24/1970 (  1.2)      1.01 ( 0.58, 1.77)    1.01 ( 0.58, 1.78)     0.00 ( -0.01,  0.01)     0.9641                           

                                      female                       11/ 932 (  1.2)       15/ 980 (  1.5)      0.77 ( 0.36, 1.67)    0.77 ( 0.35, 1.68)    -0.00 ( -0.02,  0.01)     0.5086                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5697            

                                      White                        33/2305 (  1.4)       31/2263 (  1.4)      1.05 ( 0.64, 1.70)    1.05 ( 0.64, 1.71)     0.00 ( -0.01,  0.01)     0.8590                           

                                      Black Or African American     1/ 103 (  1.0)        2/ 116 (  1.7)      0.56 ( 0.05, 6.12)    0.56 ( 0.05, 6.25)    -0.01 ( -0.04,  0.02)     1.0000                           

                                      Asian                         1/ 440 (  0.2)        3/ 458 (  0.7)      0.35 ( 0.04, 3.32)    0.35 ( 0.04, 3.33)    -0.00 ( -0.01,  0.00)     0.6245                           

                                      Other                         1/ 110 (  0.9)        3/ 113 (  2.7)      0.34 ( 0.04, 3.24)    0.34 ( 0.03, 3.28)    -0.02 ( -0.05,  0.02)     0.6217                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1280            

                                      North America                26/ 997 (  2.6)       20/ 998 (  2.0)      1.30 ( 0.73, 2.32)    1.31 ( 0.73, 2.36)     0.01 ( -0.01,  0.02)     0.3691                           

                                      Latin America                 0/ 361 (  0.0)        3/ 322 (  0.9)      0.13 ( 0.01, 2.46)    0.13 ( 0.01, 2.45)    -0.01 ( -0.02,  0.00)     0.1043                           

                                      Asia/Pacific                  2/ 404 (  0.5)        5/ 422 (  1.2)      0.42 ( 0.08, 2.14)    0.41 ( 0.08, 2.15)    -0.01 ( -0.02,  0.01)     0.4519                           

                                      Europe                        8/1196 (  0.7)       11/1208 (  0.9)      0.73 ( 0.30, 1.82)    0.73 ( 0.29, 1.83)    -0.00 ( -0.01,  0.01)     0.5035                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2779            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        0/  95 (  0.0)      3.10 ( 0.13,75.06)    3.13 ( 0.13,77.85)     0.01 ( -0.01,  0.03)     0.4920                           

                                      >=45 mL/min/1.73m^2          34/2865 (  1.2)       39/2855 (  1.4)      0.87 ( 0.55, 1.37)    0.87 ( 0.55, 1.38)    -0.00 ( -0.01,  0.00)     0.5459                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4390            

                                      <60 mL/min/1.73m^2           11/ 604 (  1.8)       10/ 658 (  1.5)      1.20 ( 0.51, 2.80)    1.20 ( 0.51, 2.85)     0.00 ( -0.01,  0.02)     0.6759                           

                                      >=60 mL/min/1.73m^2          24/2353 (  1.0)       29/2292 (  1.3)      0.81 ( 0.47, 1.38)    0.80 ( 0.47, 1.39)    -0.00 ( -0.01,  0.00)     0.4313                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          35/2944 (  1.2)       39/2943 (  1.3)      0.90 ( 0.57, 1.41)    0.90 ( 0.57, 1.42)    -0.00 ( -0.01,  0.00)     0.6388                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4755            

                                      <30 mg/g                      7/ 333 (  2.1)        5/ 352 (  1.4)      1.48 ( 0.47, 4.62)    1.49 ( 0.47, 4.74)     0.01 ( -0.02,  0.03)     0.4970                           

                                      >=30 - <=300 mg/g            22/2016 (  1.1)       24/2011 (  1.2)      0.91 ( 0.51, 1.63)    0.91 ( 0.51, 1.63)    -0.00 ( -0.01,  0.01)     0.7604                           

                                      >300 mg/g                     6/ 592 (  1.0)       10/ 574 (  1.7)      0.58 ( 0.21, 1.59)    0.58 ( 0.21, 1.60)    -0.01 ( -0.02,  0.01)     0.2852                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3116            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    16/ 907 (  1.8)       13/ 910 (  1.4)      1.23 ( 0.60, 2.55)    1.24 ( 0.59, 2.59)     0.00 ( -0.01,  0.02)     0.5684                           

                                      >=130 mmHg                   20/2051 (  1.0)       26/2040 (  1.3)      0.77 ( 0.43, 1.37)    0.76 ( 0.42, 1.37)    -0.00 ( -0.01,  0.00)     0.3639                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1583            

                                      no                           33/2604 (  1.3)       31/2578 (  1.2)      1.05 ( 0.65, 1.72)    1.05 ( 0.64, 1.73)     0.00 ( -0.01,  0.01)     0.8328                           

                                      yes                           3/ 354 (  0.8)        8/ 372 (  2.2)      0.39 ( 0.11, 1.47)    0.39 ( 0.10, 1.48)    -0.01 ( -0.04,  0.01)     0.1511                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Hepatobiliary disorders      Overall                         56/2958 (  1.9)       56/2950 (  1.9)      1.00 ( 0.69, 1.44)    1.00 ( 0.69, 1.45)    -0.00 ( -0.01,  0.01)     0.9885                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5052            

                                      <=65 years                   26/1690 (  1.5)       29/1660 (  1.7)      0.88 ( 0.52, 1.49)    0.88 ( 0.52, 1.50)    -0.00 ( -0.01,  0.01)     0.6349                           

                                      >65 years                    30/1268 (  2.4)       27/1290 (  2.1)      1.13 ( 0.68, 1.89)    1.13 ( 0.67, 1.92)     0.00 ( -0.01,  0.02)     0.6402                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4132            

                                      male                         38/2026 (  1.9)       41/1970 (  2.1)      0.90 ( 0.58, 1.40)    0.90 ( 0.58, 1.40)    -0.00 ( -0.01,  0.01)     0.6407                           

                                      female                       18/ 932 (  1.9)       15/ 980 (  1.5)      1.26 ( 0.64, 2.49)    1.27 ( 0.63, 2.53)     0.00 ( -0.01,  0.02)     0.5014                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5744            

                                      White                        48/2305 (  2.1)       47/2263 (  2.1)      1.00 ( 0.67, 1.49)    1.00 ( 0.67, 1.51)     0.00 ( -0.01,  0.01)     0.9895                           

                                      Black Or African American     3/ 103 (  2.9)        1/ 116 (  0.9)      3.38 ( 0.36,31.98)    3.45 ( 0.35,33.70)     0.02 ( -0.02,  0.06)     0.3442                           

                                      Asian                         4/ 440 (  0.9)        7/ 458 (  1.5)      0.59 ( 0.18, 2.02)    0.59 ( 0.17, 2.03)    -0.01 ( -0.02,  0.01)     0.3993                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6427            

                                      North America                28/ 997 (  2.8)       22/ 998 (  2.2)      1.27 ( 0.73, 2.21)    1.28 ( 0.73, 2.26)     0.01 ( -0.01,  0.02)     0.3883                           

                                      Latin America                 5/ 361 (  1.4)        5/ 322 (  1.6)      0.89 ( 0.26, 3.05)    0.89 ( 0.26, 3.10)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      Asia/Pacific                  4/ 404 (  1.0)        7/ 422 (  1.7)      0.60 ( 0.18, 2.02)    0.59 ( 0.17, 2.04)    -0.01 ( -0.03,  0.01)     0.4023                           

                                      Europe                       19/1196 (  1.6)       22/1208 (  1.8)      0.87 ( 0.47, 1.60)    0.87 ( 0.47, 1.62)    -0.00 ( -0.01,  0.01)     0.6598                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9800            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        1/  95 (  1.1)      1.03 ( 0.07,16.27)    1.03 ( 0.06,16.76)     0.00 ( -0.03,  0.03)     1.0000                           

                                      >=45 mL/min/1.73m^2          55/2865 (  1.9)       55/2855 (  1.9)      1.00 ( 0.69, 1.44)    1.00 ( 0.68, 1.45)    -0.00 ( -0.01,  0.01)     0.9852                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0688            

                                      <60 mL/min/1.73m^2           17/ 604 (  2.8)       10/ 658 (  1.5)      1.85 ( 0.85, 4.01)    1.88 ( 0.85, 4.13)     0.01 ( -0.00,  0.03)     0.1124                           

                                      >=60 mL/min/1.73m^2          39/2353 (  1.7)       46/2292 (  2.0)      0.83 ( 0.54, 1.26)    0.82 ( 0.54, 1.27)    -0.00 ( -0.01,  0.00)     0.3743                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          56/2944 (  1.9)       56/2943 (  1.9)      1.00 ( 0.69, 1.44)    1.00 ( 0.69, 1.45)    -0.00 ( -0.01,  0.01)     0.9986                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0270            

                                      <30 mg/g                     12/ 333 (  3.6)        4/ 352 (  1.1)      3.17 ( 1.03, 9.73)    3.25 ( 1.04,10.19)     0.02 ( -0.00,  0.05)     0.0327                           

                                      >=30 - <=300 mg/g            36/2016 (  1.8)       38/2011 (  1.9)      0.95 ( 0.60, 1.48)    0.94 ( 0.60, 1.50)    -0.00 ( -0.01,  0.01)     0.8061                           

                                      >300 mg/g                     7/ 592 (  1.2)       14/ 574 (  2.4)      0.48 ( 0.20, 1.19)    0.48 ( 0.19, 1.19)    -0.01 ( -0.03,  0.00)     0.1069                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3188            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    25/ 907 (  2.8)       20/ 910 (  2.2)      1.25 ( 0.70, 2.24)    1.26 ( 0.70, 2.29)     0.01 ( -0.01,  0.02)     0.4438                           

                                      >=130 mmHg                   31/2051 (  1.5)       36/2040 (  1.8)      0.86 ( 0.53, 1.38)    0.85 ( 0.53, 1.39)    -0.00 ( -0.01,  0.01)     0.5235                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2286            

                                      no                           46/2604 (  1.8)       50/2578 (  1.9)      0.91 ( 0.61, 1.35)    0.91 ( 0.61, 1.36)    -0.00 ( -0.01,  0.01)     0.6443                           

                                      yes                          10/ 354 (  2.8)        6/ 372 (  1.6)      1.75 ( 0.64, 4.77)    1.77 ( 0.64, 4.93)     0.01 ( -0.01,  0.04)     0.2665                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and infestations  Overall                        337/2958 ( 11.4)      393/2950 ( 13.3)      0.86 ( 0.75, 0.98)    0.84 ( 0.72, 0.98)    -0.02 ( -0.04, -0.00)     0.0243                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7621            

                                      <=65 years                  175/1690 ( 10.4)      197/1660 ( 11.9)      0.87 ( 0.72, 1.06)    0.86 ( 0.69, 1.06)    -0.02 ( -0.04,  0.01)     0.1637                           

                                      >65 years                   162/1268 ( 12.8)      196/1290 ( 15.2)      0.84 ( 0.69, 1.02)    0.82 ( 0.65, 1.02)    -0.02 ( -0.05,  0.00)     0.0781                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2068            

                                      male                        234/2026 ( 11.5)      282/1970 ( 14.3)      0.81 ( 0.69, 0.95)    0.78 ( 0.65, 0.94)    -0.03 ( -0.05, -0.01)     0.0092                           

                                      female                      103/ 932 ( 11.1)      111/ 980 ( 11.3)      0.98 ( 0.76, 1.26)    0.97 ( 0.73, 1.29)    -0.00 ( -0.03,  0.03)     0.8488                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4884            

                                      White                       274/2305 ( 11.9)      313/2263 ( 13.8)      0.86 ( 0.74, 1.00)    0.84 ( 0.71, 1.00)    -0.02 ( -0.04,  0.00)     0.0497                           

                                      Black Or African American     7/ 103 (  6.8)       17/ 116 ( 14.7)      0.46 ( 0.20, 1.07)    0.42 ( 0.17, 1.07)    -0.08 ( -0.17,  0.01)     0.0637                           

                                      Asian                        42/ 440 (  9.5)       46/ 458 ( 10.0)      0.95 ( 0.64, 1.41)    0.95 ( 0.61, 1.47)    -0.00 ( -0.05,  0.04)     0.8019                           

                                      Other                        14/ 110 ( 12.7)       17/ 113 ( 15.0)      0.85 ( 0.44, 1.63)    0.82 ( 0.38, 1.76)    -0.02 ( -0.12,  0.08)     0.6179                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0961            

                                      North America               150/ 997 ( 15.0)      162/ 998 ( 16.2)      0.93 ( 0.76, 1.14)    0.91 ( 0.72, 1.16)    -0.01 ( -0.04,  0.02)     0.4655                           

                                      Latin America                24/ 361 (  6.6)       41/ 322 ( 12.7)      0.52 ( 0.32, 0.84)    0.49 ( 0.29, 0.83)    -0.06 ( -0.11, -0.01)     0.0069                           

                                      Asia/Pacific                 56/ 404 ( 13.9)       55/ 422 ( 13.0)      1.06 ( 0.75, 1.50)    1.07 ( 0.72, 1.60)     0.01 ( -0.04,  0.06)     0.7273                           

                                      Europe                      107/1196 (  8.9)      135/1208 ( 11.2)      0.80 ( 0.63, 1.02)    0.78 ( 0.60, 1.02)    -0.02 ( -0.05,  0.00)     0.0694                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3359            

                                      <45 mL/min/1.73m^2           17/  92 ( 18.5)       26/  95 ( 27.4)      0.68 ( 0.39, 1.16)    0.60 ( 0.30, 1.20)    -0.09 ( -0.21,  0.04)     0.1497                           

                                      >=45 mL/min/1.73m^2         320/2865 ( 11.2)      367/2855 ( 12.9)      0.87 ( 0.75, 1.00)    0.85 ( 0.73, 1.00)    -0.02 ( -0.03,  0.00)     0.0500                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9943            

                                      <60 mL/min/1.73m^2           95/ 604 ( 15.7)      119/ 658 ( 18.1)      0.87 ( 0.68, 1.11)    0.85 ( 0.63, 1.14)    -0.02 ( -0.07,  0.02)     0.2653                           

                                      >=60 mL/min/1.73m^2         242/2353 ( 10.3)      274/2292 ( 12.0)      0.86 ( 0.73, 1.01)    0.84 ( 0.70, 1.01)    -0.02 ( -0.04,  0.00)     0.0702                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.9197            

                                      <30 mL/min/1.73m^2            3/  13 ( 23.1)        2/   7 ( 28.6)      0.81 ( 0.17, 3.75)    0.75 ( 0.09, 6.04)    -0.05 ( -0.46,  0.35)     1.0000                           

                                      >=30 mL/min/1.73m^2         334/2944 ( 11.3)      391/2943 ( 13.3)      0.85 ( 0.74, 0.98)    0.84 ( 0.71, 0.98)    -0.02 ( -0.04, -0.00)     0.0235                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.9536            

                                      <30 mg/g                     43/ 333 ( 12.9)       51/ 352 ( 14.5)      0.89 ( 0.61, 1.30)    0.88 ( 0.57, 1.35)    -0.02 ( -0.07,  0.04)     0.5494                           

                                      >=30 - <=300 mg/g           210/2016 ( 10.4)      250/2011 ( 12.4)      0.84 ( 0.70, 1.00)    0.82 ( 0.67, 1.00)    -0.02 ( -0.04, -0.00)     0.0445                           

                                      >300 mg/g                    80/ 592 ( 13.5)       89/ 574 ( 15.5)      0.87 ( 0.66, 1.15)    0.85 ( 0.61, 1.18)    -0.02 ( -0.06,  0.02)     0.3343                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3358            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                   103/ 907 ( 11.4)      133/ 910 ( 14.6)      0.78 ( 0.61, 0.99)    0.75 ( 0.57, 0.99)    -0.03 ( -0.06, -0.00)     0.0389                           

                                      >=130 mmHg                  234/2051 ( 11.4)      260/2040 ( 12.7)      0.90 ( 0.76, 1.06)    0.88 ( 0.73, 1.06)    -0.01 ( -0.03,  0.01)     0.1898                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2475            

                                      no                          270/2604 ( 10.4)      324/2578 ( 12.6)      0.83 ( 0.71, 0.96)    0.80 ( 0.68, 0.96)    -0.02 ( -0.04, -0.00)     0.0130                           

                                      yes                          67/ 354 ( 18.9)       69/ 372 ( 18.5)      1.02 ( 0.75, 1.38)    1.03 ( 0.71, 1.49)     0.00 ( -0.05,  0.06)     0.8962                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         50/2958 (  1.7)       54/2950 (  1.8)      0.92 ( 0.63, 1.35)    0.92 ( 0.63, 1.36)    -0.00 ( -0.01,  0.01)     0.6821                           

 infestations, PT: Cellulitis                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6801            

                                      <=65 years                   32/1690 (  1.9)       32/1660 (  1.9)      0.98 ( 0.60, 1.60)    0.98 ( 0.60, 1.61)    -0.00 ( -0.01,  0.01)     0.9423                           

                                      >65 years                    18/1268 (  1.4)       22/1290 (  1.7)      0.83 ( 0.45, 1.54)    0.83 ( 0.44, 1.55)    -0.00 ( -0.01,  0.01)     0.5602                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6096            

                                      male                         39/2026 (  1.9)       39/1970 (  2.0)      0.97 ( 0.63, 1.51)    0.97 ( 0.62, 1.52)    -0.00 ( -0.01,  0.01)     0.9005                           

                                      female                       11/ 932 (  1.2)       15/ 980 (  1.5)      0.77 ( 0.36, 1.67)    0.77 ( 0.35, 1.68)    -0.00 ( -0.02,  0.01)     0.5086                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5750            

                                      White                        44/2305 (  1.9)       44/2263 (  1.9)      0.98 ( 0.65, 1.49)    0.98 ( 0.64, 1.50)    -0.00 ( -0.01,  0.01)     0.9306                           

                                      Black Or African American     0/ 103 (  0.0)        2/ 116 (  1.7)      0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)     0.4995                           

                                      Asian                         5/ 440 (  1.1)        6/ 458 (  1.3)      0.87 ( 0.27, 2.82)    0.87 ( 0.26, 2.86)    -0.00 ( -0.02,  0.02)     0.8131                           

                                      Other                         1/ 110 (  0.9)        2/ 113 (  1.8)      0.51 ( 0.05, 5.58)    0.51 ( 0.05, 5.70)    -0.01 ( -0.04,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9598            

                                      North America                31/ 997 (  3.1)       32/ 998 (  3.2)      0.97 ( 0.60, 1.58)    0.97 ( 0.59, 1.60)    -0.00 ( -0.02,  0.02)     0.9014                           

                                      Latin America                 2/ 361 (  0.6)        2/ 322 (  0.6)      0.89 ( 0.13, 6.30)    0.89 ( 0.12, 6.36)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  8/ 404 (  2.0)        8/ 422 (  1.9)      1.04 ( 0.40, 2.76)    1.05 ( 0.39, 2.81)     0.00 ( -0.02,  0.02)     0.9299                           

                                      Europe                        9/1196 (  0.8)       12/1208 (  1.0)      0.76 ( 0.32, 1.79)    0.76 ( 0.32, 1.80)    -0.00 ( -0.01,  0.01)     0.5258                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2956            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        5/  95 (  5.3)      0.41 ( 0.08, 2.08)    0.40 ( 0.08, 2.12)    -0.03 ( -0.08,  0.02)     0.4446                           

                                      >=45 mL/min/1.73m^2          48/2865 (  1.7)       49/2855 (  1.7)      0.98 ( 0.66, 1.45)    0.98 ( 0.65, 1.46)    -0.00 ( -0.01,  0.01)     0.9047                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4680            

                                      <60 mL/min/1.73m^2           14/ 604 (  2.3)       20/ 658 (  3.0)      0.76 ( 0.39, 1.50)    0.76 ( 0.38, 1.51)    -0.01 ( -0.03,  0.01)     0.4292                           

                                      >=60 mL/min/1.73m^2          36/2353 (  1.5)       34/2292 (  1.5)      1.03 ( 0.65, 1.64)    1.03 ( 0.64, 1.65)     0.00 ( -0.01,  0.01)     0.8964                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          50/2944 (  1.7)       54/2943 (  1.8)      0.93 ( 0.63, 1.36)    0.92 ( 0.63, 1.36)    -0.00 ( -0.01,  0.01)     0.6910                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1527            

                                      <30 mg/g                      4/ 333 (  1.2)        9/ 352 (  2.6)      0.47 ( 0.15, 1.51)    0.46 ( 0.14, 1.52)    -0.01 ( -0.04,  0.01)     0.1941                           

                                      >=30 - <=300 mg/g            29/2016 (  1.4)       35/2011 (  1.7)      0.83 ( 0.51, 1.35)    0.82 ( 0.50, 1.35)    -0.00 ( -0.01,  0.01)     0.4437                           

                                      >300 mg/g                    17/ 592 (  2.9)       10/ 574 (  1.7)      1.65 ( 0.76, 3.57)    1.67 ( 0.76, 3.67)     0.01 ( -0.01,  0.03)     0.2000                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0285            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    12/ 907 (  1.3)       24/ 910 (  2.6)      0.50 ( 0.25, 1.00)    0.49 ( 0.25, 1.00)    -0.01 ( -0.03,  0.00)     0.0445                           

                                      >=130 mmHg                   38/2051 (  1.9)       30/2040 (  1.5)      1.26 ( 0.78, 2.03)    1.26 ( 0.78, 2.05)     0.00 ( -0.00,  0.01)     0.3392                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5635            

                                      no                           38/2604 (  1.5)       43/2578 (  1.7)      0.87 ( 0.57, 1.35)    0.87 ( 0.56, 1.36)    -0.00 ( -0.01,  0.01)     0.5449                           

                                      yes                          12/ 354 (  3.4)       11/ 372 (  3.0)      1.15 ( 0.51, 2.56)    1.15 ( 0.50, 2.64)     0.00 ( -0.02,  0.03)     0.7394                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                        105/2958 (  3.5)      115/2950 (  3.9)      0.91 ( 0.70, 1.18)    0.91 ( 0.69, 1.19)    -0.00 ( -0.01,  0.01)     0.4792                           

 infestations, PT: Pneumonia                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2579            

                                      <=65 years                   45/1690 (  2.7)       40/1660 (  2.4)      1.11 ( 0.73, 1.68)    1.11 ( 0.72, 1.71)     0.00 ( -0.01,  0.01)     0.6415                           

                                      >65 years                    60/1268 (  4.7)       75/1290 (  5.8)      0.81 ( 0.58, 1.13)    0.80 ( 0.57, 1.14)    -0.01 ( -0.03,  0.01)     0.2211                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6428            

                                      male                         70/2026 (  3.5)       78/1970 (  4.0)      0.87 ( 0.64, 1.20)    0.87 ( 0.62, 1.21)    -0.01 ( -0.02,  0.01)     0.3988                           

                                      female                       35/ 932 (  3.8)       37/ 980 (  3.8)      0.99 ( 0.63, 1.57)    0.99 ( 0.62, 1.59)    -0.00 ( -0.02,  0.02)     0.9816                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2294            

                                      White                        85/2305 (  3.7)       85/2263 (  3.8)      0.98 ( 0.73, 1.32)    0.98 ( 0.72, 1.33)    -0.00 ( -0.01,  0.01)     0.9028                           

                                      Black Or African American     3/ 103 (  2.9)        7/ 116 (  6.0)      0.48 ( 0.13, 1.82)    0.47 ( 0.12, 1.86)    -0.03 ( -0.09,  0.02)     0.3412                           

                                      Asian                        16/ 440 (  3.6)       17/ 458 (  3.7)      0.98 ( 0.50, 1.91)    0.98 ( 0.49, 1.96)    -0.00 ( -0.03,  0.03)     0.9521                           

                                      Other                         1/ 110 (  0.9)        6/ 113 (  5.3)      0.17 ( 0.02, 1.40)    0.16 ( 0.02, 1.38)    -0.04 ( -0.09,  0.00)     0.1193                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0585            

                                      North America                53/ 997 (  5.3)       46/ 998 (  4.6)      1.15 ( 0.78, 1.70)    1.16 ( 0.77, 1.74)     0.01 ( -0.01,  0.03)     0.4675                           

                                      Latin America                 7/ 361 (  1.9)       19/ 322 (  5.9)      0.33 ( 0.14, 0.77)    0.32 ( 0.13, 0.76)    -0.04 ( -0.07, -0.01)     0.0070                           

                                      Asia/Pacific                 16/ 404 (  4.0)       18/ 422 (  4.3)      0.93 ( 0.48, 1.80)    0.93 ( 0.47, 1.84)    -0.00 ( -0.03,  0.03)     0.8255                           

                                      Europe                       29/1196 (  2.4)       32/1208 (  2.6)      0.92 ( 0.56, 1.50)    0.91 ( 0.55, 1.52)    -0.00 ( -0.02,  0.01)     0.7267                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.8083            

                                      <45 mL/min/1.73m^2            7/  92 (  7.6)        7/  95 (  7.4)      1.03 ( 0.38, 2.83)    1.04 ( 0.35, 3.08)     0.00 ( -0.09,  0.09)     0.9504                           

                                      >=45 mL/min/1.73m^2          98/2865 (  3.4)      108/2855 (  3.8)      0.90 ( 0.69, 1.18)    0.90 ( 0.68, 1.19)    -0.00 ( -0.01,  0.01)     0.4623                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2549            

                                      <60 mL/min/1.73m^2           34/ 604 (  5.6)       32/ 658 (  4.9)      1.16 ( 0.72, 1.85)    1.17 ( 0.71, 1.92)     0.01 ( -0.02,  0.03)     0.5417                           

                                      >=60 mL/min/1.73m^2          71/2353 (  3.0)       83/2292 (  3.6)      0.83 ( 0.61, 1.14)    0.83 ( 0.60, 1.14)    -0.01 ( -0.02,  0.00)     0.2505                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.4291            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2         104/2944 (  3.5)      115/2943 (  3.9)      0.90 ( 0.70, 1.17)    0.90 ( 0.69, 1.18)    -0.00 ( -0.01,  0.01)     0.4472                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4251            

                                      <30 mg/g                     17/ 333 (  5.1)       13/ 352 (  3.7)      1.38 ( 0.68, 2.80)    1.40 ( 0.67, 2.94)     0.01 ( -0.02,  0.05)     0.3671                           

                                      >=30 - <=300 mg/g            63/2016 (  3.1)       75/2011 (  3.7)      0.84 ( 0.60, 1.16)    0.83 ( 0.59, 1.17)    -0.01 ( -0.02,  0.01)     0.2918                           

                                      >300 mg/g                    23/ 592 (  3.9)       27/ 574 (  4.7)      0.83 ( 0.48, 1.42)    0.82 ( 0.46, 1.45)    -0.01 ( -0.03,  0.02)     0.4905                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2129            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    39/ 907 (  4.3)       34/ 910 (  3.7)      1.15 ( 0.73, 1.81)    1.16 ( 0.72, 1.85)     0.01 ( -0.01,  0.02)     0.5408                           

                                      >=130 mmHg                   66/2051 (  3.2)       81/2040 (  4.0)      0.81 ( 0.59, 1.12)    0.80 ( 0.58, 1.12)    -0.01 ( -0.02,  0.00)     0.1960                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9452            

                                      no                           81/2604 (  3.1)       88/2578 (  3.4)      0.91 ( 0.68, 1.23)    0.91 ( 0.67, 1.23)    -0.00 ( -0.01,  0.01)     0.5394                           

                                      yes                          24/ 354 (  6.8)       27/ 372 (  7.3)      0.93 ( 0.55, 1.59)    0.93 ( 0.53, 1.64)    -0.00 ( -0.04,  0.04)     0.8011                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         45/2958 (  1.5)       35/2950 (  1.2)      1.28 ( 0.83, 1.99)    1.29 ( 0.82, 2.01)     0.00 ( -0.00,  0.01)     0.2655                           

 infestations, PT: Sepsis                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6125            

                                      <=65 years                   21/1690 (  1.2)       18/1660 (  1.1)      1.15 ( 0.61, 2.14)    1.15 ( 0.61, 2.16)     0.00 ( -0.01,  0.01)     0.6694                           

                                      >65 years                    24/1268 (  1.9)       17/1290 (  1.3)      1.44 ( 0.78, 2.66)    1.44 ( 0.77, 2.70)     0.01 ( -0.00,  0.02)     0.2471                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1102            

                                      male                         28/2026 (  1.4)       27/1970 (  1.4)      1.01 ( 0.60, 1.70)    1.01 ( 0.59, 1.72)     0.00 ( -0.01,  0.01)     0.9752                           

                                      female                       17/ 932 (  1.8)        8/ 980 (  0.8)      2.23 ( 0.97, 5.15)    2.26 ( 0.97, 5.26)     0.01 ( -0.00,  0.02)     0.0526                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9236            

                                      White                        40/2305 (  1.7)       29/2263 (  1.3)      1.35 ( 0.84, 2.18)    1.36 ( 0.84, 2.20)     0.00 ( -0.00,  0.01)     0.2086                           

                                      Black Or African American     2/ 103 (  1.9)        3/ 116 (  2.6)      0.75 ( 0.13, 4.41)    0.75 ( 0.12, 4.55)    -0.01 ( -0.05,  0.03)     1.0000                           

                                      Asian                         2/ 440 (  0.5)        2/ 458 (  0.4)      1.04 ( 0.15, 7.36)    1.04 ( 0.15, 7.42)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4974            

                                      North America                28/ 997 (  2.8)       25/ 998 (  2.5)      1.12 ( 0.66, 1.91)    1.12 ( 0.65, 1.94)     0.00 ( -0.01,  0.02)     0.6736                           

                                      Latin America                 1/ 361 (  0.3)        1/ 322 (  0.3)      0.89 ( 0.06,14.20)    0.89 ( 0.06,14.31)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  2/ 404 (  0.5)        3/ 422 (  0.7)      0.70 ( 0.12, 4.15)    0.69 ( 0.12, 4.18)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       14/1196 (  1.2)        6/1208 (  0.5)      2.36 ( 0.91, 6.11)    2.37 ( 0.91, 6.20)     0.01 ( -0.00,  0.02)     0.0690                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0200            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        6/  95 (  6.3)      0.17 ( 0.02, 1.40)    0.16 ( 0.02, 1.38)    -0.05 ( -0.11,  0.00)     0.1183                           

                                      >=45 mL/min/1.73m^2          44/2865 (  1.5)       29/2855 (  1.0)      1.51 ( 0.95, 2.41)    1.52 ( 0.95, 2.44)     0.01 ( -0.00,  0.01)     0.0798                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0462            

                                      <60 mL/min/1.73m^2            9/ 604 (  1.5)       15/ 658 (  2.3)      0.65 ( 0.29, 1.48)    0.65 ( 0.28, 1.49)    -0.01 ( -0.03,  0.01)     0.3052                           

                                      >=60 mL/min/1.73m^2          36/2353 (  1.5)       20/2292 (  0.9)      1.75 ( 1.02, 3.02)    1.77 ( 1.02, 3.06)     0.01 ( -0.00,  0.01)     0.0402                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.0228            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        2/   7 ( 28.6)      0.11 ( 0.01, 2.10)    0.08 ( 0.00, 1.99)    -0.29 ( -0.62,  0.05)     0.1105                           

                                      >=30 mL/min/1.73m^2          45/2944 (  1.5)       33/2943 (  1.1)      1.36 ( 0.87, 2.13)    1.37 ( 0.87, 2.15)     0.00 ( -0.00,  0.01)     0.1719                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2292            

                                      <30 mg/g                      3/ 333 (  0.9)        7/ 352 (  2.0)      0.45 ( 0.12, 1.74)    0.45 ( 0.11, 1.75)    -0.01 ( -0.03,  0.01)     0.3420                           

                                      >=30 - <=300 mg/g            27/2016 (  1.3)       19/2011 (  0.9)      1.42 ( 0.79, 2.54)    1.42 ( 0.79, 2.57)     0.00 ( -0.00,  0.01)     0.2389                           

                                      >300 mg/g                    15/ 592 (  2.5)        9/ 574 (  1.6)      1.62 ( 0.71, 3.66)    1.63 ( 0.71, 3.76)     0.01 ( -0.01,  0.03)     0.2457                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2225            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    11/ 907 (  1.2)       13/ 910 (  1.4)      0.85 ( 0.38, 1.88)    0.85 ( 0.38, 1.90)    -0.00 ( -0.01,  0.01)     0.6872                           

                                      >=130 mmHg                   34/2051 (  1.7)       22/2040 (  1.1)      1.54 ( 0.90, 2.62)    1.55 ( 0.90, 2.65)     0.01 ( -0.00,  0.01)     0.1109                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.6480            

                                      no                           37/2604 (  1.4)       27/2578 (  1.0)      1.36 ( 0.83, 2.22)    1.36 ( 0.83, 2.24)     0.00 ( -0.00,  0.01)     0.2235                           

                                      yes                           8/ 354 (  2.3)        8/ 372 (  2.2)      1.05 ( 0.40, 2.77)    1.05 ( 0.39, 2.83)     0.00 ( -0.02,  0.03)     0.9201                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         23/2958 (  0.8)       31/2950 (  1.1)      0.74 ( 0.43, 1.27)    0.74 ( 0.43, 1.27)    -0.00 ( -0.01,  0.00)     0.2698                           

 infestations, PT: Urinary tract                                                                                                                                                                                     

 infection                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1637            

                                      <=65 years                    7/1690 (  0.4)       15/1660 (  0.9)      0.46 ( 0.19, 1.12)    0.46 ( 0.19, 1.12)    -0.00 ( -0.01,  0.00)     0.0796                           

                                      >65 years                    16/1268 (  1.3)       16/1290 (  1.2)      1.02 ( 0.51, 2.03)    1.02 ( 0.51, 2.04)     0.00 ( -0.01,  0.01)     0.9610                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0455            

                                      male                          9/2026 (  0.4)       20/1970 (  1.0)      0.44 ( 0.20, 0.96)    0.44 ( 0.20, 0.96)    -0.01 ( -0.01,  0.00)     0.0335                           

                                      female                       14/ 932 (  1.5)       11/ 980 (  1.1)      1.34 ( 0.61, 2.93)    1.34 ( 0.61, 2.97)     0.00 ( -0.01,  0.02)     0.4652                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4873            

                                      White                        17/2305 (  0.7)       21/2263 (  0.9)      0.79 ( 0.42, 1.50)    0.79 ( 0.42, 1.51)    -0.00 ( -0.01,  0.00)     0.4787                           

                                      Black Or African American     0/ 103 (  0.0)        3/ 116 (  2.6)      0.16 ( 0.01, 3.07)    0.16 ( 0.01, 3.07)    -0.03 ( -0.05,  0.00)     0.2492                           

                                      Asian                         5/ 440 (  1.1)        5/ 458 (  1.1)      1.04 ( 0.30, 3.57)    1.04 ( 0.30, 3.62)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         1/ 110 (  0.9)        2/ 113 (  1.8)      0.51 ( 0.05, 5.58)    0.51 ( 0.05, 5.70)    -0.01 ( -0.04,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4865            

                                      North America                10/ 997 (  1.0)       13/ 998 (  1.3)      0.77 ( 0.34, 1.75)    0.77 ( 0.34, 1.76)    -0.00 ( -0.01,  0.01)     0.5309                           

                                      Latin America                 1/ 361 (  0.3)        5/ 322 (  1.6)      0.18 ( 0.02, 1.52)    0.18 ( 0.02, 1.52)    -0.01 ( -0.03,  0.00)     0.1053                           

                                      Asia/Pacific                  5/ 404 (  1.2)        5/ 422 (  1.2)      1.04 ( 0.30, 3.58)    1.05 ( 0.30, 3.64)     0.00 ( -0.01,  0.02)     1.0000                           

                                      Europe                        7/1196 (  0.6)        8/1208 (  0.7)      0.88 ( 0.32, 2.43)    0.88 ( 0.32, 2.44)    -0.00 ( -0.01,  0.01)     0.8107                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2199            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        2/  95 (  2.1)      0.21 ( 0.01, 4.24)    0.20 ( 0.01, 4.27)    -0.02 ( -0.05,  0.01)     0.4974                           

                                      >=45 mL/min/1.73m^2          23/2865 (  0.8)       29/2855 (  1.0)      0.79 ( 0.46, 1.36)    0.79 ( 0.46, 1.37)    -0.00 ( -0.01,  0.00)     0.3962                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9894            

                                      <60 mL/min/1.73m^2            9/ 604 (  1.5)       13/ 658 (  2.0)      0.75 ( 0.32, 1.75)    0.75 ( 0.32, 1.77)    -0.00 ( -0.02,  0.01)     0.5104                           

                                      >=60 mL/min/1.73m^2          14/2353 (  0.6)       18/2292 (  0.8)      0.76 ( 0.38, 1.52)    0.76 ( 0.38, 1.52)    -0.00 ( -0.01,  0.00)     0.4330                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          23/2944 (  0.8)       31/2943 (  1.1)      0.74 ( 0.43, 1.27)    0.74 ( 0.43, 1.27)    -0.00 ( -0.01,  0.00)     0.2736                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.6578            

                                      <30 mg/g                      3/ 333 (  0.9)        3/ 352 (  0.9)      1.06 ( 0.21, 5.20)    1.06 ( 0.21, 5.28)     0.00 ( -0.01,  0.01)     1.0000                           

                                      >=30 - <=300 mg/g            16/2016 (  0.8)       24/2011 (  1.2)      0.67 ( 0.35, 1.25)    0.66 ( 0.35, 1.25)    -0.00 ( -0.01,  0.00)     0.2009                           

                                      >300 mg/g                     4/ 592 (  0.7)        3/ 574 (  0.5)      1.29 ( 0.29, 5.75)    1.29 ( 0.29, 5.81)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8218            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     6/ 907 (  0.7)        9/ 910 (  1.0)      0.67 ( 0.24, 1.87)    0.67 ( 0.24, 1.88)    -0.00 ( -0.01,  0.01)     0.4406                           

                                      >=130 mmHg                   17/2051 (  0.8)       22/2040 (  1.1)      0.77 ( 0.41, 1.44)    0.77 ( 0.41, 1.45)    -0.00 ( -0.01,  0.00)     0.4115                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.6448            

                                      no                           20/2604 (  0.8)       28/2578 (  1.1)      0.71 ( 0.40, 1.25)    0.70 ( 0.40, 1.25)    -0.00 ( -0.01,  0.00)     0.2321                           

                                      yes                           3/ 354 (  0.8)        3/ 372 (  0.8)      1.05 ( 0.21, 5.17)    1.05 ( 0.21, 5.24)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Injury, poisoning and        Overall                        148/2958 (  5.0)      129/2950 (  4.4)      1.14 ( 0.91, 1.44)    1.15 ( 0.90, 1.47)     0.01 ( -0.00,  0.02)     0.2517                           

 procedural complications                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9684            

                                      <=65 years                   66/1690 (  3.9)       56/1660 (  3.4)      1.16 ( 0.82, 1.64)    1.16 ( 0.81, 1.67)     0.01 ( -0.01,  0.02)     0.4114                           

                                      >65 years                    82/1268 (  6.5)       73/1290 (  5.7)      1.14 ( 0.84, 1.55)    1.15 ( 0.83, 1.60)     0.01 ( -0.01,  0.03)     0.3919                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5104            

                                      male                         97/2026 (  4.8)       87/1970 (  4.4)      1.08 ( 0.82, 1.44)    1.09 ( 0.81, 1.46)     0.00 ( -0.01,  0.02)     0.5754                           

                                      female                       51/ 932 (  5.5)       42/ 980 (  4.3)      1.28 ( 0.86, 1.90)    1.29 ( 0.85, 1.96)     0.01 ( -0.01,  0.03)     0.2282                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7224            

                                      White                       117/2305 (  5.1)      104/2263 (  4.6)      1.10 ( 0.85, 1.43)    1.11 ( 0.85, 1.46)     0.00 ( -0.01,  0.02)     0.4495                           

                                      Black Or African American     3/ 103 (  2.9)        3/ 116 (  2.6)      1.13 ( 0.23, 5.46)    1.13 ( 0.22, 5.73)     0.00 ( -0.04,  0.05)     1.0000                           

                                      Asian                        21/ 440 (  4.8)       19/ 458 (  4.1)      1.15 ( 0.63, 2.11)    1.16 ( 0.61, 2.18)     0.01 ( -0.02,  0.04)     0.6505                           

                                      Other                         7/ 110 (  6.4)        3/ 113 (  2.7)      2.40 ( 0.64, 9.03)    2.49 ( 0.63, 9.89)     0.04 ( -0.02,  0.09)     0.2109                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1557            

                                      North America                48/ 997 (  4.8)       52/ 998 (  5.2)      0.92 ( 0.63, 1.35)    0.92 ( 0.62, 1.38)    -0.00 ( -0.02,  0.02)     0.6853                           

                                      Latin America                 6/ 361 (  1.7)        9/ 322 (  2.8)      0.59 ( 0.21, 1.65)    0.59 ( 0.21, 1.67)    -0.01 ( -0.04,  0.01)     0.3136                           

                                      Asia/Pacific                 25/ 404 (  6.2)       15/ 422 (  3.6)      1.74 ( 0.93, 3.25)    1.79 ( 0.93, 3.45)     0.03 ( -0.01,  0.06)     0.0782                           

                                      Europe                       69/1196 (  5.8)       53/1208 (  4.4)      1.31 ( 0.93, 1.86)    1.33 ( 0.92, 1.93)     0.01 ( -0.00,  0.03)     0.1228                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1303            

                                      <45 mL/min/1.73m^2           10/  92 ( 10.9)        4/  95 (  4.2)      2.58 ( 0.84, 7.94)    2.77 ( 0.84, 9.19)     0.07 ( -0.02,  0.16)     0.0845                           

                                      >=45 mL/min/1.73m^2         138/2865 (  4.8)      125/2855 (  4.4)      1.10 ( 0.87, 1.39)    1.11 ( 0.86, 1.42)     0.00 ( -0.01,  0.02)     0.4286                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.1042            

                                      <60 mL/min/1.73m^2           40/ 604 (  6.6)       27/ 658 (  4.1)      1.61 ( 1.00, 2.60)    1.66 ( 1.00, 2.74)     0.03 ( -0.00,  0.05)     0.0463                           

                                      >=60 mL/min/1.73m^2         108/2353 (  4.6)      102/2292 (  4.5)      1.03 ( 0.79, 1.34)    1.03 ( 0.78, 1.36)     0.00 ( -0.01,  0.01)     0.8189                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1346            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2         148/2944 (  5.0)      128/2943 (  4.3)      1.16 ( 0.92, 1.46)    1.16 ( 0.91, 1.48)     0.01 ( -0.00,  0.02)     0.2187                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5010            

                                      <30 mg/g                     18/ 333 (  5.4)       16/ 352 (  4.5)      1.19 ( 0.62, 2.29)    1.20 ( 0.60, 2.39)     0.01 ( -0.03,  0.05)     0.6048                           

                                      >=30 - <=300 mg/g           104/2016 (  5.2)       84/2011 (  4.2)      1.24 ( 0.93, 1.64)    1.25 ( 0.93, 1.67)     0.01 ( -0.00,  0.02)     0.1399                           

                                      >300 mg/g                    25/ 592 (  4.2)       28/ 574 (  4.9)      0.87 ( 0.51, 1.47)    0.86 ( 0.50, 1.49)    -0.01 ( -0.03,  0.02)     0.5915                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1225            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    39/ 907 (  4.3)       45/ 910 (  4.9)      0.87 ( 0.57, 1.32)    0.86 ( 0.56, 1.34)    -0.01 ( -0.03,  0.01)     0.5127                           

                                      >=130 mmHg                  109/2051 (  5.3)       84/2040 (  4.1)      1.29 ( 0.98, 1.70)    1.31 ( 0.98, 1.75)     0.01 ( -0.00,  0.03)     0.0711                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7715            

                                      no                          129/2604 (  5.0)      110/2578 (  4.3)      1.16 ( 0.91, 1.49)    1.17 ( 0.90, 1.52)     0.01 ( -0.00,  0.02)     0.2385                           

                                      yes                          19/ 354 (  5.4)       19/ 372 (  5.1)      1.05 ( 0.57, 1.95)    1.05 ( 0.55, 2.03)     0.00 ( -0.03,  0.04)     0.8753                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                        114/2958 (  3.9)      158/2950 (  5.4)      0.72 ( 0.57, 0.91)    0.71 ( 0.55, 0.91)    -0.02 ( -0.03, -0.00)     0.0059                           

 disorders                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3391            

                                      <=65 years                   63/1690 (  3.7)       77/1660 (  4.6)      0.80 ( 0.58, 1.11)    0.80 ( 0.57, 1.12)    -0.01 ( -0.02,  0.00)     0.1879                           

                                      >65 years                    51/1268 (  4.0)       81/1290 (  6.3)      0.64 ( 0.46, 0.90)    0.63 ( 0.44, 0.90)    -0.02 ( -0.04, -0.00)     0.0099                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8571            

                                      male                         78/2026 (  3.8)      107/1970 (  5.4)      0.71 ( 0.53, 0.94)    0.70 ( 0.52, 0.94)    -0.02 ( -0.03, -0.00)     0.0174                           

                                      female                       36/ 932 (  3.9)       51/ 980 (  5.2)      0.74 ( 0.49, 1.13)    0.73 ( 0.47, 1.13)    -0.01 ( -0.03,  0.01)     0.1596                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9148            

                                      White                        83/2305 (  3.6)      115/2263 (  5.1)      0.71 ( 0.54, 0.93)    0.70 ( 0.52, 0.93)    -0.01 ( -0.03, -0.00)     0.0140                           

                                      Black Or African American     6/ 103 (  5.8)       11/ 116 (  9.5)      0.61 ( 0.24, 1.60)    0.59 ( 0.21, 1.66)    -0.04 ( -0.12,  0.05)     0.3138                           

                                      Asian                        20/ 440 (  4.5)       27/ 458 (  5.9)      0.77 ( 0.44, 1.35)    0.76 ( 0.42, 1.38)    -0.01 ( -0.05,  0.02)     0.3642                           

                                      Other                         5/ 110 (  4.5)        5/ 113 (  4.4)      1.03 ( 0.31, 3.45)    1.03 ( 0.29, 3.66)     0.00 ( -0.05,  0.06)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8655            

                                      North America                47/ 997 (  4.7)       67/ 998 (  6.7)      0.70 ( 0.49, 1.01)    0.69 ( 0.47, 1.01)    -0.02 ( -0.04,  0.00)     0.0545                           

                                      Latin America                 3/ 361 (  0.8)        4/ 322 (  1.2)      0.67 ( 0.15, 2.97)    0.67 ( 0.15, 3.00)    -0.00 ( -0.02,  0.01)     0.7124                           

                                      Asia/Pacific                 21/ 404 (  5.2)       24/ 422 (  5.7)      0.91 ( 0.52, 1.62)    0.91 ( 0.50, 1.66)    -0.00 ( -0.04,  0.03)     0.7570                           

                                      Europe                       43/1196 (  3.6)       63/1208 (  5.2)      0.69 ( 0.47, 1.01)    0.68 ( 0.46, 1.01)    -0.02 ( -0.03,  0.00)     0.0531                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.8880            

                                      <45 mL/min/1.73m^2            6/  92 (  6.5)        8/  95 (  8.4)      0.77 ( 0.28, 2.15)    0.76 ( 0.25, 2.28)    -0.02 ( -0.11,  0.07)     0.6227                           

                                      >=45 mL/min/1.73m^2         107/2865 (  3.7)      150/2855 (  5.3)      0.71 ( 0.56, 0.91)    0.70 ( 0.54, 0.90)    -0.02 ( -0.03, -0.00)     0.0056                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.8840            

                                      <60 mL/min/1.73m^2           31/ 604 (  5.1)       48/ 658 (  7.3)      0.70 ( 0.45, 1.09)    0.69 ( 0.43, 1.10)    -0.02 ( -0.05,  0.01)     0.1133                           

                                      >=60 mL/min/1.73m^2          82/2353 (  3.5)      110/2292 (  4.8)      0.73 ( 0.55, 0.96)    0.72 ( 0.53, 0.96)    -0.01 ( -0.03, -0.00)     0.0245                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.8212            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        1/   7 ( 14.3)      0.54 ( 0.04, 7.36)    0.50 ( 0.03, 9.46)    -0.07 ( -0.36,  0.23)     1.0000                           

                                      >=30 mL/min/1.73m^2         112/2944 (  3.8)      157/2943 (  5.3)      0.71 ( 0.56, 0.90)    0.70 ( 0.55, 0.90)    -0.02 ( -0.03, -0.00)     0.0049                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1621            

                                      <30 mg/g                     17/ 333 (  5.1)       18/ 352 (  5.1)      1.00 ( 0.52, 1.90)    1.00 ( 0.51, 1.97)    -0.00 ( -0.04,  0.04)     0.9960                           

                                      >=30 - <=300 mg/g            59/2016 (  2.9)      100/2011 (  5.0)      0.59 ( 0.43, 0.81)    0.58 ( 0.42, 0.80)    -0.02 ( -0.03, -0.01)     0.0009                           

                                      >300 mg/g                    36/ 592 (  6.1)       38/ 574 (  6.6)      0.92 ( 0.59, 1.43)    0.91 ( 0.57, 1.46)    -0.01 ( -0.04,  0.02)     0.7059                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0529            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    32/ 907 (  3.5)       62/ 910 (  6.8)      0.52 ( 0.34, 0.79)    0.50 ( 0.32, 0.77)    -0.03 ( -0.05, -0.01)     0.0016                           

                                      >=130 mmHg                   82/2051 (  4.0)       96/2040 (  4.7)      0.85 ( 0.64, 1.13)    0.84 ( 0.62, 1.14)    -0.01 ( -0.02,  0.01)     0.2672                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0642            

                                      no                           87/2604 (  3.3)      133/2578 (  5.2)      0.65 ( 0.50, 0.84)    0.64 ( 0.48, 0.84)    -0.02 ( -0.03, -0.01)     0.0012                           

                                      yes                          27/ 354 (  7.6)       25/ 372 (  6.7)      1.13 ( 0.67, 1.92)    1.15 ( 0.65, 2.02)     0.01 ( -0.03,  0.05)     0.6361                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         43/2958 (  1.5)       46/2950 (  1.6)      0.93 ( 0.62, 1.41)    0.93 ( 0.61, 1.42)    -0.00 ( -0.01,  0.01)     0.7389                           

 disorders, PT: Hypoglycaemia                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1983            

                                      <=65 years                   23/1690 (  1.4)       18/1660 (  1.1)      1.26 ( 0.68, 2.32)    1.26 ( 0.68, 2.34)     0.00 ( -0.01,  0.01)     0.4667                           

                                      >65 years                    20/1268 (  1.6)       28/1290 (  2.2)      0.73 ( 0.41, 1.28)    0.72 ( 0.40, 1.29)    -0.01 ( -0.02,  0.01)     0.2690                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7186            

                                      male                         31/2026 (  1.5)       34/1970 (  1.7)      0.89 ( 0.55, 1.44)    0.88 ( 0.54, 1.45)    -0.00 ( -0.01,  0.01)     0.6248                           

                                      female                       12/ 932 (  1.3)       12/ 980 (  1.2)      1.05 ( 0.47, 2.33)    1.05 ( 0.47, 2.35)     0.00 ( -0.01,  0.01)     0.9015                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4185            

                                      White                        28/2305 (  1.2)       36/2263 (  1.6)      0.76 ( 0.47, 1.25)    0.76 ( 0.46, 1.25)    -0.00 ( -0.01,  0.00)     0.2797                           

                                      Black Or African American     4/ 103 (  3.9)        3/ 116 (  2.6)      1.50 ( 0.34, 6.55)    1.52 ( 0.33, 6.97)     0.01 ( -0.03,  0.06)     0.7090                           

                                      Asian                         8/ 440 (  1.8)        6/ 458 (  1.3)      1.39 ( 0.49, 3.97)    1.40 ( 0.48, 4.05)     0.01 ( -0.01,  0.03)     0.5391                           

                                      Other                         3/ 110 (  2.7)        1/ 113 (  0.9)      3.08 ( 0.33,29.18)    3.14 ( 0.32,30.66)     0.02 ( -0.02,  0.05)     0.3649                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1579            

                                      North America                19/ 997 (  1.9)       28/ 998 (  2.8)      0.68 ( 0.38, 1.21)    0.67 ( 0.37, 1.21)    -0.01 ( -0.02,  0.01)     0.1853                           

                                      Latin America                 3/ 361 (  0.8)        0/ 322 (  0.0)      6.25 ( 0.32,120.5)    6.30 ( 0.32,122.4)     0.01 ( -0.00,  0.02)     0.2513                           

                                      Asia/Pacific                  8/ 404 (  2.0)        5/ 422 (  1.2)      1.67 ( 0.55, 5.07)    1.68 ( 0.55, 5.19)     0.01 ( -0.01,  0.03)     0.3589                           

                                      Europe                       13/1196 (  1.1)       13/1208 (  1.1)      1.01 ( 0.47, 2.17)    1.01 ( 0.47, 2.19)     0.00 ( -0.01,  0.01)     0.9796                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2883            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        0/  95 (  0.0)      3.10 ( 0.13,75.06)    3.13 ( 0.13,77.85)     0.01 ( -0.01,  0.03)     0.4920                           

                                      >=45 mL/min/1.73m^2          42/2865 (  1.5)       46/2855 (  1.6)      0.91 ( 0.60, 1.38)    0.91 ( 0.60, 1.38)    -0.00 ( -0.01,  0.01)     0.6554                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.8237            

                                      <60 mL/min/1.73m^2           13/ 604 (  2.2)       14/ 658 (  2.1)      1.01 ( 0.48, 2.13)    1.01 ( 0.47, 2.17)     0.00 ( -0.02,  0.02)     0.9759                           

                                      >=60 mL/min/1.73m^2          30/2353 (  1.3)       32/2292 (  1.4)      0.91 ( 0.56, 1.50)    0.91 ( 0.55, 1.51)    -0.00 ( -0.01,  0.01)     0.7190                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          43/2944 (  1.5)       46/2943 (  1.6)      0.93 ( 0.62, 1.41)    0.93 ( 0.61, 1.42)    -0.00 ( -0.01,  0.01)     0.7474                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3152            

                                      <30 mg/g                      8/ 333 (  2.4)        4/ 352 (  1.1)      2.11 ( 0.64, 6.96)    2.14 ( 0.64, 7.18)     0.01 ( -0.01,  0.04)     0.2071                           

                                      >=30 - <=300 mg/g            22/2016 (  1.1)       28/2011 (  1.4)      0.78 ( 0.45, 1.37)    0.78 ( 0.45, 1.37)    -0.00 ( -0.01,  0.00)     0.3884                           

                                      >300 mg/g                    12/ 592 (  2.0)       13/ 574 (  2.3)      0.90 ( 0.41, 1.94)    0.89 ( 0.40, 1.97)    -0.00 ( -0.02,  0.02)     0.7794                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1625            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    10/ 907 (  1.1)       17/ 910 (  1.9)      0.59 ( 0.27, 1.28)    0.59 ( 0.27, 1.29)    -0.01 ( -0.02,  0.00)     0.1776                           

                                      >=130 mmHg                   33/2051 (  1.6)       29/2040 (  1.4)      1.13 ( 0.69, 1.86)    1.13 ( 0.69, 1.87)     0.00 ( -0.01,  0.01)     0.6238                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9642            

                                      no                           33/2604 (  1.3)       35/2578 (  1.4)      0.93 ( 0.58, 1.50)    0.93 ( 0.58, 1.51)    -0.00 ( -0.01,  0.01)     0.7751                           

                                      yes                          10/ 354 (  2.8)       11/ 372 (  3.0)      0.96 ( 0.41, 2.22)    0.95 ( 0.40, 2.27)    -0.00 ( -0.03,  0.03)     0.9155                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Musculoskeletal and          Overall                         96/2958 (  3.2)      101/2950 (  3.4)      0.95 ( 0.72, 1.25)    0.95 ( 0.71, 1.26)    -0.00 ( -0.01,  0.01)     0.7027                           

 connective tissue disorders                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0328            

                                      <=65 years                   57/1690 (  3.4)       44/1660 (  2.7)      1.27 ( 0.86, 1.87)    1.28 ( 0.86, 1.91)     0.01 ( -0.00,  0.02)     0.2217                           

                                      >65 years                    39/1268 (  3.1)       57/1290 (  4.4)      0.70 ( 0.47, 1.04)    0.69 ( 0.45, 1.04)    -0.01 ( -0.03,  0.00)     0.0740                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2547            

                                      male                         60/2026 (  3.0)       69/1970 (  3.5)      0.85 ( 0.60, 1.19)    0.84 ( 0.59, 1.20)    -0.01 ( -0.02,  0.01)     0.3334                           

                                      female                       36/ 932 (  3.9)       32/ 980 (  3.3)      1.18 ( 0.74, 1.89)    1.19 ( 0.73, 1.93)     0.01 ( -0.01,  0.02)     0.4810                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0891            

                                      White                        80/2305 (  3.5)       89/2263 (  3.9)      0.88 ( 0.66, 1.19)    0.88 ( 0.65, 1.19)    -0.00 ( -0.02,  0.01)     0.4081                           

                                      Black Or African American     2/ 103 (  1.9)        6/ 116 (  5.2)      0.38 ( 0.08, 1.82)    0.36 ( 0.07, 1.84)    -0.03 ( -0.08,  0.02)     0.2870                           

                                      Asian                        12/ 440 (  2.7)        6/ 458 (  1.3)      2.08 ( 0.79, 5.50)    2.11 ( 0.79, 5.68)     0.01 ( -0.01,  0.04)     0.1300                           

                                      Other                         2/ 110 (  1.8)        0/ 113 (  0.0)      5.14 ( 0.25,105.8)    5.23 ( 0.25,110.2)     0.02 ( -0.01,  0.04)     0.2422                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6322            

                                      North America                51/ 997 (  5.1)       61/ 998 (  6.1)      0.84 ( 0.58, 1.20)    0.83 ( 0.56, 1.21)    -0.01 ( -0.03,  0.01)     0.3336                           

                                      Latin America                 2/ 361 (  0.6)        1/ 322 (  0.3)      1.78 ( 0.16,19.58)    1.79 ( 0.16,19.81)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                 11/ 404 (  2.7)        8/ 422 (  1.9)      1.44 ( 0.58, 3.53)    1.45 ( 0.58, 3.64)     0.01 ( -0.02,  0.03)     0.4283                           

                                      Europe                       32/1196 (  2.7)       31/1208 (  2.6)      1.04 ( 0.64, 1.70)    1.04 ( 0.63, 1.72)     0.00 ( -0.01,  0.01)     0.8667                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.6298            

                                      <45 mL/min/1.73m^2            5/  92 (  5.4)        4/  95 (  4.2)      1.29 ( 0.36, 4.66)    1.31 ( 0.34, 5.03)     0.01 ( -0.05,  0.07)     0.7445                           

                                      >=45 mL/min/1.73m^2          91/2865 (  3.2)       97/2855 (  3.4)      0.93 ( 0.71, 1.24)    0.93 ( 0.70, 1.25)    -0.00 ( -0.01,  0.01)     0.6389                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3514            

                                      <60 mL/min/1.73m^2           27/ 604 (  4.5)       37/ 658 (  5.6)      0.79 ( 0.49, 1.29)    0.79 ( 0.47, 1.31)    -0.01 ( -0.04,  0.01)     0.3513                           

                                      >=60 mL/min/1.73m^2          69/2353 (  2.9)       64/2292 (  2.8)      1.05 ( 0.75, 1.47)    1.05 ( 0.74, 1.49)     0.00 ( -0.01,  0.01)     0.7747                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          96/2944 (  3.3)      101/2943 (  3.4)      0.95 ( 0.72, 1.25)    0.95 ( 0.71, 1.26)    -0.00 ( -0.01,  0.01)     0.7153                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1189            

                                      <30 mg/g                     13/ 333 (  3.9)       22/ 352 (  6.3)      0.62 ( 0.32, 1.22)    0.61 ( 0.30, 1.23)    -0.02 ( -0.06,  0.01)     0.1637                           

                                      >=30 - <=300 mg/g            66/2016 (  3.3)       58/2011 (  2.9)      1.14 ( 0.80, 1.61)    1.14 ( 0.80, 1.63)     0.00 ( -0.01,  0.02)     0.4742                           

                                      >300 mg/g                    13/ 592 (  2.2)       21/ 574 (  3.7)      0.60 ( 0.30, 1.19)    0.59 ( 0.29, 1.19)    -0.01 ( -0.04,  0.01)     0.1380                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3014            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    33/ 907 (  3.6)       42/ 910 (  4.6)      0.79 ( 0.50, 1.23)    0.78 ( 0.49, 1.24)    -0.01 ( -0.03,  0.01)     0.2953                           

                                      >=130 mmHg                   63/2051 (  3.1)       59/2040 (  2.9)      1.06 ( 0.75, 1.51)    1.06 ( 0.74, 1.53)     0.00 ( -0.01,  0.01)     0.7358                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3661            

                                      no                           77/2604 (  3.0)       85/2578 (  3.3)      0.90 ( 0.66, 1.21)    0.89 ( 0.65, 1.22)    -0.00 ( -0.01,  0.01)     0.4818                           

                                      yes                          19/ 354 (  5.4)       16/ 372 (  4.3)      1.25 ( 0.65, 2.39)    1.26 ( 0.64, 2.49)     0.01 ( -0.02,  0.05)     0.5029                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Musculoskeletal and          Overall                         34/2958 (  1.1)       26/2950 (  0.9)      1.30 ( 0.78, 2.17)    1.31 ( 0.78, 2.18)     0.00 ( -0.00,  0.01)     0.3042                           

 connective tissue disorders, PT:                                                                                                                                                                                    

 Osteoarthritis                                                                                                                                                                                                      

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1765            

                                      <=65 years                   18/1690 (  1.1)        9/1660 (  0.5)      1.96 ( 0.89, 4.36)    1.97 ( 0.88, 4.41)     0.01 ( -0.00,  0.01)     0.0906                           

                                      >65 years                    16/1268 (  1.3)       17/1290 (  1.3)      0.96 ( 0.49, 1.89)    0.96 ( 0.48, 1.90)    -0.00 ( -0.01,  0.01)     0.9002                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8963            

                                      male                         21/2026 (  1.0)       16/1970 (  0.8)      1.28 ( 0.67, 2.44)    1.28 ( 0.67, 2.46)     0.00 ( -0.00,  0.01)     0.4592                           

                                      female                       13/ 932 (  1.4)       10/ 980 (  1.0)      1.37 ( 0.60, 3.10)    1.37 ( 0.60, 3.14)     0.00 ( -0.01,  0.02)     0.4529                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1106            

                                      White                        28/2305 (  1.2)       25/2263 (  1.1)      1.10 ( 0.64, 1.88)    1.10 ( 0.64, 1.89)     0.00 ( -0.01,  0.01)     0.7285                           

                                      Black Or African American     1/ 103 (  1.0)        1/ 116 (  0.9)      1.13 ( 0.07,17.78)    1.13 ( 0.07,18.26)     0.00 ( -0.02,  0.03)     1.0000                           

                                      Asian                         5/ 440 (  1.1)        0/ 458 (  0.0)     11.45 ( 0.63,206.4)   11.58 ( 0.64,210.1)     0.01 (  0.00,  0.02)     0.0279                           

                                      Other                         0/ 110 (  0.0)        0/ 113 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2492            

                                      North America                23/ 997 (  2.3)       14/ 998 (  1.4)      1.64 ( 0.85, 3.18)    1.66 ( 0.85, 3.24)     0.01 ( -0.00,  0.02)     0.1346                           

                                      Latin America                 1/ 361 (  0.3)        1/ 322 (  0.3)      0.89 ( 0.06,14.20)    0.89 ( 0.06,14.31)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  4/ 404 (  1.0)        1/ 422 (  0.2)      4.18 ( 0.47,37.22)    4.21 ( 0.47,37.83)     0.01 ( -0.00,  0.02)     0.2078                           

                                      Europe                        6/1196 (  0.5)       10/1208 (  0.8)      0.61 ( 0.22, 1.66)    0.60 ( 0.22, 1.67)    -0.00 ( -0.01,  0.00)     0.3255                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1982            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        0/  95 (  0.0)      5.16 ( 0.25,106.1)    5.28 ( 0.25,111.4)     0.02 ( -0.01,  0.05)     0.2407                           

                                      >=45 mL/min/1.73m^2          32/2865 (  1.1)       26/2855 (  0.9)      1.23 ( 0.73, 2.05)    1.23 ( 0.73, 2.07)     0.00 ( -0.00,  0.01)     0.4363                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4051            

                                      <60 mL/min/1.73m^2           10/ 604 (  1.7)       11/ 658 (  1.7)      0.99 ( 0.42, 2.32)    0.99 ( 0.42, 2.35)    -0.00 ( -0.02,  0.02)     0.9822                           

                                      >=60 mL/min/1.73m^2          24/2353 (  1.0)       15/2292 (  0.7)      1.56 ( 0.82, 2.96)    1.56 ( 0.82, 2.99)     0.00 ( -0.00,  0.01)     0.1723                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          34/2944 (  1.2)       26/2943 (  0.9)      1.31 ( 0.79, 2.17)    1.31 ( 0.78, 2.19)     0.00 ( -0.00,  0.01)     0.2999                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3204            

                                      <30 mg/g                      5/ 333 (  1.5)        6/ 352 (  1.7)      0.88 ( 0.27, 2.86)    0.88 ( 0.27, 2.91)    -0.00 ( -0.03,  0.02)     0.8328                           

                                      >=30 - <=300 mg/g            25/2016 (  1.2)       15/2011 (  0.7)      1.66 ( 0.88, 3.14)    1.67 ( 0.88, 3.18)     0.00 ( -0.00,  0.01)     0.1139                           

                                      >300 mg/g                     3/ 592 (  0.5)        5/ 574 (  0.9)      0.58 ( 0.14, 2.42)    0.58 ( 0.14, 2.44)    -0.00 ( -0.01,  0.01)     0.5001                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4689            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    10/ 907 (  1.1)       10/ 910 (  1.1)      1.00 ( 0.42, 2.40)    1.00 ( 0.42, 2.42)     0.00 ( -0.01,  0.01)     0.9941                           

                                      >=130 mmHg                   24/2051 (  1.2)       16/2040 (  0.8)      1.49 ( 0.79, 2.80)    1.50 ( 0.79, 2.83)     0.00 ( -0.00,  0.01)     0.2099                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4576            

                                      no                           29/2604 (  1.1)       20/2578 (  0.8)      1.44 ( 0.81, 2.53)    1.44 ( 0.81, 2.55)     0.00 ( -0.00,  0.01)     0.2090                           

                                      yes                           5/ 354 (  1.4)        6/ 372 (  1.6)      0.88 ( 0.27, 2.84)    0.87 ( 0.26, 2.89)    -0.00 ( -0.02,  0.02)     0.8252                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Neoplasms benign, malignant  Overall                        202/2958 (  6.8)      199/2950 (  6.7)      1.01 ( 0.84, 1.22)    1.01 ( 0.83, 1.24)     0.00 ( -0.01,  0.01)     0.8989                           

 and unspecified (incl cysts and                                                                                                                                                                                     

 polyps)                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4508            

                                      <=65 years                   83/1690 (  4.9)       73/1660 (  4.4)      1.12 ( 0.82, 1.52)    1.12 ( 0.81, 1.55)     0.01 ( -0.01,  0.02)     0.4806                           

                                      >65 years                   119/1268 (  9.4)      126/1290 (  9.8)      0.96 ( 0.76, 1.22)    0.96 ( 0.74, 1.25)    -0.00 ( -0.03,  0.02)     0.7424                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2109            

                                      male                        155/2026 (  7.7)      139/1970 (  7.1)      1.08 ( 0.87, 1.35)    1.09 ( 0.86, 1.38)     0.01 ( -0.01,  0.02)     0.4716                           

                                      female                       47/ 932 (  5.0)       60/ 980 (  6.1)      0.82 ( 0.57, 1.19)    0.81 ( 0.55, 1.21)    -0.01 ( -0.03,  0.01)     0.3048                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8168            

                                      White                       183/2305 (  7.9)      176/2263 (  7.8)      1.02 ( 0.84, 1.25)    1.02 ( 0.82, 1.27)     0.00 ( -0.01,  0.02)     0.8388                           

                                      Black Or African American     3/ 103 (  2.9)        6/ 116 (  5.2)      0.56 ( 0.14, 2.19)    0.55 ( 0.13, 2.26)    -0.02 ( -0.07,  0.03)     0.5058                           

                                      Asian                        14/ 440 (  3.2)       14/ 458 (  3.1)      1.04 ( 0.50, 2.16)    1.04 ( 0.49, 2.21)     0.00 ( -0.02,  0.03)     0.9142                           

                                      Other                         2/ 110 (  1.8)        3/ 113 (  2.7)      0.68 ( 0.12, 4.02)    0.68 ( 0.11, 4.14)    -0.01 ( -0.05,  0.03)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5172            

                                      North America                84/ 997 (  8.4)       75/ 998 (  7.5)      1.12 ( 0.83, 1.51)    1.13 ( 0.82, 1.57)     0.01 ( -0.02,  0.03)     0.4530                           

                                      Latin America                13/ 361 (  3.6)        7/ 322 (  2.2)      1.66 ( 0.67, 4.10)    1.68 ( 0.66, 4.27)     0.01 ( -0.01,  0.04)     0.2698                           

                                      Asia/Pacific                 21/ 404 (  5.2)       23/ 422 (  5.5)      0.95 ( 0.54, 1.70)    0.95 ( 0.52, 1.75)    -0.00 ( -0.04,  0.03)     0.8719                           

                                      Europe                       84/1196 (  7.0)       94/1208 (  7.8)      0.90 ( 0.68, 1.20)    0.90 ( 0.66, 1.22)    -0.01 ( -0.03,  0.01)     0.4780                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9772            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        4/  95 (  4.2)      1.03 ( 0.27, 4.01)    1.03 ( 0.25, 4.26)     0.00 ( -0.06,  0.06)     1.0000                           

                                      >=45 mL/min/1.73m^2         198/2865 (  6.9)      195/2855 (  6.8)      1.01 ( 0.84, 1.22)    1.01 ( 0.83, 1.24)     0.00 ( -0.01,  0.01)     0.9038                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2094            

                                      <60 mL/min/1.73m^2           54/ 604 (  8.9)       47/ 658 (  7.1)      1.25 ( 0.86, 1.82)    1.28 ( 0.85, 1.92)     0.02 ( -0.01,  0.05)     0.2399                           

                                      >=60 mL/min/1.73m^2         148/2353 (  6.3)      152/2292 (  6.6)      0.95 ( 0.76, 1.18)    0.94 ( 0.75, 1.19)    -0.00 ( -0.02,  0.01)     0.6355                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         202/2944 (  6.9)      199/2943 (  6.8)      1.01 ( 0.84, 1.23)    1.02 ( 0.83, 1.24)     0.00 ( -0.01,  0.01)     0.8795                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0120            

                                      <30 mg/g                     37/ 333 ( 11.1)       21/ 352 (  6.0)      1.86 ( 1.11, 3.11)    1.97 ( 1.13, 3.44)     0.05 (  0.01,  0.10)     0.0157                           

                                      >=30 - <=300 mg/g           127/2016 (  6.3)      148/2011 (  7.4)      0.86 ( 0.68, 1.08)    0.85 ( 0.66, 1.08)    -0.01 ( -0.03,  0.01)     0.1825                           

                                      >300 mg/g                    38/ 592 (  6.4)       28/ 574 (  4.9)      1.32 ( 0.82, 2.11)    1.34 ( 0.81, 2.21)     0.02 ( -0.01,  0.04)     0.2552                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5993            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    49/ 907 (  5.4)       53/ 910 (  5.8)      0.93 ( 0.64, 1.35)    0.92 ( 0.62, 1.38)    -0.00 ( -0.03,  0.02)     0.6962                           

                                      >=130 mmHg                  153/2051 (  7.5)      146/2040 (  7.2)      1.04 ( 0.84, 1.30)    1.05 ( 0.83, 1.32)     0.00 ( -0.01,  0.02)     0.7098                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8610            

                                      no                          179/2604 (  6.9)      174/2578 (  6.7)      1.02 ( 0.83, 1.25)    1.02 ( 0.82, 1.27)     0.00 ( -0.01,  0.02)     0.8587                           

                                      yes                          23/ 354 (  6.5)       25/ 372 (  6.7)      0.97 ( 0.56, 1.67)    0.96 ( 0.54, 1.73)    -0.00 ( -0.04,  0.04)     0.9038                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders     Overall                        227/2958 (  7.7)      219/2950 (  7.4)      1.03 ( 0.86, 1.24)    1.04 ( 0.85, 1.26)     0.00 ( -0.01,  0.02)     0.7157                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1120            

                                      <=65 years                  110/1690 (  6.5)      120/1660 (  7.2)      0.90 ( 0.70, 1.16)    0.89 ( 0.68, 1.17)    -0.01 ( -0.02,  0.01)     0.4100                           

                                      >65 years                   117/1268 (  9.2)       99/1290 (  7.7)      1.20 ( 0.93, 1.55)    1.22 ( 0.92, 1.62)     0.02 ( -0.01,  0.04)     0.1580                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6462            

                                      male                        160/2026 (  7.9)      155/1970 (  7.9)      1.00 ( 0.81, 1.24)    1.00 ( 0.80, 1.26)     0.00 ( -0.02,  0.02)     0.9726                           

                                      female                       67/ 932 (  7.2)       64/ 980 (  6.5)      1.10 ( 0.79, 1.53)    1.11 ( 0.78, 1.58)     0.01 ( -0.02,  0.03)     0.5691                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0205            

                                      White                       192/2305 (  8.3)      175/2263 (  7.7)      1.08 ( 0.89, 1.31)    1.08 ( 0.88, 1.34)     0.01 ( -0.01,  0.02)     0.4583                           

                                      Black Or African American     8/ 103 (  7.8)       13/ 116 ( 11.2)      0.69 ( 0.30, 1.61)    0.67 ( 0.26, 1.68)    -0.03 ( -0.12,  0.05)     0.3893                           

                                      Asian                        27/ 440 (  6.1)       23/ 458 (  5.0)      1.22 ( 0.71, 2.10)    1.24 ( 0.70, 2.19)     0.01 ( -0.02,  0.04)     0.4668                           

                                      Other                         0/ 110 (  0.0)        8/ 113 (  7.1)      0.06 ( 0.00, 1.03)    0.06 ( 0.00, 0.99)    -0.07 ( -0.12, -0.02)     0.0069                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8807            

                                      North America                90/ 997 (  9.0)       94/ 998 (  9.4)      0.96 ( 0.73, 1.26)    0.95 ( 0.70, 1.29)    -0.00 ( -0.03,  0.02)     0.7624                           

                                      Latin America                10/ 361 (  2.8)        9/ 322 (  2.8)      0.99 ( 0.41, 2.41)    0.99 ( 0.40, 2.47)    -0.00 ( -0.03,  0.03)     0.9842                           

                                      Asia/Pacific                 27/ 404 (  6.7)       26/ 422 (  6.2)      1.08 ( 0.64, 1.83)    1.09 ( 0.63, 1.90)     0.01 ( -0.03,  0.04)     0.7597                           

                                      Europe                      100/1196 (  8.4)       90/1208 (  7.5)      1.12 ( 0.85, 1.48)    1.13 ( 0.84, 1.52)     0.01 ( -0.01,  0.03)     0.4080                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9986            

                                      <45 mL/min/1.73m^2           10/  92 ( 10.9)       10/  95 ( 10.5)      1.03 ( 0.45, 2.36)    1.04 ( 0.41, 2.62)     0.00 ( -0.10,  0.10)     0.9396                           

                                      >=45 mL/min/1.73m^2         217/2865 (  7.6)      209/2855 (  7.3)      1.03 ( 0.86, 1.24)    1.04 ( 0.85, 1.26)     0.00 ( -0.01,  0.02)     0.7148                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.1570            

                                      <60 mL/min/1.73m^2           69/ 604 ( 11.4)       59/ 658 (  9.0)      1.27 ( 0.92, 1.77)    1.31 ( 0.91, 1.89)     0.02 ( -0.01,  0.06)     0.1488                           

                                      >=60 mL/min/1.73m^2         158/2353 (  6.7)      160/2292 (  7.0)      0.96 ( 0.78, 1.19)    0.96 ( 0.76, 1.20)    -0.00 ( -0.02,  0.01)     0.7197                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1544            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2         227/2944 (  7.7)      218/2943 (  7.4)      1.04 ( 0.87, 1.24)    1.04 ( 0.86, 1.27)     0.00 ( -0.01,  0.02)     0.6600                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.7205            

                                      <30 mg/g                     30/ 333 (  9.0)       27/ 352 (  7.7)      1.17 ( 0.71, 1.93)    1.19 ( 0.69, 2.05)     0.01 ( -0.03,  0.06)     0.5264                           

                                      >=30 - <=300 mg/g           138/2016 (  6.8)      141/2011 (  7.0)      0.98 ( 0.78, 1.22)    0.97 ( 0.76, 1.24)    -0.00 ( -0.02,  0.01)     0.8355                           

                                      >300 mg/g                    54/ 592 (  9.1)       47/ 574 (  8.2)      1.11 ( 0.77, 1.62)    1.13 ( 0.75, 1.69)     0.01 ( -0.02,  0.04)     0.5712                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9155            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    67/ 907 (  7.4)       66/ 910 (  7.3)      1.02 ( 0.73, 1.41)    1.02 ( 0.72, 1.45)     0.00 ( -0.02,  0.03)     0.9126                           

                                      >=130 mmHg                  160/2051 (  7.8)      153/2040 (  7.5)      1.04 ( 0.84, 1.29)    1.04 ( 0.83, 1.31)     0.00 ( -0.01,  0.02)     0.7172                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0927            

                                      no                          184/2604 (  7.1)      188/2578 (  7.3)      0.97 ( 0.80, 1.18)    0.97 ( 0.78, 1.19)    -0.00 ( -0.02,  0.01)     0.7522                           

                                      yes                          43/ 354 ( 12.1)       31/ 372 (  8.3)      1.46 ( 0.94, 2.26)    1.52 ( 0.93, 2.47)     0.04 ( -0.01,  0.09)     0.0898                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         50/2958 (  1.7)       44/2950 (  1.5)      1.13 ( 0.76, 1.69)    1.14 ( 0.75, 1.71)     0.00 ( -0.00,  0.01)     0.5415                           

 PT: Cerebrovascular accident                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1123            

                                      <=65 years                   23/1690 (  1.4)       27/1660 (  1.6)      0.84 ( 0.48, 1.45)    0.83 ( 0.48, 1.46)    -0.00 ( -0.01,  0.01)     0.5263                           

                                      >65 years                    27/1268 (  2.1)       17/1290 (  1.3)      1.62 ( 0.89, 2.95)    1.63 ( 0.88, 3.00)     0.01 ( -0.00,  0.02)     0.1146                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9607            

                                      male                         38/2026 (  1.9)       33/1970 (  1.7)      1.12 ( 0.71, 1.78)    1.12 ( 0.70, 1.80)     0.00 ( -0.01,  0.01)     0.6315                           

                                      female                       12/ 932 (  1.3)       11/ 980 (  1.1)      1.15 ( 0.51, 2.59)    1.15 ( 0.50, 2.62)     0.00 ( -0.01,  0.01)     0.7407                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5108            

                                      White                        40/2305 (  1.7)       34/2263 (  1.5)      1.16 ( 0.73, 1.82)    1.16 ( 0.73, 1.84)     0.00 ( -0.01,  0.01)     0.5330                           

                                      Black Or African American     4/ 103 (  3.9)        6/ 116 (  5.2)      0.75 ( 0.22, 2.59)    0.74 ( 0.20, 2.70)    -0.01 ( -0.07,  0.04)     0.7527                           

                                      Asian                         6/ 440 (  1.4)        3/ 458 (  0.7)      2.08 ( 0.52, 8.27)    2.10 ( 0.52, 8.44)     0.01 ( -0.01,  0.02)     0.3324                           

                                      Other                         0/ 110 (  0.0)        1/ 113 (  0.9)      0.34 ( 0.01, 8.31)    0.34 ( 0.01, 8.42)    -0.01 ( -0.03,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4836            

                                      North America                20/ 997 (  2.0)       24/ 998 (  2.4)      0.83 ( 0.46, 1.50)    0.83 ( 0.46, 1.51)    -0.00 ( -0.02,  0.01)     0.5443                           

                                      Latin America                 2/ 361 (  0.6)        2/ 322 (  0.6)      0.89 ( 0.13, 6.30)    0.89 ( 0.12, 6.36)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  4/ 404 (  1.0)        2/ 422 (  0.5)      2.09 ( 0.38,11.34)    2.10 ( 0.38,11.53)     0.01 ( -0.01,  0.02)     0.4420                           

                                      Europe                       24/1196 (  2.0)       16/1208 (  1.3)      1.52 ( 0.81, 2.84)    1.53 ( 0.81, 2.89)     0.01 ( -0.00,  0.02)     0.1912                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3483            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        1/  95 (  1.1)      3.10 ( 0.33,29.24)    3.17 ( 0.32,31.03)     0.02 ( -0.02,  0.06)     0.3630                           

                                      >=45 mL/min/1.73m^2          47/2865 (  1.6)       43/2855 (  1.5)      1.09 ( 0.72, 1.64)    1.09 ( 0.72, 1.65)     0.00 ( -0.01,  0.01)     0.6831                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2751            

                                      <60 mL/min/1.73m^2           14/ 604 (  2.3)        9/ 658 (  1.4)      1.69 ( 0.74, 3.89)    1.71 ( 0.74, 3.98)     0.01 ( -0.01,  0.03)     0.2077                           

                                      >=60 mL/min/1.73m^2          36/2353 (  1.5)       35/2292 (  1.5)      1.00 ( 0.63, 1.59)    1.00 ( 0.63, 1.60)     0.00 ( -0.01,  0.01)     0.9935                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          50/2944 (  1.7)       44/2943 (  1.5)      1.14 ( 0.76, 1.70)    1.14 ( 0.76, 1.71)     0.00 ( -0.00,  0.01)     0.5338                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1997            

                                      <30 mg/g                      7/ 333 (  2.1)        3/ 352 (  0.9)      2.47 ( 0.64, 9.46)    2.50 ( 0.64, 9.74)     0.01 ( -0.01,  0.03)     0.2120                           

                                      >=30 - <=300 mg/g            25/2016 (  1.2)       30/2011 (  1.5)      0.83 ( 0.49, 1.41)    0.83 ( 0.49, 1.41)    -0.00 ( -0.01,  0.01)     0.4914                           

                                      >300 mg/g                    17/ 592 (  2.9)       11/ 574 (  1.9)      1.50 ( 0.71, 3.17)    1.51 ( 0.70, 3.26)     0.01 ( -0.01,  0.03)     0.2870                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8631            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    15/ 907 (  1.7)       14/ 910 (  1.5)      1.07 ( 0.52, 2.21)    1.08 ( 0.52, 2.24)     0.00 ( -0.01,  0.01)     0.8445                           

                                      >=130 mmHg                   35/2051 (  1.7)       30/2040 (  1.5)      1.16 ( 0.72, 1.88)    1.16 ( 0.71, 1.90)     0.00 ( -0.01,  0.01)     0.5464                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3481            

                                      no                           40/2604 (  1.5)       38/2578 (  1.5)      1.04 ( 0.67, 1.62)    1.04 ( 0.67, 1.63)     0.00 ( -0.01,  0.01)     0.8544                           

                                      yes                          10/ 354 (  2.8)        6/ 372 (  1.6)      1.75 ( 0.64, 4.77)    1.77 ( 0.64, 4.93)     0.01 ( -0.01,  0.04)     0.2665                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         41/2958 (  1.4)       37/2950 (  1.3)      1.11 ( 0.71, 1.72)    1.11 ( 0.71, 1.73)     0.00 ( -0.00,  0.01)     0.6571                           

 PT: Ischaemic stroke                                                                                                                                                                                                

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8991            

                                      <=65 years                   22/1690 (  1.3)       19/1660 (  1.1)      1.14 ( 0.62, 2.09)    1.14 ( 0.61, 2.11)     0.00 ( -0.01,  0.01)     0.6791                           

                                      >65 years                    19/1268 (  1.5)       18/1290 (  1.4)      1.07 ( 0.57, 2.04)    1.07 ( 0.56, 2.06)     0.00 ( -0.01,  0.01)     0.8272                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8738            

                                      male                         28/2026 (  1.4)       24/1970 (  1.2)      1.13 ( 0.66, 1.95)    1.14 ( 0.66, 1.97)     0.00 ( -0.01,  0.01)     0.6479                           

                                      female                       13/ 932 (  1.4)       13/ 980 (  1.3)      1.05 ( 0.49, 2.26)    1.05 ( 0.49, 2.28)     0.00 ( -0.01,  0.01)     0.8974                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5682            

                                      White                        38/2305 (  1.6)       34/2263 (  1.5)      1.10 ( 0.69, 1.74)    1.10 ( 0.69, 1.75)     0.00 ( -0.01,  0.01)     0.6917                           

                                      Black Or African American     0/ 103 (  0.0)        1/ 116 (  0.9)      0.38 ( 0.02, 9.11)    0.37 ( 0.01, 9.23)    -0.01 ( -0.03,  0.01)     1.0000                           

                                      Asian                         3/ 440 (  0.7)        2/ 458 (  0.4)      1.56 ( 0.26, 9.30)    1.57 ( 0.26, 9.41)     0.00 ( -0.01,  0.01)     0.6808                           

                                      Other                         0/ 110 (  0.0)        0/ 113 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7482            

                                      North America                 7/ 997 (  0.7)       10/ 998 (  1.0)      0.70 ( 0.27, 1.83)    0.70 ( 0.26, 1.84)    -0.00 ( -0.01,  0.01)     0.4663                           

                                      Latin America                 3/ 361 (  0.8)        2/ 322 (  0.6)      1.34 ( 0.22, 7.96)    1.34 ( 0.22, 8.08)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  3/ 404 (  0.7)        2/ 422 (  0.5)      1.57 ( 0.26, 9.33)    1.57 ( 0.26, 9.45)     0.00 ( -0.01,  0.01)     0.6802                           

                                      Europe                       28/1196 (  2.3)       23/1208 (  1.9)      1.23 ( 0.71, 2.12)    1.24 ( 0.71, 2.16)     0.00 ( -0.01,  0.02)     0.4571                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2963            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        1/  95 (  1.1)      0.34 ( 0.01, 8.34)    0.34 ( 0.01, 8.47)    -0.01 ( -0.03,  0.01)     1.0000                           

                                      >=45 mL/min/1.73m^2          41/2865 (  1.4)       36/2855 (  1.3)      1.13 ( 0.73, 1.77)    1.14 ( 0.72, 1.78)     0.00 ( -0.00,  0.01)     0.5767                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2458            

                                      <60 mL/min/1.73m^2            6/ 604 (  1.0)       10/ 658 (  1.5)      0.65 ( 0.24, 1.79)    0.65 ( 0.23, 1.80)    -0.01 ( -0.02,  0.01)     0.4040                           

                                      >=60 mL/min/1.73m^2          35/2353 (  1.5)       27/2292 (  1.2)      1.26 ( 0.77, 2.08)    1.27 ( 0.76, 2.10)     0.00 ( -0.00,  0.01)     0.3582                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1415            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          41/2944 (  1.4)       36/2943 (  1.2)      1.14 ( 0.73, 1.78)    1.14 ( 0.73, 1.79)     0.00 ( -0.00,  0.01)     0.5673                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5092            

                                      <30 mg/g                      2/ 333 (  0.6)        4/ 352 (  1.1)      0.53 ( 0.10, 2.87)    0.53 ( 0.10, 2.89)    -0.01 ( -0.02,  0.01)     0.6869                           

                                      >=30 - <=300 mg/g            30/2016 (  1.5)       22/2011 (  1.1)      1.36 ( 0.79, 2.35)    1.37 ( 0.79, 2.38)     0.00 ( -0.00,  0.01)     0.2681                           

                                      >300 mg/g                     9/ 592 (  1.5)        9/ 574 (  1.6)      0.97 ( 0.39, 2.43)    0.97 ( 0.38, 2.46)    -0.00 ( -0.02,  0.02)     0.9474                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2682            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     5/ 907 (  0.6)        8/ 910 (  0.9)      0.63 ( 0.21, 1.91)    0.63 ( 0.20, 1.92)    -0.00 ( -0.01,  0.01)     0.4072                           

                                      >=130 mmHg                   36/2051 (  1.8)       29/2040 (  1.4)      1.23 ( 0.76, 2.01)    1.24 ( 0.76, 2.03)     0.00 ( -0.00,  0.01)     0.3935                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3123            

                                      no                           31/2604 (  1.2)       31/2578 (  1.2)      0.99 ( 0.60, 1.62)    0.99 ( 0.60, 1.63)    -0.00 ( -0.01,  0.01)     0.9683                           

                                      yes                          10/ 354 (  2.8)        6/ 372 (  1.6)      1.75 ( 0.64, 4.77)    1.77 ( 0.64, 4.93)     0.01 ( -0.01,  0.04)     0.2665                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         35/2958 (  1.2)       17/2950 (  0.6)      2.05 ( 1.15, 3.66)    2.07 ( 1.15, 3.70)     0.01 (  0.00,  0.01)     0.0125                           

 PT: Transient ischaemic attack                                                                                                                                                                                      

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3986            

                                      <=65 years                   17/1690 (  1.0)        6/1660 (  0.4)      2.78 ( 1.10, 7.04)    2.80 ( 1.10, 7.12)     0.01 (  0.00,  0.01)     0.0239                           

                                      >65 years                    18/1268 (  1.4)       11/1290 (  0.9)      1.66 ( 0.79, 3.51)    1.67 ( 0.79, 3.56)     0.01 ( -0.00,  0.02)     0.1758                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7874            

                                      male                         24/2026 (  1.2)       12/1970 (  0.6)      1.94 ( 0.98, 3.88)    1.96 ( 0.98, 3.92)     0.01 ( -0.00,  0.01)     0.0543                           

                                      female                       11/ 932 (  1.2)        5/ 980 (  0.5)      2.31 ( 0.81, 6.63)    2.33 ( 0.81, 6.73)     0.01 ( -0.00,  0.02)     0.1080                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0733            

                                      White                        34/2305 (  1.5)       13/2263 (  0.6)      2.57 ( 1.36, 4.85)    2.59 ( 1.36, 4.92)     0.01 (  0.00,  0.02)     0.0026                           

                                      Black Or African American     1/ 103 (  1.0)        3/ 116 (  2.6)      0.38 ( 0.04, 3.55)    0.37 ( 0.04, 3.61)    -0.02 ( -0.05,  0.02)     0.6242                           

                                      Asian                         0/ 440 (  0.0)        1/ 458 (  0.2)      0.35 ( 0.01, 8.49)    0.35 ( 0.01, 8.52)    -0.00 ( -0.01,  0.00)     1.0000                           

                                      Other                         0/ 110 (  0.0)        0/ 113 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5137            

                                      North America                16/ 997 (  1.6)       11/ 998 (  1.1)      1.46 ( 0.68, 3.12)    1.46 ( 0.68, 3.17)     0.01 ( -0.01,  0.02)     0.3314                           

                                      Latin America                 3/ 361 (  0.8)        1/ 322 (  0.3)      2.68 ( 0.28,25.60)    2.69 ( 0.28,25.99)     0.01 ( -0.01,  0.02)     0.6264                           

                                      Asia/Pacific                  1/ 404 (  0.2)        1/ 422 (  0.2)      1.04 ( 0.07,16.64)    1.04 ( 0.07,16.76)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       15/1196 (  1.3)        4/1208 (  0.3)      3.79 ( 1.26,11.38)    3.82 ( 1.27,11.55)     0.01 (  0.00,  0.02)     0.0106                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4733            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        0/  95 (  0.0)      3.10 ( 0.13,75.06)    3.13 ( 0.13,77.85)     0.01 ( -0.01,  0.03)     0.4920                           

                                      >=45 mL/min/1.73m^2          34/2865 (  1.2)       17/2855 (  0.6)      1.99 ( 1.12, 3.56)    2.00 ( 1.12, 3.60)     0.01 (  0.00,  0.01)     0.0174                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.1761            

                                      <60 mL/min/1.73m^2            9/ 604 (  1.5)        8/ 658 (  1.2)      1.23 ( 0.48, 3.16)    1.23 ( 0.47, 3.21)     0.00 ( -0.01,  0.02)     0.6730                           

                                      >=60 mL/min/1.73m^2          26/2353 (  1.1)        9/2292 (  0.4)      2.81 ( 1.32, 5.99)    2.83 ( 1.33, 6.06)     0.01 (  0.00,  0.01)     0.0050                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          35/2944 (  1.2)       17/2943 (  0.6)      2.06 ( 1.16, 3.67)    2.07 ( 1.16, 3.70)     0.01 (  0.00,  0.01)     0.0122                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4534            

                                      <30 mg/g                      5/ 333 (  1.5)        4/ 352 (  1.1)      1.32 ( 0.36, 4.88)    1.33 ( 0.35, 4.98)     0.00 ( -0.01,  0.02)     0.7463                           

                                      >=30 - <=300 mg/g            24/2016 (  1.2)        8/2011 (  0.4)      2.99 ( 1.35, 6.65)    3.02 ( 1.35, 6.73)     0.01 (  0.00,  0.01)     0.0046                           

                                      >300 mg/g                     6/ 592 (  1.0)        4/ 574 (  0.7)      1.45 ( 0.41, 5.13)    1.46 ( 0.41, 5.20)     0.00 ( -0.01,  0.01)     0.7531                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9447            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    16/ 907 (  1.8)        8/ 910 (  0.9)      2.01 ( 0.86, 4.67)    2.02 ( 0.86, 4.75)     0.01 ( -0.00,  0.02)     0.0986                           

                                      >=130 mmHg                   19/2051 (  0.9)        9/2040 (  0.4)      2.10 ( 0.95, 4.63)    2.11 ( 0.95, 4.67)     0.00 ( -0.00,  0.01)     0.0599                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0612            

                                      no                           29/2604 (  1.1)       17/2578 (  0.7)      1.69 ( 0.93, 3.07)    1.70 ( 0.93, 3.10)     0.00 ( -0.00,  0.01)     0.0814                           

                                      yes                           6/ 354 (  1.7)        0/ 372 (  0.0)     13.66 ( 0.77,241.6)   13.90 ( 0.78,247.6)     0.02 (  0.00,  0.03)     0.0131                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary disorders  Overall                        107/2958 (  3.6)      147/2950 (  5.0)      0.73 ( 0.57, 0.93)    0.72 ( 0.55, 0.92)    -0.01 ( -0.02, -0.00)     0.0097                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9154            

                                      <=65 years                   54/1690 (  3.2)       74/1660 (  4.5)      0.72 ( 0.51, 1.01)    0.71 ( 0.49, 1.01)    -0.01 ( -0.03,  0.00)     0.0567                           

                                      >65 years                    53/1268 (  4.2)       73/1290 (  5.7)      0.74 ( 0.52, 1.04)    0.73 ( 0.51, 1.04)    -0.01 ( -0.03,  0.00)     0.0840                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6822            

                                      male                         75/2026 (  3.7)      104/1970 (  5.3)      0.70 ( 0.52, 0.94)    0.69 ( 0.51, 0.93)    -0.02 ( -0.03, -0.00)     0.0160                           

                                      female                       32/ 932 (  3.4)       43/ 980 (  4.4)      0.78 ( 0.50, 1.23)    0.77 ( 0.49, 1.24)    -0.01 ( -0.03,  0.01)     0.2828                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1467            

                                      White                        91/2305 (  3.9)      116/2263 (  5.1)      0.77 ( 0.59, 1.01)    0.76 ( 0.57, 1.01)    -0.01 ( -0.02,  0.00)     0.0557                           

                                      Black Or African American     5/ 103 (  4.9)        9/ 116 (  7.8)      0.63 ( 0.22, 1.81)    0.61 ( 0.20, 1.87)    -0.03 ( -0.10,  0.05)     0.3816                           

                                      Asian                        11/ 440 (  2.5)       15/ 458 (  3.3)      0.76 ( 0.35, 1.64)    0.76 ( 0.34, 1.67)    -0.01 ( -0.03,  0.02)     0.4889                           

                                      Other                         0/ 110 (  0.0)        7/ 113 (  6.2)      0.07 ( 0.00, 1.18)    0.06 ( 0.00, 1.14)    -0.06 ( -0.11, -0.02)     0.0142                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4081            

                                      North America                59/ 997 (  5.9)       71/ 998 (  7.1)      0.83 ( 0.60, 1.16)    0.82 ( 0.57, 1.17)    -0.01 ( -0.03,  0.01)     0.2791                           

                                      Latin America                 2/ 361 (  0.6)        4/ 322 (  1.2)      0.45 ( 0.08, 2.42)    0.44 ( 0.08, 2.43)    -0.01 ( -0.02,  0.01)     0.4284                           

                                      Asia/Pacific                 17/ 404 (  4.2)       19/ 422 (  4.5)      0.93 ( 0.49, 1.77)    0.93 ( 0.48, 1.82)    -0.00 ( -0.03,  0.03)     0.8360                           

                                      Europe                       29/1196 (  2.4)       53/1208 (  4.4)      0.55 ( 0.35, 0.86)    0.54 ( 0.34, 0.86)    -0.02 ( -0.04, -0.00)     0.0080                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1917            

                                      <45 mL/min/1.73m^2            5/  92 (  5.4)       13/  95 ( 13.7)      0.40 ( 0.15, 1.07)    0.36 ( 0.12, 1.06)    -0.08 ( -0.18,  0.01)     0.0565                           

                                      >=45 mL/min/1.73m^2         102/2865 (  3.6)      134/2855 (  4.7)      0.76 ( 0.59, 0.98)    0.75 ( 0.58, 0.98)    -0.01 ( -0.02, -0.00)     0.0312                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2013            

                                      <60 mL/min/1.73m^2           39/ 604 (  6.5)       46/ 658 (  7.0)      0.92 ( 0.61, 1.39)    0.92 ( 0.59, 1.43)    -0.01 ( -0.03,  0.02)     0.7055                           

                                      >=60 mL/min/1.73m^2          68/2353 (  2.9)      101/2292 (  4.4)      0.66 ( 0.48, 0.89)    0.65 ( 0.47, 0.88)    -0.02 ( -0.03, -0.00)     0.0058                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         107/2944 (  3.6)      147/2943 (  5.0)      0.73 ( 0.57, 0.93)    0.72 ( 0.56, 0.93)    -0.01 ( -0.02, -0.00)     0.0102                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4897            

                                      <30 mg/g                     17/ 333 (  5.1)       18/ 352 (  5.1)      1.00 ( 0.52, 1.90)    1.00 ( 0.51, 1.97)    -0.00 ( -0.04,  0.04)     0.9960                           

                                      >=30 - <=300 mg/g            57/2016 (  2.8)       81/2011 (  4.0)      0.70 ( 0.50, 0.98)    0.69 ( 0.49, 0.98)    -0.01 ( -0.02, -0.00)     0.0363                           

                                      >300 mg/g                    31/ 592 (  5.2)       48/ 574 (  8.4)      0.63 ( 0.40, 0.97)    0.61 ( 0.38, 0.97)    -0.03 ( -0.06, -0.00)     0.0338                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3849            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    38/ 907 (  4.2)       45/ 910 (  4.9)      0.85 ( 0.56, 1.29)    0.84 ( 0.54, 1.31)    -0.01 ( -0.03,  0.01)     0.4408                           

                                      >=130 mmHg                   69/2051 (  3.4)      102/2040 (  5.0)      0.67 ( 0.50, 0.91)    0.66 ( 0.48, 0.90)    -0.02 ( -0.03, -0.00)     0.0090                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8494            

                                      no                           82/2604 (  3.1)      110/2578 (  4.3)      0.74 ( 0.56, 0.98)    0.73 ( 0.55, 0.98)    -0.01 ( -0.02, -0.00)     0.0332                           

                                      yes                          25/ 354 (  7.1)       37/ 372 (  9.9)      0.71 ( 0.44, 1.15)    0.69 ( 0.41, 1.17)    -0.03 ( -0.07,  0.01)     0.1649                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         61/2958 (  2.1)       74/2950 (  2.5)      0.82 ( 0.59, 1.15)    0.82 ( 0.58, 1.15)    -0.00 ( -0.01,  0.00)     0.2511                           

 disorders, PT: Acute kidney                                                                                                                                                                                         

 injury                                                                                                                                                                                                              

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5859            

                                      <=65 years                   29/1690 (  1.7)       38/1660 (  2.3)      0.75 ( 0.46, 1.21)    0.75 ( 0.46, 1.21)    -0.01 ( -0.02,  0.00)     0.2362                           

                                      >65 years                    32/1268 (  2.5)       36/1290 (  2.8)      0.90 ( 0.57, 1.45)    0.90 ( 0.56, 1.46)    -0.00 ( -0.02,  0.01)     0.6747                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5716            

                                      male                         42/2026 (  2.1)       53/1970 (  2.7)      0.77 ( 0.52, 1.15)    0.77 ( 0.51, 1.15)    -0.01 ( -0.02,  0.00)     0.2004                           

                                      female                       19/ 932 (  2.0)       21/ 980 (  2.1)      0.95 ( 0.51, 1.76)    0.95 ( 0.51, 1.78)    -0.00 ( -0.02,  0.01)     0.8736                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2234            

                                      White                        53/2305 (  2.3)       60/2263 (  2.7)      0.87 ( 0.60, 1.25)    0.86 ( 0.59, 1.26)    -0.00 ( -0.01,  0.01)     0.4438                           

                                      Black Or African American     4/ 103 (  3.9)        4/ 116 (  3.4)      1.13 ( 0.29, 4.39)    1.13 ( 0.28, 4.64)     0.00 ( -0.05,  0.05)     1.0000                           

                                      Asian                         4/ 440 (  0.9)        5/ 458 (  1.1)      0.83 ( 0.23, 3.08)    0.83 ( 0.22, 3.12)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         0/ 110 (  0.0)        5/ 113 (  4.4)      0.09 ( 0.01, 1.67)    0.09 ( 0.00, 1.63)    -0.04 ( -0.08, -0.01)     0.0598                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9403            

                                      North America                35/ 997 (  3.5)       43/ 998 (  4.3)      0.81 ( 0.53, 1.26)    0.81 ( 0.51, 1.27)    -0.01 ( -0.03,  0.01)     0.3579                           

                                      Latin America                 2/ 361 (  0.6)        3/ 322 (  0.9)      0.59 ( 0.10, 3.54)    0.59 ( 0.10, 3.57)    -0.00 ( -0.02,  0.01)     0.6707                           

                                      Asia/Pacific                  9/ 404 (  2.2)        9/ 422 (  2.1)      1.04 ( 0.42, 2.60)    1.05 ( 0.41, 2.66)     0.00 ( -0.02,  0.02)     0.9256                           

                                      Europe                       15/1196 (  1.3)       19/1208 (  1.6)      0.80 ( 0.41, 1.56)    0.79 ( 0.40, 1.57)    -0.00 ( -0.01,  0.01)     0.5083                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4757            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        6/  95 (  6.3)      0.52 ( 0.13, 2.00)    0.50 ( 0.12, 2.06)    -0.03 ( -0.09,  0.03)     0.4975                           

                                      >=45 mL/min/1.73m^2          58/2865 (  2.0)       68/2855 (  2.4)      0.85 ( 0.60, 1.20)    0.85 ( 0.59, 1.21)    -0.00 ( -0.01,  0.00)     0.3573                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4314            

                                      <60 mL/min/1.73m^2           23/ 604 (  3.8)       25/ 658 (  3.8)      1.00 ( 0.58, 1.75)    1.00 ( 0.56, 1.79)     0.00 ( -0.02,  0.02)     0.9937                           

                                      >=60 mL/min/1.73m^2          38/2353 (  1.6)       49/2292 (  2.1)      0.76 ( 0.50, 1.15)    0.75 ( 0.49, 1.15)    -0.01 ( -0.01,  0.00)     0.1888                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          61/2944 (  2.1)       74/2943 (  2.5)      0.82 ( 0.59, 1.15)    0.82 ( 0.58, 1.16)    -0.00 ( -0.01,  0.00)     0.2569                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.9450            

                                      <30 mg/g                      8/ 333 (  2.4)       11/ 352 (  3.1)      0.77 ( 0.31, 1.89)    0.76 ( 0.30, 1.92)    -0.01 ( -0.04,  0.02)     0.5652                           

                                      >=30 - <=300 mg/g            32/2016 (  1.6)       41/2011 (  2.0)      0.78 ( 0.49, 1.23)    0.77 ( 0.49, 1.24)    -0.00 ( -0.01,  0.00)     0.2830                           

                                      >300 mg/g                    20/ 592 (  3.4)       22/ 574 (  3.8)      0.88 ( 0.49, 1.60)    0.88 ( 0.47, 1.63)    -0.00 ( -0.03,  0.02)     0.6773                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7211            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    22/ 907 (  2.4)       29/ 910 (  3.2)      0.76 ( 0.44, 1.31)    0.76 ( 0.43, 1.32)    -0.01 ( -0.02,  0.01)     0.3261                           

                                      >=130 mmHg                   39/2051 (  1.9)       45/2040 (  2.2)      0.86 ( 0.56, 1.32)    0.86 ( 0.56, 1.33)    -0.00 ( -0.01,  0.01)     0.4925                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9730            

                                      no                           45/2604 (  1.7)       54/2578 (  2.1)      0.83 ( 0.56, 1.22)    0.82 ( 0.55, 1.23)    -0.00 ( -0.01,  0.00)     0.3352                           

                                      yes                          16/ 354 (  4.5)       20/ 372 (  5.4)      0.84 ( 0.44, 1.60)    0.83 ( 0.42, 1.63)    -0.01 ( -0.04,  0.03)     0.5954                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Reproductive system and      Overall                         30/2958 (  1.0)       26/2950 (  0.9)      1.15 ( 0.68, 1.94)    1.15 ( 0.68, 1.95)     0.00 ( -0.00,  0.01)     0.5983                           

 breast disorders                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2280            

                                      <=65 years                   20/1690 (  1.2)       13/1660 (  0.8)      1.51 ( 0.75, 3.03)    1.52 ( 0.75, 3.06)     0.00 ( -0.00,  0.01)     0.2409                           

                                      >65 years                    10/1268 (  0.8)       13/1290 (  1.0)      0.78 ( 0.34, 1.78)    0.78 ( 0.34, 1.79)    -0.00 ( -0.01,  0.01)     0.5573                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8128            

                                      male                         25/2026 (  1.2)       22/1970 (  1.1)      1.10 ( 0.63, 1.95)    1.11 ( 0.62, 1.97)     0.00 ( -0.01,  0.01)     0.7312                           

                                      female                        5/ 932 (  0.5)        4/ 980 (  0.4)      1.31 ( 0.35, 4.88)    1.32 ( 0.35, 4.92)     0.00 ( -0.00,  0.01)     0.7478                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4576            

                                      White                        26/2305 (  1.1)       19/2263 (  0.8)      1.34 ( 0.75, 2.42)    1.35 ( 0.74, 2.44)     0.00 ( -0.00,  0.01)     0.3238                           

                                      Black Or African American     0/ 103 (  0.0)        2/ 116 (  1.7)      0.23 ( 0.01, 4.63)    0.22 ( 0.01, 4.66)    -0.02 ( -0.04,  0.01)     0.4995                           

                                      Asian                         3/ 440 (  0.7)        4/ 458 (  0.9)      0.78 ( 0.18, 3.47)    0.78 ( 0.17, 3.50)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4590            

                                      North America                 9/ 997 (  0.9)       11/ 998 (  1.1)      0.82 ( 0.34, 1.97)    0.82 ( 0.34, 1.98)    -0.00 ( -0.01,  0.01)     0.6548                           

                                      Latin America                 1/ 361 (  0.3)        2/ 322 (  0.6)      0.45 ( 0.04, 4.90)    0.44 ( 0.04, 4.92)    -0.00 ( -0.01,  0.01)     0.6042                           

                                      Asia/Pacific                  5/ 404 (  1.2)        5/ 422 (  1.2)      1.04 ( 0.30, 3.58)    1.05 ( 0.30, 3.64)     0.00 ( -0.01,  0.02)     1.0000                           

                                      Europe                       15/1196 (  1.3)        8/1208 (  0.7)      1.89 ( 0.81, 4.45)    1.91 ( 0.80, 4.51)     0.01 ( -0.00,  0.02)     0.1361                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1200            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        4/  95 (  4.2)      0.26 ( 0.03, 2.27)    0.25 ( 0.03, 2.28)    -0.03 ( -0.08,  0.01)     0.3686                           

                                      >=45 mL/min/1.73m^2          29/2865 (  1.0)       22/2855 (  0.8)      1.31 ( 0.76, 2.28)    1.32 ( 0.75, 2.30)     0.00 ( -0.00,  0.01)     0.3311                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0041            

                                      <60 mL/min/1.73m^2            3/ 604 (  0.5)       12/ 658 (  1.8)      0.27 ( 0.08, 0.96)    0.27 ( 0.08, 0.96)    -0.01 ( -0.03,  0.00)     0.0298                           

                                      >=60 mL/min/1.73m^2          27/2353 (  1.1)       14/2292 (  0.6)      1.88 ( 0.99, 3.57)    1.89 ( 0.99, 3.61)     0.01 ( -0.00,  0.01)     0.0506                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1338            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          30/2944 (  1.0)       25/2943 (  0.8)      1.20 ( 0.71, 2.03)    1.20 ( 0.71, 2.05)     0.00 ( -0.00,  0.01)     0.4990                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0603            

                                      <30 mg/g                      1/ 333 (  0.3)        4/ 352 (  1.1)      0.26 ( 0.03, 2.35)    0.26 ( 0.03, 2.36)    -0.01 ( -0.02,  0.00)     0.3741                           

                                      >=30 - <=300 mg/g            24/2016 (  1.2)       14/2011 (  0.7)      1.71 ( 0.89, 3.30)    1.72 ( 0.89, 3.33)     0.00 ( -0.00,  0.01)     0.1048                           

                                      >300 mg/g                     4/ 592 (  0.7)        8/ 574 (  1.4)      0.48 ( 0.15, 1.60)    0.48 ( 0.14, 1.61)    -0.01 ( -0.02,  0.01)     0.2247                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5266            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     8/ 907 (  0.9)        9/ 910 (  1.0)      0.89 ( 0.35, 2.30)    0.89 ( 0.34, 2.32)    -0.00 ( -0.01,  0.01)     0.8128                           

                                      >=130 mmHg                   22/2051 (  1.1)       17/2040 (  0.8)      1.29 ( 0.69, 2.42)    1.29 ( 0.68, 2.44)     0.00 ( -0.00,  0.01)     0.4310                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8878            

                                      no                           26/2604 (  1.0)       22/2578 (  0.9)      1.17 ( 0.66, 2.06)    1.17 ( 0.66, 2.07)     0.00 ( -0.00,  0.01)     0.5857                           

                                      yes                           4/ 354 (  1.1)        4/ 372 (  1.1)      1.05 ( 0.26, 4.17)    1.05 ( 0.26, 4.24)     0.00 ( -0.01,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                        106/2958 (  3.6)      129/2950 (  4.4)      0.82 ( 0.64, 1.05)    0.81 ( 0.63, 1.06)    -0.01 ( -0.02,  0.00)     0.1206                           

 mediastinal disorders                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7858            

                                      <=65 years                   52/1690 (  3.1)       60/1660 (  3.6)      0.85 ( 0.59, 1.23)    0.85 ( 0.58, 1.24)    -0.01 ( -0.02,  0.01)     0.3869                           

                                      >65 years                    54/1268 (  4.3)       69/1290 (  5.3)      0.80 ( 0.56, 1.13)    0.79 ( 0.55, 1.13)    -0.01 ( -0.03,  0.01)     0.1976                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2647            

                                      male                         74/2026 (  3.7)       79/1970 (  4.0)      0.91 ( 0.67, 1.24)    0.91 ( 0.66, 1.25)    -0.00 ( -0.02,  0.01)     0.5559                           

                                      female                       32/ 932 (  3.4)       50/ 980 (  5.1)      0.67 ( 0.44, 1.04)    0.66 ( 0.42, 1.04)    -0.02 ( -0.04,  0.00)     0.0719                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0694            

                                      White                        94/2305 (  4.1)      101/2263 (  4.5)      0.91 ( 0.69, 1.20)    0.91 ( 0.68, 1.21)    -0.00 ( -0.02,  0.01)     0.5199                           

                                      Black Or African American     2/ 103 (  1.9)       13/ 116 ( 11.2)      0.17 ( 0.04, 0.75)    0.16 ( 0.03, 0.71)    -0.09 ( -0.17, -0.02)     0.0069                           

                                      Asian                         5/ 440 (  1.1)        5/ 458 (  1.1)      1.04 ( 0.30, 3.57)    1.04 ( 0.30, 3.62)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         5/ 110 (  4.5)       10/ 113 (  8.8)      0.51 ( 0.18, 1.45)    0.49 ( 0.16, 1.48)    -0.04 ( -0.12,  0.03)     0.2005                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2708            

                                      North America                51/ 997 (  5.1)       78/ 998 (  7.8)      0.65 ( 0.46, 0.92)    0.64 ( 0.44, 0.92)    -0.03 ( -0.05, -0.00)     0.0142                           

                                      Latin America                10/ 361 (  2.8)        9/ 322 (  2.8)      0.99 ( 0.41, 2.41)    0.99 ( 0.40, 2.47)    -0.00 ( -0.03,  0.03)     0.9842                           

                                      Asia/Pacific                  6/ 404 (  1.5)        7/ 422 (  1.7)      0.90 ( 0.30, 2.64)    0.89 ( 0.30, 2.68)    -0.00 ( -0.02,  0.02)     0.8413                           

                                      Europe                       39/1196 (  3.3)       35/1208 (  2.9)      1.13 ( 0.72, 1.76)    1.13 ( 0.71, 1.80)     0.00 ( -0.01,  0.02)     0.6060                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9701            

                                      <45 mL/min/1.73m^2            9/  92 (  9.8)       11/  95 ( 11.6)      0.84 ( 0.37, 1.94)    0.83 ( 0.33, 2.10)    -0.02 ( -0.12,  0.08)     0.6919                           

                                      >=45 mL/min/1.73m^2          97/2865 (  3.4)      118/2855 (  4.1)      0.82 ( 0.63, 1.07)    0.81 ( 0.62, 1.07)    -0.01 ( -0.02,  0.00)     0.1373                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.3082            

                                      <60 mL/min/1.73m^2           36/ 604 (  6.0)       39/ 658 (  5.9)      1.01 ( 0.65, 1.56)    1.01 ( 0.63, 1.60)     0.00 ( -0.03,  0.03)     0.9801                           

                                      >=60 mL/min/1.73m^2          70/2353 (  3.0)       90/2292 (  3.9)      0.76 ( 0.56, 1.03)    0.75 ( 0.55, 1.03)    -0.01 ( -0.02,  0.00)     0.0754                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.7449            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        1/   7 ( 14.3)      0.54 ( 0.04, 7.36)    0.50 ( 0.03, 9.46)    -0.07 ( -0.36,  0.23)     1.0000                           

                                      >=30 mL/min/1.73m^2         105/2944 (  3.6)      128/2943 (  4.3)      0.82 ( 0.64, 1.06)    0.81 ( 0.63, 1.06)    -0.01 ( -0.02,  0.00)     0.1236                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3423            

                                      <30 mg/g                     17/ 333 (  5.1)       14/ 352 (  4.0)      1.28 ( 0.64, 2.56)    1.30 ( 0.63, 2.68)     0.01 ( -0.02,  0.05)     0.4782                           

                                      >=30 - <=300 mg/g            58/2016 (  2.9)       74/2011 (  3.7)      0.78 ( 0.56, 1.10)    0.78 ( 0.55, 1.10)    -0.01 ( -0.02,  0.00)     0.1526                           

                                      >300 mg/g                    29/ 592 (  4.9)       40/ 574 (  7.0)      0.70 ( 0.44, 1.12)    0.69 ( 0.42, 1.13)    -0.02 ( -0.05,  0.01)     0.1344                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2693            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    29/ 907 (  3.2)       44/ 910 (  4.8)      0.66 ( 0.42, 1.05)    0.65 ( 0.40, 1.05)    -0.02 ( -0.04,  0.00)     0.0756                           

                                      >=130 mmHg                   77/2051 (  3.8)       85/2040 (  4.2)      0.90 ( 0.67, 1.22)    0.90 ( 0.65, 1.23)    -0.00 ( -0.02,  0.01)     0.4989                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1723            

                                      no                           77/2604 (  3.0)      102/2578 (  4.0)      0.75 ( 0.56, 1.00)    0.74 ( 0.55, 1.00)    -0.01 ( -0.02,  0.00)     0.0489                           

                                      yes                          29/ 354 (  8.2)       27/ 372 (  7.3)      1.13 ( 0.68, 1.87)    1.14 ( 0.66, 1.97)     0.01 ( -0.03,  0.05)     0.6375                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                         29/2958 (  1.0)       33/2950 (  1.1)      0.88 ( 0.53, 1.44)    0.88 ( 0.53, 1.45)    -0.00 ( -0.01,  0.00)     0.6021                           

 mediastinal disorders, PT:                                                                                                                                                                                          

 Chronic obstructive pulmonary                                                                                                                                                                                       

 disease                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9323            

                                      <=65 years                   14/1690 (  0.8)       16/1660 (  1.0)      0.86 ( 0.42, 1.76)    0.86 ( 0.42, 1.76)    -0.00 ( -0.01,  0.01)     0.6774                           

                                      >65 years                    15/1268 (  1.2)       17/1290 (  1.3)      0.90 ( 0.45, 1.79)    0.90 ( 0.45, 1.80)    -0.00 ( -0.01,  0.01)     0.7590                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8001            

                                      male                         19/2026 (  0.9)       20/1970 (  1.0)      0.92 ( 0.49, 1.73)    0.92 ( 0.49, 1.73)    -0.00 ( -0.01,  0.01)     0.8035                           

                                      female                       10/ 932 (  1.1)       13/ 980 (  1.3)      0.81 ( 0.36, 1.84)    0.81 ( 0.35, 1.85)    -0.00 ( -0.01,  0.01)     0.6113                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1071            

                                      White                        25/2305 (  1.1)       23/2263 (  1.0)      1.07 ( 0.61, 1.87)    1.07 ( 0.60, 1.89)     0.00 ( -0.01,  0.01)     0.8211                           

                                      Black Or African American     0/ 103 (  0.0)        5/ 116 (  4.3)      0.10 ( 0.01, 1.83)    0.10 ( 0.01, 1.79)    -0.04 ( -0.08, -0.01)     0.0618                           

                                      Asian                         0/ 440 (  0.0)        0/ 458 (  0.0)        NE                    NE                    NE                                                       

                                      Other                         4/ 110 (  3.6)        5/ 113 (  4.4)      0.82 ( 0.23, 2.98)    0.82 ( 0.21, 3.12)    -0.01 ( -0.06,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0404            

                                      North America                13/ 997 (  1.3)       26/ 998 (  2.6)      0.50 ( 0.26, 0.97)    0.49 ( 0.25, 0.97)    -0.01 ( -0.03,  0.00)     0.0358                           

                                      Latin America                 3/ 361 (  0.8)        2/ 322 (  0.6)      1.34 ( 0.22, 7.96)    1.34 ( 0.22, 8.08)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  1/ 404 (  0.2)        0/ 422 (  0.0)      3.13 ( 0.13,76.69)    3.14 ( 0.13,77.33)     0.00 ( -0.00,  0.01)     0.4891                           

                                      Europe                       12/1196 (  1.0)        5/1208 (  0.4)      2.42 ( 0.86, 6.86)    2.44 ( 0.86, 6.94)     0.01 ( -0.00,  0.01)     0.0847                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.7758            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        3/  95 (  3.2)      0.69 ( 0.12, 4.03)    0.68 ( 0.11, 4.18)    -0.01 ( -0.06,  0.04)     1.0000                           

                                      >=45 mL/min/1.73m^2          27/2865 (  0.9)       30/2855 (  1.1)      0.90 ( 0.53, 1.50)    0.90 ( 0.53, 1.51)    -0.00 ( -0.01,  0.00)     0.6799                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2766            

                                      <60 mL/min/1.73m^2            7/ 604 (  1.2)       13/ 658 (  2.0)      0.59 ( 0.24, 1.46)    0.58 ( 0.23, 1.47)    -0.01 ( -0.02,  0.01)     0.2460                           

                                      >=60 mL/min/1.73m^2          22/2353 (  0.9)       20/2292 (  0.9)      1.07 ( 0.59, 1.96)    1.07 ( 0.58, 1.97)     0.00 ( -0.01,  0.01)     0.8224                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          29/2944 (  1.0)       33/2943 (  1.1)      0.88 ( 0.53, 1.44)    0.88 ( 0.53, 1.45)    -0.00 ( -0.01,  0.00)     0.6087                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2618            

                                      <30 mg/g                      4/ 333 (  1.2)        2/ 352 (  0.6)      2.11 ( 0.39,11.47)    2.13 ( 0.39,11.69)     0.01 ( -0.01,  0.02)     0.4392                           

                                      >=30 - <=300 mg/g            18/2016 (  0.9)       17/2011 (  0.8)      1.06 ( 0.55, 2.04)    1.06 ( 0.54, 2.06)     0.00 ( -0.01,  0.01)     0.8710                           

                                      >300 mg/g                     7/ 592 (  1.2)       13/ 574 (  2.3)      0.52 ( 0.21, 1.30)    0.52 ( 0.20, 1.30)    -0.01 ( -0.03,  0.01)     0.1549                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2029            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     7/ 907 (  0.8)       13/ 910 (  1.4)      0.54 ( 0.22, 1.35)    0.54 ( 0.21, 1.35)    -0.01 ( -0.02,  0.00)     0.1798                           

                                      >=130 mmHg                   22/2051 (  1.1)       20/2040 (  1.0)      1.09 ( 0.60, 2.00)    1.10 ( 0.60, 2.01)     0.00 ( -0.01,  0.01)     0.7698                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8934            

                                      no                           21/2604 (  0.8)       23/2578 (  0.9)      0.90 ( 0.50, 1.63)    0.90 ( 0.50, 1.64)    -0.00 ( -0.01,  0.00)     0.7367                           

                                      yes                           8/ 354 (  2.3)       10/ 372 (  2.7)      0.84 ( 0.34, 2.11)    0.84 ( 0.33, 2.15)    -0.00 ( -0.03,  0.02)     0.7109                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Skin and subcutaneous        Overall                         39/2958 (  1.3)       39/2950 (  1.3)      1.00 ( 0.64, 1.55)    1.00 ( 0.64, 1.56)    -0.00 ( -0.01,  0.01)     0.9904                           

 tissue disorders                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6890            

                                      <=65 years                   26/1690 (  1.5)       24/1660 (  1.4)      1.06 ( 0.61, 1.85)    1.07 ( 0.61, 1.86)     0.00 ( -0.01,  0.01)     0.8250                           

                                      >65 years                    13/1268 (  1.0)       15/1290 (  1.2)      0.88 ( 0.42, 1.85)    0.88 ( 0.42, 1.86)    -0.00 ( -0.01,  0.01)     0.7382                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0252            

                                      male                         36/2026 (  1.8)       28/1970 (  1.4)      1.25 ( 0.77, 2.04)    1.25 ( 0.76, 2.06)     0.00 ( -0.00,  0.01)     0.3708                           

                                      female                        3/ 932 (  0.3)       11/ 980 (  1.1)      0.29 ( 0.08, 1.02)    0.28 ( 0.08, 1.02)    -0.01 ( -0.02,  0.00)     0.0402                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8260            

                                      White                        33/2305 (  1.4)       32/2263 (  1.4)      1.01 ( 0.62, 1.64)    1.01 ( 0.62, 1.65)     0.00 ( -0.01,  0.01)     0.9599                           

                                      Black Or African American     0/ 103 (  0.0)        1/ 116 (  0.9)      0.38 ( 0.02, 9.11)    0.37 ( 0.01, 9.23)    -0.01 ( -0.03,  0.01)     1.0000                           

                                      Asian                         4/ 440 (  0.9)        4/ 458 (  0.9)      1.04 ( 0.26, 4.14)    1.04 ( 0.26, 4.19)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         2/ 110 (  1.8)        2/ 113 (  1.8)      1.03 ( 0.15, 7.17)    1.03 ( 0.14, 7.43)     0.00 ( -0.03,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7987            

                                      North America                17/ 997 (  1.7)       13/ 998 (  1.3)      1.31 ( 0.64, 2.68)    1.31 ( 0.63, 2.72)     0.00 ( -0.01,  0.02)     0.4603                           

                                      Latin America                 6/ 361 (  1.7)        7/ 322 (  2.2)      0.76 ( 0.26, 2.25)    0.76 ( 0.25, 2.29)    -0.01 ( -0.03,  0.02)     0.6253                           

                                      Asia/Pacific                  3/ 404 (  0.7)        4/ 422 (  0.9)      0.78 ( 0.18, 3.48)    0.78 ( 0.17, 3.52)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       13/1196 (  1.1)       15/1208 (  1.2)      0.88 ( 0.42, 1.83)    0.87 ( 0.41, 1.84)    -0.00 ( -0.01,  0.01)     0.7237                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3044            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        0/  95 (  0.0)      3.10 ( 0.13,75.06)    3.13 ( 0.13,77.85)     0.01 ( -0.01,  0.03)     0.4920                           

                                      >=45 mL/min/1.73m^2          38/2865 (  1.3)       39/2855 (  1.4)      0.97 ( 0.62, 1.51)    0.97 ( 0.62, 1.52)    -0.00 ( -0.01,  0.01)     0.8964                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6300            

                                      <60 mL/min/1.73m^2            9/ 604 (  1.5)        8/ 658 (  1.2)      1.23 ( 0.48, 3.16)    1.23 ( 0.47, 3.21)     0.00 ( -0.01,  0.02)     0.6730                           

                                      >=60 mL/min/1.73m^2          30/2353 (  1.3)       31/2292 (  1.4)      0.94 ( 0.57, 1.55)    0.94 ( 0.57, 1.56)    -0.00 ( -0.01,  0.01)     0.8164                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          39/2944 (  1.3)       39/2943 (  1.3)      1.00 ( 0.64, 1.55)    1.00 ( 0.64, 1.56)    -0.00 ( -0.01,  0.01)     0.9988                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2010            

                                      <30 mg/g                      4/ 333 (  1.2)        5/ 352 (  1.4)      0.85 ( 0.23, 3.12)    0.84 ( 0.22, 3.17)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      >=30 - <=300 mg/g            18/2016 (  0.9)       24/2011 (  1.2)      0.75 ( 0.41, 1.37)    0.75 ( 0.40, 1.38)    -0.00 ( -0.01,  0.00)     0.3479                           

                                      >300 mg/g                    17/ 592 (  2.9)        9/ 574 (  1.6)      1.83 ( 0.82, 4.08)    1.86 ( 0.82, 4.20)     0.01 ( -0.01,  0.03)     0.1319                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9858            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    12/ 907 (  1.3)       12/ 910 (  1.3)      1.00 ( 0.45, 2.22)    1.00 ( 0.45, 2.25)     0.00 ( -0.01,  0.01)     0.9935                           

                                      >=130 mmHg                   27/2051 (  1.3)       27/2040 (  1.3)      0.99 ( 0.59, 1.69)    0.99 ( 0.58, 1.70)    -0.00 ( -0.01,  0.01)     0.9841                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8789            

                                      no                           30/2604 (  1.2)       29/2578 (  1.1)      1.02 ( 0.62, 1.70)    1.02 ( 0.61, 1.71)     0.00 ( -0.01,  0.01)     0.9266                           

                                      yes                           9/ 354 (  2.5)       10/ 372 (  2.7)      0.95 ( 0.39, 2.30)    0.94 ( 0.38, 2.35)    -0.00 ( -0.03,  0.03)     0.9022                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Vascular disorders           Overall                        146/2958 (  4.9)      160/2950 (  5.4)      0.91 ( 0.73, 1.13)    0.91 ( 0.72, 1.14)    -0.00 ( -0.02,  0.01)     0.3975                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8796            

                                      <=65 years                   73/1690 (  4.3)       80/1660 (  4.8)      0.90 ( 0.66, 1.22)    0.89 ( 0.64, 1.23)    -0.00 ( -0.02,  0.01)     0.4886                           

                                      >65 years                    73/1268 (  5.8)       80/1290 (  6.2)      0.93 ( 0.68, 1.26)    0.92 ( 0.67, 1.28)    -0.00 ( -0.02,  0.01)     0.6356                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2848            

                                      male                        108/2026 (  5.3)      107/1970 (  5.4)      0.98 ( 0.76, 1.27)    0.98 ( 0.74, 1.29)    -0.00 ( -0.02,  0.01)     0.8878                           

                                      female                       38/ 932 (  4.1)       53/ 980 (  5.4)      0.75 ( 0.50, 1.13)    0.74 ( 0.49, 1.14)    -0.01 ( -0.03,  0.01)     0.1720                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4118            

                                      White                       132/2305 (  5.7)      138/2263 (  6.1)      0.94 ( 0.75, 1.18)    0.94 ( 0.73, 1.20)    -0.00 ( -0.02,  0.01)     0.5946                           

                                      Black Or African American     1/ 103 (  1.0)        4/ 116 (  3.4)      0.28 ( 0.03, 2.48)    0.27 ( 0.03, 2.50)    -0.02 ( -0.06,  0.01)     0.3737                           

                                      Asian                         6/ 440 (  1.4)       12/ 458 (  2.6)      0.52 ( 0.20, 1.37)    0.51 ( 0.19, 1.38)    -0.01 ( -0.03,  0.01)     0.1795                           

                                      Other                         7/ 110 (  6.4)        6/ 113 (  5.3)      1.20 ( 0.42, 3.45)    1.21 ( 0.39, 3.73)     0.01 ( -0.06,  0.09)     0.7376                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3685            

                                      North America                62/ 997 (  6.2)       66/ 998 (  6.6)      0.94 ( 0.67, 1.31)    0.94 ( 0.65, 1.34)    -0.00 ( -0.03,  0.02)     0.7192                           

                                      Latin America                 8/ 361 (  2.2)       11/ 322 (  3.4)      0.65 ( 0.26, 1.59)    0.64 ( 0.25, 1.61)    -0.01 ( -0.04,  0.02)     0.3414                           

                                      Asia/Pacific                  9/ 404 (  2.2)       18/ 422 (  4.3)      0.52 ( 0.24, 1.15)    0.51 ( 0.23, 1.15)    -0.02 ( -0.05,  0.01)     0.0999                           

                                      Europe                       67/1196 (  5.6)       65/1208 (  5.4)      1.04 ( 0.75, 1.45)    1.04 ( 0.73, 1.48)     0.00 ( -0.02,  0.02)     0.8119                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.5840            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        5/  95 (  5.3)      0.62 ( 0.15, 2.52)    0.61 ( 0.14, 2.62)    -0.02 ( -0.08,  0.04)     0.7208                           

                                      >=45 mL/min/1.73m^2         143/2865 (  5.0)      155/2855 (  5.4)      0.92 ( 0.74, 1.15)    0.92 ( 0.72, 1.16)    -0.00 ( -0.02,  0.01)     0.4563                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2847            

                                      <60 mL/min/1.73m^2           41/ 604 (  6.8)       40/ 658 (  6.1)      1.12 ( 0.73, 1.70)    1.13 ( 0.72, 1.77)     0.01 ( -0.02,  0.04)     0.6078                           

                                      >=60 mL/min/1.73m^2         105/2353 (  4.5)      120/2292 (  5.2)      0.85 ( 0.66, 1.10)    0.85 ( 0.65, 1.11)    -0.01 ( -0.02,  0.00)     0.2198                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2         146/2944 (  5.0)      160/2943 (  5.4)      0.91 ( 0.73, 1.13)    0.91 ( 0.72, 1.14)    -0.00 ( -0.02,  0.01)     0.4094                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2786            

                                      <30 mg/g                     20/ 333 (  6.0)       14/ 352 (  4.0)      1.51 ( 0.78, 2.94)    1.54 ( 0.77, 3.11)     0.02 ( -0.02,  0.06)     0.2221                           

                                      >=30 - <=300 mg/g            88/2016 (  4.4)      104/2011 (  5.2)      0.84 ( 0.64, 1.11)    0.84 ( 0.63, 1.12)    -0.01 ( -0.02,  0.01)     0.2299                           

                                      >300 mg/g                    36/ 592 (  6.1)       39/ 574 (  6.8)      0.90 ( 0.58, 1.39)    0.89 ( 0.56, 1.42)    -0.01 ( -0.04,  0.02)     0.6198                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9529            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    44/ 907 (  4.9)       49/ 910 (  5.4)      0.90 ( 0.61, 1.34)    0.90 ( 0.59, 1.36)    -0.01 ( -0.03,  0.02)     0.6060                           

                                      >=130 mmHg                  102/2051 (  5.0)      111/2040 (  5.4)      0.91 ( 0.70, 1.19)    0.91 ( 0.69, 1.20)    -0.00 ( -0.02,  0.01)     0.5006                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5315            

                                      no                          115/2604 (  4.4)      129/2578 (  5.0)      0.88 ( 0.69, 1.13)    0.88 ( 0.68, 1.13)    -0.01 ( -0.02,  0.01)     0.3181                           

                                      yes                          31/ 354 (  8.8)       31/ 372 (  8.3)      1.05 ( 0.65, 1.69)    1.06 ( 0.63, 1.78)     0.00 ( -0.04,  0.05)     0.8383                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders            Overall                        304/2958 ( 10.3)      324/2950 ( 11.0)      0.94 ( 0.81, 1.08)    0.93 ( 0.79, 1.10)    -0.01 ( -0.02,  0.01)     0.3788                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6381            

                                      <=65 years                  151/1690 (  8.9)      164/1660 (  9.9)      0.90 ( 0.73, 1.12)    0.90 ( 0.71, 1.13)    -0.01 ( -0.03,  0.01)     0.3491                           

                                      >65 years                   153/1268 ( 12.1)      160/1290 ( 12.4)      0.97 ( 0.79, 1.20)    0.97 ( 0.76, 1.23)    -0.00 ( -0.03,  0.02)     0.7950                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4504            

                                      male                        231/2026 ( 11.4)      233/1970 ( 11.8)      0.96 ( 0.81, 1.14)    0.96 ( 0.79, 1.16)    -0.00 ( -0.02,  0.02)     0.6746                           

                                      female                       73/ 932 (  7.8)       91/ 980 (  9.3)      0.84 ( 0.63, 1.13)    0.83 ( 0.60, 1.15)    -0.01 ( -0.04,  0.01)     0.2569                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1618            

                                      White                       254/2305 ( 11.0)      256/2263 ( 11.3)      0.97 ( 0.83, 1.15)    0.97 ( 0.81, 1.17)    -0.00 ( -0.02,  0.02)     0.7533                           

                                      Black Or African American     8/ 103 (  7.8)       18/ 116 ( 15.5)      0.50 ( 0.23, 1.10)    0.46 ( 0.19, 1.10)    -0.08 ( -0.17,  0.02)     0.0774                           

                                      Asian                        26/ 440 (  5.9)       38/ 458 (  8.3)      0.71 ( 0.44, 1.15)    0.69 ( 0.41, 1.16)    -0.02 ( -0.06,  0.01)     0.1647                           

                                      Other                        16/ 110 ( 14.5)       12/ 113 ( 10.6)      1.37 ( 0.68, 2.76)    1.43 ( 0.64, 3.19)     0.04 ( -0.06,  0.13)     0.3775                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5376            

                                      North America               148/ 997 ( 14.8)      157/ 998 ( 15.7)      0.94 ( 0.77, 1.16)    0.93 ( 0.73, 1.19)    -0.01 ( -0.04,  0.02)     0.5821                           

                                      Latin America                23/ 361 (  6.4)       19/ 322 (  5.9)      1.08 ( 0.60, 1.95)    1.09 ( 0.58, 2.03)     0.00 ( -0.04,  0.04)     0.7984                           

                                      Asia/Pacific                 23/ 404 (  5.7)       36/ 422 (  8.5)      0.67 ( 0.40, 1.11)    0.65 ( 0.38, 1.11)    -0.03 ( -0.07,  0.01)     0.1136                           

                                      Europe                      110/1196 (  9.2)      112/1208 (  9.3)      0.99 ( 0.77, 1.27)    0.99 ( 0.75, 1.31)    -0.00 ( -0.02,  0.02)     0.9499                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3532            

                                      <45 mL/min/1.73m^2           12/  92 ( 13.0)       18/  95 ( 18.9)      0.69 ( 0.35, 1.35)    0.64 ( 0.29, 1.42)    -0.06 ( -0.17,  0.06)     0.2727                           

                                      >=45 mL/min/1.73m^2         291/2865 ( 10.2)      306/2855 ( 10.7)      0.95 ( 0.81, 1.10)    0.94 ( 0.79, 1.12)    -0.01 ( -0.02,  0.01)     0.4878                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2472            

                                      <60 mL/min/1.73m^2           79/ 604 ( 13.1)       79/ 658 ( 12.0)      1.09 ( 0.81, 1.46)    1.10 ( 0.79, 1.54)     0.01 ( -0.03,  0.05)     0.5651                           

                                      >=60 mL/min/1.73m^2         224/2353 (  9.5)      245/2292 ( 10.7)      0.89 ( 0.75, 1.06)    0.88 ( 0.73, 1.06)    -0.01 ( -0.03,  0.01)     0.1860                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.4344            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2         302/2944 ( 10.3)      324/2943 ( 11.0)      0.93 ( 0.80, 1.08)    0.92 ( 0.78, 1.09)    -0.01 ( -0.02,  0.01)     0.3500                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4774            

                                      <30 mg/g                     34/ 333 ( 10.2)       31/ 352 (  8.8)      1.16 ( 0.73, 1.84)    1.18 ( 0.71, 1.96)     0.01 ( -0.03,  0.06)     0.5313                           

                                      >=30 - <=300 mg/g           184/2016 (  9.1)      211/2011 ( 10.5)      0.87 ( 0.72, 1.05)    0.86 ( 0.70, 1.06)    -0.01 ( -0.03,  0.01)     0.1453                           

                                      >300 mg/g                    83/ 592 ( 14.0)       82/ 574 ( 14.3)      0.98 ( 0.74, 1.30)    0.98 ( 0.70, 1.36)    -0.00 ( -0.04,  0.04)     0.8966                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7369            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                   100/ 907 ( 11.0)      111/ 910 ( 12.2)      0.90 ( 0.70, 1.17)    0.89 ( 0.67, 1.19)    -0.01 ( -0.04,  0.02)     0.4355                           

                                      >=130 mmHg                  204/2051 (  9.9)      213/2040 ( 10.4)      0.95 ( 0.79, 1.14)    0.95 ( 0.77, 1.16)    -0.00 ( -0.02,  0.01)     0.6010                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.6949            

                                      no                          240/2604 (  9.2)      249/2578 (  9.7)      0.95 ( 0.81, 1.13)    0.95 ( 0.79, 1.14)    -0.00 ( -0.02,  0.01)     0.5863                           

                                      yes                          64/ 354 ( 18.1)       75/ 372 ( 20.2)      0.90 ( 0.66, 1.21)    0.87 ( 0.60, 1.27)    -0.02 ( -0.08,  0.04)     0.4763                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         81/2958 (  2.7)       74/2950 (  2.5)      1.09 ( 0.80, 1.49)    1.09 ( 0.80, 1.51)     0.00 ( -0.01,  0.01)     0.5805                           

 Acute myocardial infarction                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1606            

                                      <=65 years                   41/1690 (  2.4)       45/1660 (  2.7)      0.89 ( 0.59, 1.36)    0.89 ( 0.58, 1.37)    -0.00 ( -0.01,  0.01)     0.6023                           

                                      >65 years                    40/1268 (  3.2)       29/1290 (  2.2)      1.40 ( 0.88, 2.25)    1.42 ( 0.87, 2.30)     0.01 ( -0.00,  0.02)     0.1572                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1484            

                                      male                         66/2026 (  3.3)       52/1970 (  2.6)      1.23 ( 0.86, 1.77)    1.24 ( 0.86, 1.80)     0.01 ( -0.00,  0.02)     0.2486                           

                                      female                       15/ 932 (  1.6)       22/ 980 (  2.2)      0.72 ( 0.37, 1.37)    0.71 ( 0.37, 1.38)    -0.01 ( -0.02,  0.01)     0.3135                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1984            

                                      White                        65/2305 (  2.8)       63/2263 (  2.8)      1.01 ( 0.72, 1.43)    1.01 ( 0.71, 1.44)     0.00 ( -0.01,  0.01)     0.9412                           

                                      Black Or African American     1/ 103 (  1.0)        4/ 116 (  3.4)      0.28 ( 0.03, 2.48)    0.27 ( 0.03, 2.50)    -0.02 ( -0.06,  0.01)     0.3737                           

                                      Asian                        10/ 440 (  2.3)        4/ 458 (  0.9)      2.60 ( 0.82, 8.24)    2.64 ( 0.82, 8.48)     0.01 ( -0.00,  0.03)     0.0908                           

                                      Other                         5/ 110 (  4.5)        3/ 113 (  2.7)      1.71 ( 0.42, 6.99)    1.75 ( 0.41, 7.49)     0.02 ( -0.03,  0.07)     0.4950                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9442            

                                      North America                32/ 997 (  3.2)       31/ 998 (  3.1)      1.03 ( 0.64, 1.68)    1.03 ( 0.63, 1.71)     0.00 ( -0.02,  0.02)     0.8950                           

                                      Latin America                 6/ 361 (  1.7)        6/ 322 (  1.9)      0.89 ( 0.29, 2.74)    0.89 ( 0.28, 2.79)    -0.00 ( -0.03,  0.02)     0.8417                           

                                      Asia/Pacific                  8/ 404 (  2.0)        8/ 422 (  1.9)      1.04 ( 0.40, 2.76)    1.05 ( 0.39, 2.81)     0.00 ( -0.02,  0.02)     0.9299                           

                                      Europe                       35/1196 (  2.9)       29/1208 (  2.4)      1.22 ( 0.75, 1.98)    1.23 ( 0.74, 2.02)     0.01 ( -0.01,  0.02)     0.4234                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.5904            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        1/  95 (  1.1)      2.07 ( 0.19,22.39)    2.09 ( 0.19,23.44)     0.01 ( -0.02,  0.05)     0.6170                           

                                      >=45 mL/min/1.73m^2          79/2865 (  2.8)       73/2855 (  2.6)      1.08 ( 0.79, 1.48)    1.08 ( 0.78, 1.49)     0.00 ( -0.01,  0.01)     0.6374                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9881            

                                      <60 mL/min/1.73m^2           18/ 604 (  3.0)       18/ 658 (  2.7)      1.09 ( 0.57, 2.07)    1.09 ( 0.56, 2.12)     0.00 ( -0.02,  0.02)     0.7944                           

                                      >=60 mL/min/1.73m^2          63/2353 (  2.7)       56/2292 (  2.4)      1.10 ( 0.77, 1.56)    1.10 ( 0.76, 1.58)     0.00 ( -0.01,  0.01)     0.6136                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          81/2944 (  2.8)       74/2943 (  2.5)      1.09 ( 0.80, 1.49)    1.10 ( 0.80, 1.51)     0.00 ( -0.01,  0.01)     0.5703                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.5056            

                                      <30 mg/g                      6/ 333 (  1.8)        6/ 352 (  1.7)      1.06 ( 0.34, 3.24)    1.06 ( 0.34, 3.31)     0.00 ( -0.02,  0.03)     0.9228                           

                                      >=30 - <=300 mg/g            52/2016 (  2.6)       42/2011 (  2.1)      1.24 ( 0.83, 1.85)    1.24 ( 0.82, 1.87)     0.00 ( -0.00,  0.01)     0.3024                           

                                      >300 mg/g                    22/ 592 (  3.7)       26/ 574 (  4.5)      0.82 ( 0.47, 1.43)    0.81 ( 0.46, 1.45)    -0.01 ( -0.03,  0.02)     0.4848                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8291            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    23/ 907 (  2.5)       20/ 910 (  2.2)      1.15 ( 0.64, 2.09)    1.16 ( 0.63, 2.12)     0.00 ( -0.01,  0.02)     0.6356                           

                                      >=130 mmHg                   58/2051 (  2.8)       54/2040 (  2.6)      1.07 ( 0.74, 1.54)    1.07 ( 0.74, 1.56)     0.00 ( -0.01,  0.01)     0.7231                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3715            

                                      no                           63/2604 (  2.4)       61/2578 (  2.4)      1.02 ( 0.72, 1.45)    1.02 ( 0.72, 1.46)     0.00 ( -0.01,  0.01)     0.9003                           

                                      yes                          18/ 354 (  5.1)       13/ 372 (  3.5)      1.46 ( 0.72, 2.93)    1.48 ( 0.71, 3.07)     0.02 ( -0.02,  0.05)     0.2898                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         38/2958 (  1.3)       45/2950 (  1.5)      0.84 ( 0.55, 1.29)    0.84 ( 0.54, 1.30)    -0.00 ( -0.01,  0.00)     0.4318                           

 Angina unstable                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1126            

                                      <=65 years                   21/1690 (  1.2)       32/1660 (  1.9)      0.64 ( 0.37, 1.11)    0.64 ( 0.37, 1.11)    -0.01 ( -0.02,  0.00)     0.1121                           

                                      >65 years                    17/1268 (  1.3)       13/1290 (  1.0)      1.33 ( 0.65, 2.73)    1.33 ( 0.65, 2.76)     0.00 ( -0.01,  0.01)     0.4343                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5534            

                                      male                         28/2026 (  1.4)       35/1970 (  1.8)      0.78 ( 0.48, 1.27)    0.77 ( 0.47, 1.28)    -0.00 ( -0.01,  0.00)     0.3168                           

                                      female                       10/ 932 (  1.1)       10/ 980 (  1.0)      1.05 ( 0.44, 2.51)    1.05 ( 0.44, 2.54)     0.00 ( -0.01,  0.01)     0.9101                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0930            

                                      White                        33/2305 (  1.4)       29/2263 (  1.3)      1.12 ( 0.68, 1.83)    1.12 ( 0.68, 1.85)     0.00 ( -0.01,  0.01)     0.6610                           

                                      Black Or African American     1/ 103 (  1.0)        3/ 116 (  2.6)      0.38 ( 0.04, 3.55)    0.37 ( 0.04, 3.61)    -0.02 ( -0.05,  0.02)     0.6242                           

                                      Asian                         2/ 440 (  0.5)       11/ 458 (  2.4)      0.19 ( 0.04, 0.85)    0.19 ( 0.04, 0.84)    -0.02 ( -0.04, -0.00)     0.0147                           

                                      Other                         2/ 110 (  1.8)        2/ 113 (  1.8)      1.03 ( 0.15, 7.17)    1.03 ( 0.14, 7.43)     0.00 ( -0.03,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0876            

                                      North America                23/ 997 (  2.3)       23/ 998 (  2.3)      1.00 ( 0.57, 1.77)    1.00 ( 0.56, 1.80)     0.00 ( -0.01,  0.01)     0.9973                           

                                      Latin America                 4/ 361 (  1.1)        0/ 322 (  0.0)      8.03 ( 0.43,148.6)    8.12 ( 0.44,151.4)     0.01 (  0.00,  0.02)     0.1263                           

                                      Asia/Pacific                  3/ 404 (  0.7)        7/ 422 (  1.7)      0.45 ( 0.12, 1.72)    0.44 ( 0.11, 1.73)    -0.01 ( -0.02,  0.01)     0.3419                           

                                      Europe                        8/1196 (  0.7)       15/1208 (  1.2)      0.54 ( 0.23, 1.27)    0.54 ( 0.23, 1.27)    -0.01 ( -0.01,  0.00)     0.1492                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.8829            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        1/  95 (  1.1)      1.03 ( 0.07,16.27)    1.03 ( 0.06,16.76)     0.00 ( -0.03,  0.03)     1.0000                           

                                      >=45 mL/min/1.73m^2          37/2865 (  1.3)       44/2855 (  1.5)      0.84 ( 0.54, 1.29)    0.84 ( 0.54, 1.30)    -0.00 ( -0.01,  0.00)     0.4242                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0505            

                                      <60 mL/min/1.73m^2           13/ 604 (  2.2)        8/ 658 (  1.2)      1.77 ( 0.74, 4.24)    1.79 ( 0.74, 4.34)     0.01 ( -0.01,  0.03)     0.1940                           

                                      >=60 mL/min/1.73m^2          25/2353 (  1.1)       37/2292 (  1.6)      0.66 ( 0.40, 1.09)    0.65 ( 0.39, 1.09)    -0.01 ( -0.01,  0.00)     0.1014                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          38/2944 (  1.3)       45/2943 (  1.5)      0.84 ( 0.55, 1.30)    0.84 ( 0.55, 1.30)    -0.00 ( -0.01,  0.00)     0.4382                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.7931            

                                      <30 mg/g                      3/ 333 (  0.9)        5/ 352 (  1.4)      0.63 ( 0.15, 2.63)    0.63 ( 0.15, 2.66)    -0.01 ( -0.02,  0.01)     0.7258                           

                                      >=30 - <=300 mg/g            26/2016 (  1.3)       32/2011 (  1.6)      0.81 ( 0.48, 1.35)    0.81 ( 0.48, 1.36)    -0.00 ( -0.01,  0.00)     0.4220                           

                                      >300 mg/g                     9/ 592 (  1.5)        8/ 574 (  1.4)      1.09 ( 0.42, 2.81)    1.09 ( 0.42, 2.85)     0.00 ( -0.02,  0.02)     0.8570                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8597            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    15/ 907 (  1.7)       17/ 910 (  1.9)      0.89 ( 0.44, 1.76)    0.88 ( 0.44, 1.78)    -0.00 ( -0.02,  0.01)     0.7284                           

                                      >=130 mmHg                   23/2051 (  1.1)       28/2040 (  1.4)      0.82 ( 0.47, 1.41)    0.81 ( 0.47, 1.42)    -0.00 ( -0.01,  0.00)     0.4692                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1381            

                                      no                           35/2604 (  1.3)       36/2578 (  1.4)      0.96 ( 0.61, 1.53)    0.96 ( 0.60, 1.54)    -0.00 ( -0.01,  0.01)     0.8713                           

                                      yes                           3/ 354 (  0.8)        9/ 372 (  2.4)      0.35 ( 0.10, 1.28)    0.34 ( 0.09, 1.28)    -0.02 ( -0.04,  0.01)     0.0971                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         41/2958 (  1.4)       46/2950 (  1.6)      0.89 ( 0.59, 1.35)    0.89 ( 0.58, 1.36)    -0.00 ( -0.01,  0.00)     0.5805                           

 Cardiac failure                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3817            

                                      <=65 years                   22/1690 (  1.3)       20/1660 (  1.2)      1.08 ( 0.59, 1.97)    1.08 ( 0.59, 1.99)     0.00 ( -0.01,  0.01)     0.8009                           

                                      >65 years                    19/1268 (  1.5)       26/1290 (  2.0)      0.74 ( 0.41, 1.34)    0.74 ( 0.41, 1.34)    -0.01 ( -0.02,  0.01)     0.3200                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0652            

                                      male                         33/2026 (  1.6)       28/1970 (  1.4)      1.15 ( 0.70, 1.89)    1.15 ( 0.69, 1.91)     0.00 ( -0.01,  0.01)     0.5928                           

                                      female                        8/ 932 (  0.9)       18/ 980 (  1.8)      0.47 ( 0.20, 1.07)    0.46 ( 0.20, 1.07)    -0.01 ( -0.02,  0.00)     0.0649                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1894            

                                      White                        38/2305 (  1.6)       40/2263 (  1.8)      0.93 ( 0.60, 1.45)    0.93 ( 0.60, 1.46)    -0.00 ( -0.01,  0.01)     0.7563                           

                                      Black Or African American     1/ 103 (  1.0)        0/ 116 (  0.0)      3.38 ( 0.14,81.95)    3.41 ( 0.14,84.63)     0.01 ( -0.01,  0.03)     0.4703                           

                                      Asian                         0/ 440 (  0.0)        4/ 458 (  0.9)      0.12 ( 0.01, 2.14)    0.11 ( 0.01, 2.14)    -0.01 ( -0.02, -0.00)     0.1245                           

                                      Other                         2/ 110 (  1.8)        2/ 113 (  1.8)      1.03 ( 0.15, 7.17)    1.03 ( 0.14, 7.43)     0.00 ( -0.03,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1767            

                                      North America                10/ 997 (  1.0)        7/ 998 (  0.7)      1.43 ( 0.55, 3.74)    1.43 ( 0.54, 3.78)     0.00 ( -0.01,  0.01)     0.4638                           

                                      Latin America                 1/ 361 (  0.3)        3/ 322 (  0.9)      0.30 ( 0.03, 2.84)    0.30 ( 0.03, 2.85)    -0.01 ( -0.02,  0.01)     0.3478                           

                                      Asia/Pacific                  1/ 404 (  0.2)        6/ 422 (  1.4)      0.17 ( 0.02, 1.44)    0.17 ( 0.02, 1.44)    -0.01 ( -0.02,  0.00)     0.1240                           

                                      Europe                       29/1196 (  2.4)       30/1208 (  2.5)      0.98 ( 0.59, 1.62)    0.98 ( 0.58, 1.64)    -0.00 ( -0.01,  0.01)     0.9259                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4674            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        1/  95 (  1.1)      2.07 ( 0.19,22.39)    2.09 ( 0.19,23.44)     0.01 ( -0.02,  0.05)     0.6170                           

                                      >=45 mL/min/1.73m^2          39/2865 (  1.4)       45/2855 (  1.6)      0.86 ( 0.56, 1.32)    0.86 ( 0.56, 1.33)    -0.00 ( -0.01,  0.00)     0.4993                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4634            

                                      <60 mL/min/1.73m^2            8/ 604 (  1.3)        7/ 658 (  1.1)      1.25 ( 0.45, 3.41)    1.25 ( 0.45, 3.46)     0.00 ( -0.01,  0.02)     0.6696                           

                                      >=60 mL/min/1.73m^2          33/2353 (  1.4)       39/2292 (  1.7)      0.82 ( 0.52, 1.31)    0.82 ( 0.52, 1.31)    -0.00 ( -0.01,  0.00)     0.4094                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.4217            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2          40/2944 (  1.4)       46/2943 (  1.6)      0.87 ( 0.57, 1.32)    0.87 ( 0.57, 1.33)    -0.00 ( -0.01,  0.00)     0.5136                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0857            

                                      <30 mg/g                      6/ 333 (  1.8)        2/ 352 (  0.6)      3.17 ( 0.64,15.60)    3.21 ( 0.64,16.02)     0.01 ( -0.00,  0.03)     0.1664                           

                                      >=30 - <=300 mg/g            22/2016 (  1.1)       34/2011 (  1.7)      0.65 ( 0.38, 1.10)    0.64 ( 0.37, 1.10)    -0.01 ( -0.01,  0.00)     0.1044                           

                                      >300 mg/g                    13/ 592 (  2.2)       10/ 574 (  1.7)      1.26 ( 0.56, 2.85)    1.27 ( 0.55, 2.91)     0.00 ( -0.01,  0.02)     0.5776                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7688            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     9/ 907 (  1.0)        9/ 910 (  1.0)      1.00 ( 0.40, 2.52)    1.00 ( 0.40, 2.54)     0.00 ( -0.01,  0.01)     0.9944                           

                                      >=130 mmHg                   32/2051 (  1.6)       37/2040 (  1.8)      0.86 ( 0.54, 1.38)    0.86 ( 0.53, 1.38)    -0.00 ( -0.01,  0.01)     0.5290                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1715            

                                      no                           31/2604 (  1.2)       28/2578 (  1.1)      1.10 ( 0.66, 1.82)    1.10 ( 0.66, 1.83)     0.00 ( -0.01,  0.01)     0.7233                           

                                      yes                          10/ 354 (  2.8)       18/ 372 (  4.8)      0.58 ( 0.27, 1.25)    0.57 ( 0.26, 1.26)    -0.02 ( -0.05,  0.01)     0.1593                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         47/2958 (  1.6)       49/2950 (  1.7)      0.96 ( 0.64, 1.42)    0.96 ( 0.64, 1.43)    -0.00 ( -0.01,  0.01)     0.8265                           

 Cardiac failure congestive                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6145            

                                      <=65 years                   20/1690 (  1.2)       18/1660 (  1.1)      1.09 ( 0.58, 2.06)    1.09 ( 0.58, 2.07)     0.00 ( -0.01,  0.01)     0.7866                           

                                      >65 years                    27/1268 (  2.1)       31/1290 (  2.4)      0.89 ( 0.53, 1.48)    0.88 ( 0.52, 1.49)    -0.00 ( -0.02,  0.01)     0.6420                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1544            

                                      male                         29/2026 (  1.4)       36/1970 (  1.8)      0.78 ( 0.48, 1.27)    0.78 ( 0.48, 1.28)    -0.00 ( -0.01,  0.00)     0.3225                           

                                      female                       18/ 932 (  1.9)       13/ 980 (  1.3)      1.46 ( 0.72, 2.95)    1.46 ( 0.71, 3.01)     0.01 ( -0.01,  0.02)     0.2954                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5321            

                                      White                        42/2305 (  1.8)       41/2263 (  1.8)      1.01 ( 0.66, 1.54)    1.01 ( 0.65, 1.55)     0.00 ( -0.01,  0.01)     0.9791                           

                                      Black Or African American     1/ 103 (  1.0)        3/ 116 (  2.6)      0.38 ( 0.04, 3.55)    0.37 ( 0.04, 3.61)    -0.02 ( -0.05,  0.02)     0.6242                           

                                      Asian                         3/ 440 (  0.7)        5/ 458 (  1.1)      0.62 ( 0.15, 2.60)    0.62 ( 0.15, 2.62)    -0.00 ( -0.02,  0.01)     0.7258                           

                                      Other                         1/ 110 (  0.9)        0/ 113 (  0.0)      3.08 ( 0.13,74.83)    3.11 ( 0.13,77.16)     0.01 ( -0.01,  0.03)     0.4933                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7517            

                                      North America                34/ 997 (  3.4)       37/ 998 (  3.7)      0.92 ( 0.58, 1.45)    0.92 ( 0.57, 1.47)    -0.00 ( -0.02,  0.01)     0.7202                           

                                      Latin America                 1/ 361 (  0.3)        0/ 322 (  0.0)      2.68 ( 0.11,65.48)    2.68 ( 0.11,66.11)     0.00 ( -0.00,  0.01)     1.0000                           

                                      Asia/Pacific                  5/ 404 (  1.2)        4/ 422 (  0.9)      1.31 ( 0.35, 4.83)    1.31 ( 0.35, 4.91)     0.00 ( -0.01,  0.02)     0.7477                           

                                      Europe                        7/1196 (  0.6)        8/1208 (  0.7)      0.88 ( 0.32, 2.43)    0.88 ( 0.32, 2.44)    -0.00 ( -0.01,  0.01)     0.8107                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1902            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        4/  95 (  4.2)      0.26 ( 0.03, 2.27)    0.25 ( 0.03, 2.28)    -0.03 ( -0.08,  0.01)     0.3686                           

                                      >=45 mL/min/1.73m^2          46/2865 (  1.6)       45/2855 (  1.6)      1.02 ( 0.68, 1.53)    1.02 ( 0.67, 1.54)     0.00 ( -0.01,  0.01)     0.9292                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6690            

                                      <60 mL/min/1.73m^2           18/ 604 (  3.0)       18/ 658 (  2.7)      1.09 ( 0.57, 2.07)    1.09 ( 0.56, 2.12)     0.00 ( -0.02,  0.02)     0.7944                           

                                      >=60 mL/min/1.73m^2          29/2353 (  1.2)       31/2292 (  1.4)      0.91 ( 0.55, 1.51)    0.91 ( 0.55, 1.52)    -0.00 ( -0.01,  0.01)     0.7172                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          47/2944 (  1.6)       49/2943 (  1.7)      0.96 ( 0.64, 1.43)    0.96 ( 0.64, 1.43)    -0.00 ( -0.01,  0.01)     0.8356                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2360            

                                      <30 mg/g                      9/ 333 (  2.7)        5/ 352 (  1.4)      1.90 ( 0.64, 5.62)    1.93 ( 0.64, 5.81)     0.01 ( -0.01,  0.04)     0.2362                           

                                      >=30 - <=300 mg/g            24/2016 (  1.2)       33/2011 (  1.6)      0.73 ( 0.43, 1.22)    0.72 ( 0.43, 1.23)    -0.00 ( -0.01,  0.00)     0.2263                           

                                      >300 mg/g                    13/ 592 (  2.2)       11/ 574 (  1.9)      1.15 ( 0.52, 2.54)    1.15 ( 0.51, 2.59)     0.00 ( -0.02,  0.02)     0.7369                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4910            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    15/ 907 (  1.7)       19/ 910 (  2.1)      0.79 ( 0.41, 1.55)    0.79 ( 0.40, 1.56)    -0.00 ( -0.02,  0.01)     0.4949                           

                                      >=130 mmHg                   32/2051 (  1.6)       30/2040 (  1.5)      1.06 ( 0.65, 1.74)    1.06 ( 0.64, 1.75)     0.00 ( -0.01,  0.01)     0.8145                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9096            

                                      no                           27/2604 (  1.0)       28/2578 (  1.1)      0.95 ( 0.56, 1.62)    0.95 ( 0.56, 1.62)    -0.00 ( -0.01,  0.01)     0.8627                           

                                      yes                          20/ 354 (  5.6)       21/ 372 (  5.6)      1.00 ( 0.55, 1.81)    1.00 ( 0.53, 1.88)     0.00 ( -0.04,  0.04)     0.9979                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         35/2958 (  1.2)       37/2950 (  1.3)      0.94 ( 0.60, 1.49)    0.94 ( 0.59, 1.50)    -0.00 ( -0.01,  0.01)     0.8036                           

 Myocardial infarction                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7744            

                                      <=65 years                   19/1690 (  1.1)       21/1660 (  1.3)      0.89 ( 0.48, 1.65)    0.89 ( 0.48, 1.66)    -0.00 ( -0.01,  0.01)     0.7076                           

                                      >65 years                    16/1268 (  1.3)       16/1290 (  1.2)      1.02 ( 0.51, 2.03)    1.02 ( 0.51, 2.04)     0.00 ( -0.01,  0.01)     0.9610                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9656            

                                      male                         25/2026 (  1.2)       26/1970 (  1.3)      0.93 ( 0.54, 1.61)    0.93 ( 0.54, 1.62)    -0.00 ( -0.01,  0.01)     0.8091                           

                                      female                       10/ 932 (  1.1)       11/ 980 (  1.1)      0.96 ( 0.41, 2.24)    0.96 ( 0.40, 2.26)    -0.00 ( -0.01,  0.01)     0.9174                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2151            

                                      White                        31/2305 (  1.3)       26/2263 (  1.1)      1.17 ( 0.70, 1.96)    1.17 ( 0.69, 1.98)     0.00 ( -0.00,  0.01)     0.5508                           

                                      Black Or African American     0/ 103 (  0.0)        3/ 116 (  2.6)      0.16 ( 0.01, 3.07)    0.16 ( 0.01, 3.07)    -0.03 ( -0.05,  0.00)     0.2492                           

                                      Asian                         3/ 440 (  0.7)        7/ 458 (  1.5)      0.45 ( 0.12, 1.71)    0.44 ( 0.11, 1.72)    -0.01 ( -0.02,  0.01)     0.3420                           

                                      Other                         1/ 110 (  0.9)        1/ 113 (  0.9)      1.03 ( 0.07,16.22)    1.03 ( 0.06,16.63)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7582            

                                      North America                13/ 997 (  1.3)       15/ 998 (  1.5)      0.87 ( 0.41, 1.81)    0.87 ( 0.41, 1.83)    -0.00 ( -0.01,  0.01)     0.7055                           

                                      Latin America                 5/ 361 (  1.4)        5/ 322 (  1.6)      0.89 ( 0.26, 3.05)    0.89 ( 0.26, 3.10)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      Asia/Pacific                  1/ 404 (  0.2)        3/ 422 (  0.7)      0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.00 ( -0.01,  0.00)     0.6244                           

                                      Europe                       16/1196 (  1.3)       14/1208 (  1.2)      1.15 ( 0.57, 2.35)    1.16 ( 0.56, 2.38)     0.00 ( -0.01,  0.01)     0.6929                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9099            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        3/  95 (  3.2)      1.03 ( 0.21, 4.99)    1.03 ( 0.20, 5.26)     0.00 ( -0.05,  0.05)     1.0000                           

                                      >=45 mL/min/1.73m^2          32/2865 (  1.1)       34/2855 (  1.2)      0.94 ( 0.58, 1.52)    0.94 ( 0.58, 1.52)    -0.00 ( -0.01,  0.01)     0.7934                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2871            

                                      <60 mL/min/1.73m^2            6/ 604 (  1.0)       11/ 658 (  1.7)      0.59 ( 0.22, 1.60)    0.59 ( 0.22, 1.61)    -0.01 ( -0.02,  0.01)     0.2966                           

                                      >=60 mL/min/1.73m^2          29/2353 (  1.2)       26/2292 (  1.1)      1.09 ( 0.64, 1.84)    1.09 ( 0.64, 1.85)     0.00 ( -0.01,  0.01)     0.7574                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          35/2944 (  1.2)       37/2943 (  1.3)      0.95 ( 0.60, 1.50)    0.94 ( 0.59, 1.50)    -0.00 ( -0.01,  0.01)     0.8114                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3999            

                                      <30 mg/g                      2/ 333 (  0.6)        6/ 352 (  1.7)      0.35 ( 0.07, 1.73)    0.35 ( 0.07, 1.74)    -0.01 ( -0.03,  0.00)     0.2877                           

                                      >=30 - <=300 mg/g            25/2016 (  1.2)       23/2011 (  1.1)      1.08 ( 0.62, 1.90)    1.09 ( 0.61, 1.92)     0.00 ( -0.01,  0.01)     0.7782                           

                                      >300 mg/g                     8/ 592 (  1.4)        8/ 574 (  1.4)      0.97 ( 0.37, 2.57)    0.97 ( 0.36, 2.60)    -0.00 ( -0.02,  0.02)     0.9504                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6075            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    13/ 907 (  1.4)       16/ 910 (  1.8)      0.82 ( 0.39, 1.68)    0.81 ( 0.39, 1.70)    -0.00 ( -0.02,  0.01)     0.5806                           

                                      >=130 mmHg                   22/2051 (  1.1)       21/2040 (  1.0)      1.04 ( 0.57, 1.89)    1.04 ( 0.57, 1.90)     0.00 ( -0.01,  0.01)     0.8922                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2366            

                                      no                           28/2604 (  1.1)       33/2578 (  1.3)      0.84 ( 0.51, 1.39)    0.84 ( 0.51, 1.39)    -0.00 ( -0.01,  0.00)     0.4944                           

                                      yes                           7/ 354 (  2.0)        4/ 372 (  1.1)      1.84 ( 0.54, 6.23)    1.86 ( 0.54, 6.40)     0.01 ( -0.01,  0.03)     0.3202                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Gastrointestinal disorders   Overall                         49/2958 (  1.7)       55/2950 (  1.9)      0.89 ( 0.61, 1.30)    0.89 ( 0.60, 1.31)    -0.00 ( -0.01,  0.00)     0.5435                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9305            

                                      <=65 years                   24/1690 (  1.4)       26/1660 (  1.6)      0.91 ( 0.52, 1.57)    0.91 ( 0.52, 1.58)    -0.00 ( -0.01,  0.01)     0.7273                           

                                      >65 years                    25/1268 (  2.0)       29/1290 (  2.2)      0.88 ( 0.52, 1.49)    0.87 ( 0.51, 1.50)    -0.00 ( -0.01,  0.01)     0.6268                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4789            

                                      male                         40/2026 (  2.0)       41/1970 (  2.1)      0.95 ( 0.62, 1.46)    0.95 ( 0.61, 1.47)    -0.00 ( -0.01,  0.01)     0.8106                           

                                      female                        9/ 932 (  1.0)       14/ 980 (  1.4)      0.68 ( 0.29, 1.55)    0.67 ( 0.29, 1.56)    -0.00 ( -0.02,  0.01)     0.3535                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2536            

                                      White                        41/2305 (  1.8)       52/2263 (  2.3)      0.77 ( 0.52, 1.16)    0.77 ( 0.51, 1.16)    -0.01 ( -0.01,  0.00)     0.2143                           

                                      Black Or African American     2/ 103 (  1.9)        1/ 116 (  0.9)      2.25 ( 0.21,24.48)    2.28 ( 0.20,25.49)     0.01 ( -0.02,  0.04)     0.6021                           

                                      Asian                         5/ 440 (  1.1)        2/ 458 (  0.4)      2.60 ( 0.51,13.34)    2.62 ( 0.51,13.58)     0.01 ( -0.00,  0.02)     0.2781                           

                                      Other                         1/ 110 (  0.9)        0/ 113 (  0.0)      3.08 ( 0.13,74.83)    3.11 ( 0.13,77.16)     0.01 ( -0.01,  0.03)     0.4933                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0142            

                                      North America                37/ 997 (  3.7)       32/ 998 (  3.2)      1.16 ( 0.73, 1.84)    1.16 ( 0.72, 1.88)     0.01 ( -0.01,  0.02)     0.5374                           

                                      Latin America                 0/ 361 (  0.0)        5/ 322 (  1.6)      0.08 ( 0.00, 1.46)    0.08 ( 0.00, 1.45)    -0.02 ( -0.03, -0.00)     0.0229                           

                                      Asia/Pacific                  5/ 404 (  1.2)        2/ 422 (  0.5)      2.61 ( 0.51,13.38)    2.63 ( 0.51,13.64)     0.01 ( -0.00,  0.02)     0.2772                           

                                      Europe                        7/1196 (  0.6)       16/1208 (  1.3)      0.44 ( 0.18, 1.07)    0.44 ( 0.18, 1.07)    -0.01 ( -0.02,  0.00)     0.0627                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.8267            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        4/  95 (  4.2)      1.03 ( 0.27, 4.01)    1.03 ( 0.25, 4.26)     0.00 ( -0.06,  0.06)     1.0000                           

                                      >=45 mL/min/1.73m^2          45/2865 (  1.6)       51/2855 (  1.8)      0.88 ( 0.59, 1.31)    0.88 ( 0.59, 1.31)    -0.00 ( -0.01,  0.00)     0.5256                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9265            

                                      <60 mL/min/1.73m^2           17/ 604 (  2.8)       20/ 658 (  3.0)      0.93 ( 0.49, 1.75)    0.92 ( 0.48, 1.78)    -0.00 ( -0.02,  0.02)     0.8130                           

                                      >=60 mL/min/1.73m^2          32/2353 (  1.4)       35/2292 (  1.5)      0.89 ( 0.55, 1.43)    0.89 ( 0.55, 1.44)    -0.00 ( -0.01,  0.01)     0.6330                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1851            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          49/2944 (  1.7)       54/2943 (  1.8)      0.91 ( 0.62, 1.33)    0.91 ( 0.61, 1.34)    -0.00 ( -0.01,  0.01)     0.6180                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.9859            

                                      <30 mg/g                      7/ 333 (  2.1)        8/ 352 (  2.3)      0.92 ( 0.34, 2.52)    0.92 ( 0.33, 2.57)    -0.00 ( -0.03,  0.02)     0.8789                           

                                      >=30 - <=300 mg/g            28/2016 (  1.4)       32/2011 (  1.6)      0.87 ( 0.53, 1.44)    0.87 ( 0.52, 1.45)    -0.00 ( -0.01,  0.01)     0.5962                           

                                      >300 mg/g                    12/ 592 (  2.0)       14/ 574 (  2.4)      0.83 ( 0.39, 1.78)    0.83 ( 0.38, 1.80)    -0.00 ( -0.02,  0.01)     0.6340                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1341            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    21/ 907 (  2.3)       16/ 910 (  1.8)      1.32 ( 0.69, 2.51)    1.32 ( 0.69, 2.55)     0.01 ( -0.01,  0.02)     0.4007                           

                                      >=130 mmHg                   28/2051 (  1.4)       39/2040 (  1.9)      0.71 ( 0.44, 1.16)    0.71 ( 0.44, 1.16)    -0.01 ( -0.01,  0.00)     0.1685                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4122            

                                      no                           41/2604 (  1.6)       42/2578 (  1.6)      0.97 ( 0.63, 1.48)    0.97 ( 0.63, 1.49)    -0.00 ( -0.01,  0.01)     0.8755                           

                                      yes                           8/ 354 (  2.3)       13/ 372 (  3.5)      0.65 ( 0.27, 1.54)    0.64 ( 0.26, 1.56)    -0.01 ( -0.04,  0.02)     0.3214                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         71/2958 (  2.4)       98/2950 (  3.3)      0.72 ( 0.53, 0.98)    0.72 ( 0.53, 0.98)    -0.01 ( -0.02, -0.00)     0.0336                           

 administration site conditions                                                                                                                                                                                      

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1337            

                                      <=65 years                   33/1690 (  2.0)       56/1660 (  3.4)      0.58 ( 0.38, 0.89)    0.57 ( 0.37, 0.88)    -0.01 ( -0.03, -0.00)     0.0106                           

                                      >65 years                    38/1268 (  3.0)       42/1290 (  3.3)      0.92 ( 0.60, 1.42)    0.92 ( 0.59, 1.43)    -0.00 ( -0.02,  0.01)     0.7068                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9754            

                                      male                         51/2026 (  2.5)       69/1970 (  3.5)      0.72 ( 0.50, 1.03)    0.71 ( 0.49, 1.03)    -0.01 ( -0.02,  0.00)     0.0681                           

                                      female                       20/ 932 (  2.1)       29/ 980 (  3.0)      0.73 ( 0.41, 1.27)    0.72 ( 0.40, 1.28)    -0.01 ( -0.02,  0.01)     0.2608                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5159            

                                      White                        59/2305 (  2.6)       77/2263 (  3.4)      0.75 ( 0.54, 1.05)    0.75 ( 0.53, 1.05)    -0.01 ( -0.02,  0.00)     0.0938                           

                                      Black Or African American     4/ 103 (  3.9)        8/ 116 (  6.9)      0.56 ( 0.17, 1.82)    0.55 ( 0.16, 1.87)    -0.03 ( -0.10,  0.04)     0.3292                           

                                      Asian                         3/ 440 (  0.7)        9/ 458 (  2.0)      0.35 ( 0.09, 1.27)    0.34 ( 0.09, 1.27)    -0.01 ( -0.03,  0.00)     0.0943                           

                                      Other                         5/ 110 (  4.5)        4/ 113 (  3.5)      1.28 ( 0.35, 4.66)    1.30 ( 0.34, 4.96)     0.01 ( -0.04,  0.06)     0.7461                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7481            

                                      North America                30/ 997 (  3.0)       48/ 998 (  4.8)      0.63 ( 0.40, 0.98)    0.61 ( 0.39, 0.98)    -0.02 ( -0.04, -0.00)     0.0381                           

                                      Latin America                 3/ 361 (  0.8)        5/ 322 (  1.6)      0.54 ( 0.13, 2.22)    0.53 ( 0.13, 2.24)    -0.01 ( -0.02,  0.01)     0.4855                           

                                      Asia/Pacific                  2/ 404 (  0.5)        2/ 422 (  0.5)      1.04 ( 0.15, 7.38)    1.04 ( 0.15, 7.45)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Europe                       36/1196 (  3.0)       43/1208 (  3.6)      0.85 ( 0.55, 1.31)    0.84 ( 0.54, 1.32)    -0.01 ( -0.02,  0.01)     0.4499                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3592            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        1/  95 (  1.1)      2.07 ( 0.19,22.39)    2.09 ( 0.19,23.44)     0.01 ( -0.02,  0.05)     0.6170                           

                                      >=45 mL/min/1.73m^2          69/2865 (  2.4)       97/2855 (  3.4)      0.71 ( 0.52, 0.96)    0.70 ( 0.51, 0.96)    -0.01 ( -0.02, -0.00)     0.0259                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2749            

                                      <60 mL/min/1.73m^2           15/ 604 (  2.5)       30/ 658 (  4.6)      0.54 ( 0.30, 1.00)    0.53 ( 0.28, 1.00)    -0.02 ( -0.04,  0.00)     0.0471                           

                                      >=60 mL/min/1.73m^2          56/2353 (  2.4)       68/2292 (  3.0)      0.80 ( 0.57, 1.14)    0.80 ( 0.56, 1.14)    -0.01 ( -0.02,  0.00)     0.2148                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.3750            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2          70/2944 (  2.4)       98/2943 (  3.3)      0.71 ( 0.53, 0.97)    0.71 ( 0.52, 0.97)    -0.01 ( -0.02, -0.00)     0.0283                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2521            

                                      <30 mg/g                      8/ 333 (  2.4)       10/ 352 (  2.8)      0.85 ( 0.34, 2.12)    0.84 ( 0.33, 2.16)    -0.00 ( -0.03,  0.02)     0.7201                           

                                      >=30 - <=300 mg/g            46/2016 (  2.3)       54/2011 (  2.7)      0.85 ( 0.58, 1.25)    0.85 ( 0.57, 1.26)    -0.00 ( -0.01,  0.01)     0.4107                           

                                      >300 mg/g                    17/ 592 (  2.9)       34/ 574 (  5.9)      0.48 ( 0.27, 0.86)    0.47 ( 0.26, 0.85)    -0.03 ( -0.06, -0.01)     0.0109                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1738            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    17/ 907 (  1.9)       33/ 910 (  3.6)      0.52 ( 0.29, 0.92)    0.51 ( 0.28, 0.92)    -0.02 ( -0.03, -0.00)     0.0225                           

                                      >=130 mmHg                   54/2051 (  2.6)       65/2040 (  3.2)      0.83 ( 0.58, 1.18)    0.82 ( 0.57, 1.18)    -0.01 ( -0.02,  0.01)     0.2923                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.1930            

                                      no                           52/2604 (  2.0)       79/2578 (  3.1)      0.65 ( 0.46, 0.92)    0.64 ( 0.45, 0.92)    -0.01 ( -0.02, -0.00)     0.0144                           

                                      yes                          19/ 354 (  5.4)       19/ 372 (  5.1)      1.05 ( 0.57, 1.95)    1.05 ( 0.55, 2.03)     0.00 ( -0.03,  0.04)     0.8753                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         36/2958 (  1.2)       47/2950 (  1.6)      0.76 ( 0.50, 1.18)    0.76 ( 0.49, 1.18)    -0.00 ( -0.01,  0.00)     0.2193                           

 administration site conditions,                                                                                                                                                                                     

 PT: Death                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1678            

                                      <=65 years                   14/1690 (  0.8)       25/1660 (  1.5)      0.55 ( 0.29, 1.05)    0.55 ( 0.28, 1.05)    -0.01 ( -0.02,  0.00)     0.0676                           

                                      >65 years                    22/1268 (  1.7)       22/1290 (  1.7)      1.02 ( 0.57, 1.83)    1.02 ( 0.56, 1.85)     0.00 ( -0.01,  0.01)     0.9541                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9208            

                                      male                         24/2026 (  1.2)       31/1970 (  1.6)      0.75 ( 0.44, 1.28)    0.75 ( 0.44, 1.28)    -0.00 ( -0.01,  0.00)     0.2914                           

                                      female                       12/ 932 (  1.3)       16/ 980 (  1.6)      0.79 ( 0.38, 1.66)    0.79 ( 0.37, 1.67)    -0.00 ( -0.02,  0.01)     0.5302                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1911            

                                      White                        32/2305 (  1.4)       35/2263 (  1.5)      0.90 ( 0.56, 1.44)    0.90 ( 0.55, 1.45)    -0.00 ( -0.01,  0.01)     0.6563                           

                                      Black Or African American     1/ 103 (  1.0)        7/ 116 (  6.0)      0.16 ( 0.02, 1.29)    0.15 ( 0.02, 1.26)    -0.05 ( -0.10, -0.00)     0.0692                           

                                      Asian                         0/ 440 (  0.0)        2/ 458 (  0.4)      0.21 ( 0.01, 4.32)    0.21 ( 0.01, 4.33)    -0.00 ( -0.01,  0.00)     0.4996                           

                                      Other                         3/ 110 (  2.7)        3/ 113 (  2.7)      1.03 ( 0.21, 4.98)    1.03 ( 0.20, 5.21)     0.00 ( -0.04,  0.04)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8778            

                                      North America                18/ 997 (  1.8)       21/ 998 (  2.1)      0.86 ( 0.46, 1.60)    0.86 ( 0.45, 1.62)    -0.00 ( -0.02,  0.01)     0.6299                           

                                      Latin America                 1/ 361 (  0.3)        1/ 322 (  0.3)      0.89 ( 0.06,14.20)    0.89 ( 0.06,14.31)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  0/ 404 (  0.0)        0/ 422 (  0.0)        NE                    NE                    NE                                                       

                                      Europe                       17/1196 (  1.4)       25/1208 (  2.1)      0.69 ( 0.37, 1.27)    0.68 ( 0.37, 1.27)    -0.01 ( -0.02,  0.00)     0.2253                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3857            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        1/  95 (  1.1)      2.07 ( 0.19,22.39)    2.09 ( 0.19,23.44)     0.01 ( -0.02,  0.05)     0.6170                           

                                      >=45 mL/min/1.73m^2          34/2865 (  1.2)       46/2855 (  1.6)      0.74 ( 0.47, 1.14)    0.73 ( 0.47, 1.15)    -0.00 ( -0.01,  0.00)     0.1717                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4446            

                                      <60 mL/min/1.73m^2            8/ 604 (  1.3)       15/ 658 (  2.3)      0.58 ( 0.25, 1.36)    0.58 ( 0.24, 1.37)    -0.01 ( -0.03,  0.01)     0.2053                           

                                      >=60 mL/min/1.73m^2          28/2353 (  1.2)       32/2292 (  1.4)      0.85 ( 0.51, 1.41)    0.85 ( 0.51, 1.42)    -0.00 ( -0.01,  0.00)     0.5339                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.3867            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2          35/2944 (  1.2)       47/2943 (  1.6)      0.74 ( 0.48, 1.15)    0.74 ( 0.48, 1.15)    -0.00 ( -0.01,  0.00)     0.1816                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.2795            

                                      <30 mg/g                      3/ 333 (  0.9)        4/ 352 (  1.1)      0.79 ( 0.18, 3.52)    0.79 ( 0.18, 3.56)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      >=30 - <=300 mg/g            24/2016 (  1.2)       24/2011 (  1.2)      1.00 ( 0.57, 1.75)    1.00 ( 0.56, 1.76)    -0.00 ( -0.01,  0.01)     0.9931                           

                                      >300 mg/g                     9/ 592 (  1.5)       19/ 574 (  3.3)      0.46 ( 0.21, 1.01)    0.45 ( 0.20, 1.01)    -0.02 ( -0.04,  0.00)     0.0460                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8548            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    10/ 907 (  1.1)       14/ 910 (  1.5)      0.72 ( 0.32, 1.60)    0.71 ( 0.32, 1.61)    -0.00 ( -0.02,  0.01)     0.4159                           

                                      >=130 mmHg                   26/2051 (  1.3)       33/2040 (  1.6)      0.78 ( 0.47, 1.31)    0.78 ( 0.47, 1.31)    -0.00 ( -0.01,  0.00)     0.3479                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3131            

                                      no                           27/2604 (  1.0)       39/2578 (  1.5)      0.69 ( 0.42, 1.12)    0.68 ( 0.42, 1.12)    -0.00 ( -0.01,  0.00)     0.1266                           

                                      yes                           9/ 354 (  2.5)        8/ 372 (  2.2)      1.18 ( 0.46, 3.03)    1.19 ( 0.45, 3.11)     0.00 ( -0.02,  0.03)     0.7273                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and infestations  Overall                        190/2958 (  6.4)      223/2950 (  7.6)      0.85 ( 0.71, 1.02)    0.84 ( 0.69, 1.03)    -0.01 ( -0.02,  0.00)     0.0869                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8688            

                                      <=65 years                   92/1690 (  5.4)      108/1660 (  6.5)      0.84 ( 0.64, 1.10)    0.83 ( 0.62, 1.10)    -0.01 ( -0.03,  0.01)     0.1946                           

                                      >65 years                    98/1268 (  7.7)      115/1290 (  8.9)      0.87 ( 0.67, 1.12)    0.86 ( 0.65, 1.13)    -0.01 ( -0.03,  0.01)     0.2778                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1663            

                                      male                        128/2026 (  6.3)      160/1970 (  8.1)      0.78 ( 0.62, 0.97)    0.76 ( 0.60, 0.97)    -0.02 ( -0.03, -0.00)     0.0275                           

                                      female                       62/ 932 (  6.7)       63/ 980 (  6.4)      1.03 ( 0.74, 1.45)    1.04 ( 0.72, 1.49)     0.00 ( -0.02,  0.03)     0.8432                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8326            

                                      White                       164/2305 (  7.1)      184/2263 (  8.1)      0.88 ( 0.71, 1.07)    0.87 ( 0.70, 1.08)    -0.01 ( -0.03,  0.01)     0.1957                           

                                      Black Or African American     5/ 103 (  4.9)       10/ 116 (  8.6)      0.56 ( 0.20, 1.59)    0.54 ( 0.18, 1.64)    -0.04 ( -0.11,  0.04)     0.2718                           

                                      Asian                        15/ 440 (  3.4)       21/ 458 (  4.6)      0.74 ( 0.39, 1.42)    0.73 ( 0.37, 1.44)    -0.01 ( -0.04,  0.02)     0.3694                           

                                      Other                         6/ 110 (  5.5)        8/ 113 (  7.1)      0.77 ( 0.28, 2.15)    0.76 ( 0.25, 2.26)    -0.02 ( -0.09,  0.06)     0.6177                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1607            

                                      North America               104/ 997 ( 10.4)      117/ 998 ( 11.7)      0.89 ( 0.69, 1.14)    0.88 ( 0.66, 1.16)    -0.01 ( -0.04,  0.02)     0.3580                           

                                      Latin America                11/ 361 (  3.0)       24/ 322 (  7.5)      0.41 ( 0.20, 0.82)    0.39 ( 0.19, 0.81)    -0.04 ( -0.08, -0.01)     0.0092                           

                                      Asia/Pacific                 17/ 404 (  4.2)       22/ 422 (  5.2)      0.81 ( 0.44, 1.50)    0.80 ( 0.42, 1.53)    -0.01 ( -0.04,  0.02)     0.4961                           

                                      Europe                       58/1196 (  4.8)       60/1208 (  5.0)      0.98 ( 0.69, 1.39)    0.98 ( 0.67, 1.41)    -0.00 ( -0.02,  0.02)     0.8941                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1633            

                                      <45 mL/min/1.73m^2            7/  92 (  7.6)       15/  95 ( 15.8)      0.48 ( 0.21, 1.13)    0.44 ( 0.17, 1.13)    -0.08 ( -0.18,  0.02)     0.0834                           

                                      >=45 mL/min/1.73m^2         183/2865 (  6.4)      208/2855 (  7.3)      0.88 ( 0.72, 1.06)    0.87 ( 0.71, 1.07)    -0.01 ( -0.02,  0.00)     0.1784                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.9262            

                                      <60 mL/min/1.73m^2           53/ 604 (  8.8)       68/ 658 ( 10.3)      0.85 ( 0.60, 1.19)    0.83 ( 0.57, 1.22)    -0.02 ( -0.05,  0.02)     0.3474                           

                                      >=60 mL/min/1.73m^2         137/2353 (  5.8)      155/2292 (  6.8)      0.86 ( 0.69, 1.08)    0.85 ( 0.67, 1.08)    -0.01 ( -0.02,  0.00)     0.1869                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1969            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2         190/2944 (  6.5)      222/2943 (  7.5)      0.86 ( 0.71, 1.03)    0.85 ( 0.69, 1.03)    -0.01 ( -0.02,  0.00)     0.1014                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.8966            

                                      <30 mg/g                     24/ 333 (  7.2)       33/ 352 (  9.4)      0.77 ( 0.46, 1.27)    0.75 ( 0.43, 1.30)    -0.02 ( -0.07,  0.02)     0.3049                           

                                      >=30 - <=300 mg/g           117/2016 (  5.8)      138/2011 (  6.9)      0.85 ( 0.67, 1.07)    0.84 ( 0.65, 1.08)    -0.01 ( -0.03,  0.00)     0.1679                           

                                      >300 mg/g                    47/ 592 (  7.9)       51/ 574 (  8.9)      0.89 ( 0.61, 1.31)    0.88 ( 0.58, 1.34)    -0.01 ( -0.04,  0.02)     0.5608                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1084            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    60/ 907 (  6.6)       87/ 910 (  9.6)      0.69 ( 0.50, 0.95)    0.67 ( 0.48, 0.94)    -0.03 ( -0.06, -0.00)     0.0214                           

                                      >=130 mmHg                  130/2051 (  6.3)      136/2040 (  6.7)      0.95 ( 0.75, 1.20)    0.95 ( 0.74, 1.21)    -0.00 ( -0.02,  0.01)     0.6703                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5108            

                                      no                          152/2604 (  5.8)      182/2578 (  7.1)      0.83 ( 0.67, 1.02)    0.82 ( 0.65, 1.02)    -0.01 ( -0.03,  0.00)     0.0732                           

                                      yes                          38/ 354 ( 10.7)       41/ 372 ( 11.0)      0.97 ( 0.64, 1.48)    0.97 ( 0.61, 1.55)    -0.00 ( -0.05,  0.05)     0.9013                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         52/2958 (  1.8)       63/2950 (  2.1)      0.82 ( 0.57, 1.18)    0.82 ( 0.57, 1.19)    -0.00 ( -0.01,  0.00)     0.2935                           

 infestations, PT: Pneumonia                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4805            

                                      <=65 years                   21/1690 (  1.2)       21/1660 (  1.3)      0.98 ( 0.54, 1.79)    0.98 ( 0.53, 1.80)    -0.00 ( -0.01,  0.01)     0.9534                           

                                      >65 years                    31/1268 (  2.4)       42/1290 (  3.3)      0.75 ( 0.48, 1.19)    0.74 ( 0.47, 1.19)    -0.01 ( -0.02,  0.01)     0.2181                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7299            

                                      male                         34/2026 (  1.7)       42/1970 (  2.1)      0.79 ( 0.50, 1.23)    0.78 ( 0.50, 1.24)    -0.00 ( -0.01,  0.00)     0.2938                           

                                      female                       18/ 932 (  1.9)       21/ 980 (  2.1)      0.90 ( 0.48, 1.68)    0.90 ( 0.48, 1.70)    -0.00 ( -0.02,  0.01)     0.7437                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4535            

                                      White                        43/2305 (  1.9)       45/2263 (  2.0)      0.94 ( 0.62, 1.42)    0.94 ( 0.61, 1.43)    -0.00 ( -0.01,  0.01)     0.7624                           

                                      Black Or African American     2/ 103 (  1.9)        3/ 116 (  2.6)      0.75 ( 0.13, 4.41)    0.75 ( 0.12, 4.55)    -0.01 ( -0.05,  0.03)     1.0000                           

                                      Asian                         6/ 440 (  1.4)       10/ 458 (  2.2)      0.62 ( 0.23, 1.70)    0.62 ( 0.22, 1.72)    -0.01 ( -0.03,  0.01)     0.3535                           

                                      Other                         1/ 110 (  0.9)        5/ 113 (  4.4)      0.21 ( 0.02, 1.73)    0.20 ( 0.02, 1.72)    -0.04 ( -0.08,  0.01)     0.2126                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2275            

                                      North America                32/ 997 (  3.2)       29/ 998 (  2.9)      1.10 ( 0.67, 1.81)    1.11 ( 0.67, 1.85)     0.00 ( -0.01,  0.02)     0.6936                           

                                      Latin America                 6/ 361 (  1.7)       12/ 322 (  3.7)      0.45 ( 0.17, 1.17)    0.44 ( 0.16, 1.18)    -0.02 ( -0.05,  0.01)     0.0929                           

                                      Asia/Pacific                  4/ 404 (  1.0)       10/ 422 (  2.4)      0.42 ( 0.13, 1.32)    0.41 ( 0.13, 1.32)    -0.01 ( -0.04,  0.01)     0.1249                           

                                      Europe                       10/1196 (  0.8)       12/1208 (  1.0)      0.84 ( 0.37, 1.94)    0.84 ( 0.36, 1.95)    -0.00 ( -0.01,  0.01)     0.6856                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.0223            

                                      <45 mL/min/1.73m^2            0/  92 (  0.0)        6/  95 (  6.3)      0.08 ( 0.00, 1.39)    0.07 ( 0.00, 1.34)    -0.06 ( -0.11, -0.01)     0.0289                           

                                      >=45 mL/min/1.73m^2          52/2865 (  1.8)       57/2855 (  2.0)      0.91 ( 0.63, 1.32)    0.91 ( 0.62, 1.33)    -0.00 ( -0.01,  0.01)     0.6157                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.8380            

                                      <60 mL/min/1.73m^2           17/ 604 (  2.8)       21/ 658 (  3.2)      0.88 ( 0.47, 1.66)    0.88 ( 0.46, 1.68)    -0.00 ( -0.02,  0.02)     0.6956                           

                                      >=60 mL/min/1.73m^2          35/2353 (  1.5)       42/2292 (  1.8)      0.81 ( 0.52, 1.27)    0.81 ( 0.51, 1.27)    -0.00 ( -0.01,  0.00)     0.3573                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          52/2944 (  1.8)       63/2943 (  2.1)      0.83 ( 0.57, 1.19)    0.82 ( 0.57, 1.19)    -0.00 ( -0.01,  0.00)     0.2994                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1342            

                                      <30 mg/g                     10/ 333 (  3.0)        8/ 352 (  2.3)      1.32 ( 0.53, 3.31)    1.33 ( 0.52, 3.41)     0.01 ( -0.02,  0.04)     0.5507                           

                                      >=30 - <=300 mg/g            27/2016 (  1.3)       44/2011 (  2.2)      0.61 ( 0.38, 0.98)    0.61 ( 0.37, 0.98)    -0.01 ( -0.02,  0.00)     0.0408                           

                                      >300 mg/g                    15/ 592 (  2.5)       11/ 574 (  1.9)      1.32 ( 0.61, 2.85)    1.33 ( 0.61, 2.92)     0.01 ( -0.01,  0.03)     0.4755                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6141            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    19/ 907 (  2.1)       26/ 910 (  2.9)      0.73 ( 0.41, 1.32)    0.73 ( 0.40, 1.32)    -0.01 ( -0.02,  0.01)     0.2959                           

                                      >=130 mmHg                   33/2051 (  1.6)       37/2040 (  1.8)      0.89 ( 0.56, 1.41)    0.89 ( 0.55, 1.42)    -0.00 ( -0.01,  0.01)     0.6137                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5721            

                                      no                           43/2604 (  1.7)       54/2578 (  2.1)      0.79 ( 0.53, 1.17)    0.78 ( 0.52, 1.18)    -0.00 ( -0.01,  0.00)     0.2391                           

                                      yes                           9/ 354 (  2.5)        9/ 372 (  2.4)      1.05 ( 0.42, 2.62)    1.05 ( 0.41, 2.68)     0.00 ( -0.03,  0.03)     0.9152                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         34/2958 (  1.1)       29/2950 (  1.0)      1.17 ( 0.71, 1.91)    1.17 ( 0.71, 1.93)     0.00 ( -0.00,  0.01)     0.5336                           

 infestations, PT: Sepsis                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6584            

                                      <=65 years                   16/1690 (  0.9)       15/1660 (  0.9)      1.05 ( 0.52, 2.11)    1.05 ( 0.52, 2.13)     0.00 ( -0.01,  0.01)     0.8963                           

                                      >65 years                    18/1268 (  1.4)       14/1290 (  1.1)      1.31 ( 0.65, 2.62)    1.31 ( 0.65, 2.65)     0.00 ( -0.01,  0.01)     0.4470                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3885            

                                      male                         23/2026 (  1.1)       22/1970 (  1.1)      1.02 ( 0.57, 1.82)    1.02 ( 0.56, 1.83)     0.00 ( -0.01,  0.01)     0.9558                           

                                      female                       11/ 932 (  1.2)        7/ 980 (  0.7)      1.65 ( 0.64, 4.24)    1.66 ( 0.64, 4.30)     0.00 ( -0.01,  0.02)     0.2917                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6330            

                                      White                        32/2305 (  1.4)       25/2263 (  1.1)      1.26 ( 0.75, 2.11)    1.26 ( 0.74, 2.13)     0.00 ( -0.00,  0.01)     0.3881                           

                                      Black Or African American     1/ 103 (  1.0)        2/ 116 (  1.7)      0.56 ( 0.05, 6.12)    0.56 ( 0.05, 6.25)    -0.01 ( -0.04,  0.02)     1.0000                           

                                      Asian                         1/ 440 (  0.2)        2/ 458 (  0.4)      0.52 ( 0.05, 5.72)    0.52 ( 0.05, 5.75)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         0/ 110 (  0.0)        0/ 113 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5876            

                                      North America                23/ 997 (  2.3)       20/ 998 (  2.0)      1.15 ( 0.64, 2.08)    1.15 ( 0.63, 2.12)     0.00 ( -0.01,  0.02)     0.6414                           

                                      Latin America                 1/ 361 (  0.3)        1/ 322 (  0.3)      0.89 ( 0.06,14.20)    0.89 ( 0.06,14.31)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  1/ 404 (  0.2)        3/ 422 (  0.7)      0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.00 ( -0.01,  0.00)     0.6244                           

                                      Europe                        9/1196 (  0.8)        5/1208 (  0.4)      1.82 ( 0.61, 5.41)    1.82 ( 0.61, 5.46)     0.00 ( -0.00,  0.01)     0.2754                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2396            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        3/  95 (  3.2)      0.34 ( 0.04, 3.25)    0.34 ( 0.03, 3.30)    -0.02 ( -0.06,  0.02)     0.6211                           

                                      >=45 mL/min/1.73m^2          33/2865 (  1.2)       26/2855 (  0.9)      1.26 ( 0.76, 2.11)    1.27 ( 0.76, 2.13)     0.00 ( -0.00,  0.01)     0.3668                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4464            

                                      <60 mL/min/1.73m^2            8/ 604 (  1.3)       10/ 658 (  1.5)      0.87 ( 0.35, 2.19)    0.87 ( 0.34, 2.22)    -0.00 ( -0.02,  0.01)     0.7702                           

                                      >=60 mL/min/1.73m^2          26/2353 (  1.1)       19/2292 (  0.8)      1.33 ( 0.74, 2.40)    1.34 ( 0.74, 2.42)     0.00 ( -0.00,  0.01)     0.3370                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1310            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2          34/2944 (  1.2)       28/2943 (  1.0)      1.21 ( 0.74, 2.00)    1.22 ( 0.74, 2.01)     0.00 ( -0.00,  0.01)     0.4445                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4296            

                                      <30 mg/g                      3/ 333 (  0.9)        6/ 352 (  1.7)      0.53 ( 0.13, 2.10)    0.52 ( 0.13, 2.11)    -0.01 ( -0.02,  0.01)     0.5065                           

                                      >=30 - <=300 mg/g            20/2016 (  1.0)       16/2011 (  0.8)      1.25 ( 0.65, 2.40)    1.25 ( 0.65, 2.42)     0.00 ( -0.00,  0.01)     0.5079                           

                                      >300 mg/g                    11/ 592 (  1.9)        7/ 574 (  1.2)      1.52 ( 0.59, 3.90)    1.53 ( 0.59, 3.98)     0.01 ( -0.01,  0.02)     0.3768                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5110            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     8/ 907 (  0.9)        9/ 910 (  1.0)      0.89 ( 0.35, 2.30)    0.89 ( 0.34, 2.32)    -0.00 ( -0.01,  0.01)     0.8128                           

                                      >=130 mmHg                   26/2051 (  1.3)       20/2040 (  1.0)      1.29 ( 0.72, 2.31)    1.30 ( 0.72, 2.33)     0.00 ( -0.00,  0.01)     0.3836                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.9295            

                                      no                           27/2604 (  1.0)       23/2578 (  0.9)      1.16 ( 0.67, 2.02)    1.16 ( 0.67, 2.04)     0.00 ( -0.00,  0.01)     0.5942                           

                                      yes                           7/ 354 (  2.0)        6/ 372 (  1.6)      1.23 ( 0.42, 3.61)    1.23 ( 0.41, 3.70)     0.00 ( -0.02,  0.03)     0.7114                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Injury, poisoning and        Overall                         68/2958 (  2.3)       72/2950 (  2.4)      0.94 ( 0.68, 1.31)    0.94 ( 0.67, 1.32)    -0.00 ( -0.01,  0.01)     0.7201                           

 procedural complications                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2884            

                                      <=65 years                   33/1690 (  2.0)       28/1660 (  1.7)      1.16 ( 0.70, 1.91)    1.16 ( 0.70, 1.93)     0.00 ( -0.01,  0.01)     0.5650                           

                                      >65 years                    35/1268 (  2.8)       44/1290 (  3.4)      0.81 ( 0.52, 1.25)    0.80 ( 0.51, 1.26)    -0.01 ( -0.02,  0.01)     0.3417                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5771            

                                      male                         44/2026 (  2.2)       42/1970 (  2.1)      1.02 ( 0.67, 1.55)    1.02 ( 0.66, 1.56)     0.00 ( -0.01,  0.01)     0.9310                           

                                      female                       24/ 932 (  2.6)       30/ 980 (  3.1)      0.84 ( 0.50, 1.43)    0.84 ( 0.49, 1.44)    -0.00 ( -0.02,  0.01)     0.5214                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4367            

                                      White                        57/2305 (  2.5)       56/2263 (  2.5)      1.00 ( 0.69, 1.44)    1.00 ( 0.69, 1.45)    -0.00 ( -0.01,  0.01)     0.9970                           

                                      Black Or African American     1/ 103 (  1.0)        2/ 116 (  1.7)      0.56 ( 0.05, 6.12)    0.56 ( 0.05, 6.25)    -0.01 ( -0.04,  0.02)     1.0000                           

                                      Asian                         5/ 440 (  1.1)       11/ 458 (  2.4)      0.47 ( 0.17, 1.35)    0.47 ( 0.16, 1.36)    -0.01 ( -0.03,  0.01)     0.1521                           

                                      Other                         5/ 110 (  4.5)        3/ 113 (  2.7)      1.71 ( 0.42, 6.99)    1.75 ( 0.41, 7.49)     0.02 ( -0.03,  0.07)     0.4950                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4340            

                                      North America                27/ 997 (  2.7)       37/ 998 (  3.7)      0.73 ( 0.45, 1.19)    0.72 ( 0.44, 1.20)    -0.01 ( -0.03,  0.01)     0.2055                           

                                      Latin America                 6/ 361 (  1.7)        7/ 322 (  2.2)      0.76 ( 0.26, 2.25)    0.76 ( 0.25, 2.29)    -0.01 ( -0.03,  0.02)     0.6253                           

                                      Asia/Pacific                  5/ 404 (  1.2)        5/ 422 (  1.2)      1.04 ( 0.30, 3.58)    1.05 ( 0.30, 3.64)     0.00 ( -0.01,  0.02)     1.0000                           

                                      Europe                       30/1196 (  2.5)       23/1208 (  1.9)      1.32 ( 0.77, 2.25)    1.33 ( 0.77, 2.30)     0.01 ( -0.01,  0.02)     0.3130                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.5704            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        2/  95 (  2.1)      1.55 ( 0.26, 9.06)    1.57 ( 0.26, 9.60)     0.01 ( -0.03,  0.06)     0.6791                           

                                      >=45 mL/min/1.73m^2          65/2865 (  2.3)       70/2855 (  2.5)      0.93 ( 0.66, 1.29)    0.92 ( 0.66, 1.30)    -0.00 ( -0.01,  0.01)     0.6484                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0969            

                                      <60 mL/min/1.73m^2           23/ 604 (  3.8)       17/ 658 (  2.6)      1.47 ( 0.80, 2.73)    1.49 ( 0.79, 2.82)     0.01 ( -0.01,  0.03)     0.2151                           

                                      >=60 mL/min/1.73m^2          45/2353 (  1.9)       55/2292 (  2.4)      0.80 ( 0.54, 1.18)    0.79 ( 0.53, 1.18)    -0.00 ( -0.01,  0.00)     0.2528                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          68/2944 (  2.3)       72/2943 (  2.4)      0.94 ( 0.68, 1.31)    0.94 ( 0.67, 1.32)    -0.00 ( -0.01,  0.01)     0.7307                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.6061            

                                      <30 mg/g                     13/ 333 (  3.9)       10/ 352 (  2.8)      1.37 ( 0.61, 3.09)    1.39 ( 0.60, 3.21)     0.01 ( -0.02,  0.04)     0.4405                           

                                      >=30 - <=300 mg/g            39/2016 (  1.9)       44/2011 (  2.2)      0.88 ( 0.58, 1.35)    0.88 ( 0.57, 1.36)    -0.00 ( -0.01,  0.01)     0.5714                           

                                      >300 mg/g                    15/ 592 (  2.5)       17/ 574 (  3.0)      0.86 ( 0.43, 1.70)    0.85 ( 0.42, 1.72)    -0.00 ( -0.03,  0.02)     0.6549                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6630            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    23/ 907 (  2.5)       27/ 910 (  3.0)      0.85 ( 0.49, 1.48)    0.85 ( 0.48, 1.50)    -0.00 ( -0.02,  0.01)     0.5744                           

                                      >=130 mmHg                   45/2051 (  2.2)       45/2040 (  2.2)      0.99 ( 0.66, 1.50)    0.99 ( 0.65, 1.51)    -0.00 ( -0.01,  0.01)     0.9794                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.5598            

                                      no                           57/2604 (  2.2)       57/2578 (  2.2)      0.99 ( 0.69, 1.42)    0.99 ( 0.68, 1.43)    -0.00 ( -0.01,  0.01)     0.9568                           

                                      yes                          11/ 354 (  3.1)       15/ 372 (  4.0)      0.77 ( 0.36, 1.65)    0.76 ( 0.35, 1.69)    -0.01 ( -0.04,  0.02)     0.5029                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         60/2958 (  2.0)       88/2950 (  3.0)      0.68 ( 0.49, 0.94)    0.67 ( 0.48, 0.94)    -0.01 ( -0.02, -0.00)     0.0189                           

 disorders                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8130            

                                      <=65 years                   30/1690 (  1.8)       45/1660 (  2.7)      0.65 ( 0.41, 1.03)    0.65 ( 0.41, 1.03)    -0.01 ( -0.02,  0.00)     0.0672                           

                                      >65 years                    30/1268 (  2.4)       43/1290 (  3.3)      0.71 ( 0.45, 1.12)    0.70 ( 0.44, 1.13)    -0.01 ( -0.02,  0.00)     0.1419                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9861            

                                      male                         42/2026 (  2.1)       60/1970 (  3.0)      0.68 ( 0.46, 1.00)    0.67 ( 0.45, 1.00)    -0.01 ( -0.02,  0.00)     0.0513                           

                                      female                       18/ 932 (  1.9)       28/ 980 (  2.9)      0.68 ( 0.38, 1.21)    0.67 ( 0.37, 1.22)    -0.01 ( -0.02,  0.01)     0.1868                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4674            

                                      White                        46/2305 (  2.0)       60/2263 (  2.7)      0.75 ( 0.51, 1.10)    0.75 ( 0.51, 1.10)    -0.01 ( -0.02,  0.00)     0.1411                           

                                      Black Or African American     3/ 103 (  2.9)        9/ 116 (  7.8)      0.38 ( 0.10, 1.35)    0.36 ( 0.09, 1.36)    -0.05 ( -0.12,  0.02)     0.1166                           

                                      Asian                         9/ 440 (  2.0)       18/ 458 (  3.9)      0.52 ( 0.24, 1.15)    0.51 ( 0.23, 1.15)    -0.02 ( -0.04,  0.01)     0.0985                           

                                      Other                         2/ 110 (  1.8)        1/ 113 (  0.9)      2.05 ( 0.19,22.33)    2.07 ( 0.19,23.21)     0.01 ( -0.02,  0.04)     0.6183                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7810            

                                      North America                32/ 997 (  3.2)       45/ 998 (  4.5)      0.71 ( 0.46, 1.11)    0.70 ( 0.44, 1.11)    -0.01 ( -0.03,  0.00)     0.1320                           

                                      Latin America                 4/ 361 (  1.1)        4/ 322 (  1.2)      0.89 ( 0.22, 3.54)    0.89 ( 0.22, 3.59)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      Asia/Pacific                  7/ 404 (  1.7)       16/ 422 (  3.8)      0.46 ( 0.19, 1.10)    0.45 ( 0.18, 1.10)    -0.02 ( -0.05,  0.00)     0.0724                           

                                      Europe                       17/1196 (  1.4)       23/1208 (  1.9)      0.75 ( 0.40, 1.39)    0.74 ( 0.39, 1.40)    -0.00 ( -0.02,  0.01)     0.3551                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1562            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        2/  95 (  2.1)      2.07 ( 0.39,11.00)    2.11 ( 0.38,11.83)     0.02 ( -0.03,  0.07)     0.4393                           

                                      >=45 mL/min/1.73m^2          55/2865 (  1.9)       86/2855 (  3.0)      0.64 ( 0.46, 0.89)    0.63 ( 0.45, 0.89)    -0.01 ( -0.02, -0.00)     0.0077                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2507            

                                      <60 mL/min/1.73m^2           22/ 604 (  3.6)       27/ 658 (  4.1)      0.89 ( 0.51, 1.54)    0.88 ( 0.50, 1.57)    -0.00 ( -0.03,  0.02)     0.6721                           

                                      >=60 mL/min/1.73m^2          37/2353 (  1.6)       61/2292 (  2.7)      0.59 ( 0.39, 0.89)    0.58 ( 0.39, 0.88)    -0.01 ( -0.02, -0.00)     0.0098                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.8540            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        1/   7 ( 14.3)      0.54 ( 0.04, 7.36)    0.50 ( 0.03, 9.46)    -0.07 ( -0.36,  0.23)     1.0000                           

                                      >=30 mL/min/1.73m^2          58/2944 (  2.0)       87/2943 (  3.0)      0.67 ( 0.48, 0.93)    0.66 ( 0.47, 0.92)    -0.01 ( -0.02, -0.00)     0.0147                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0110            

                                      <30 mg/g                     13/ 333 (  3.9)        7/ 352 (  2.0)      1.96 ( 0.79, 4.86)    2.00 ( 0.79, 5.08)     0.02 ( -0.01,  0.05)     0.1370                           

                                      >=30 - <=300 mg/g            27/2016 (  1.3)       59/2011 (  2.9)      0.46 ( 0.29, 0.72)    0.45 ( 0.28, 0.71)    -0.02 ( -0.03, -0.01)     0.0005                           

                                      >300 mg/g                    18/ 592 (  3.0)       22/ 574 (  3.8)      0.79 ( 0.43, 1.46)    0.79 ( 0.42, 1.48)    -0.01 ( -0.03,  0.01)     0.4577                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8250            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    20/ 907 (  2.2)       31/ 910 (  3.4)      0.65 ( 0.37, 1.13)    0.64 ( 0.36, 1.13)    -0.01 ( -0.03,  0.00)     0.1211                           

                                      >=130 mmHg                   40/2051 (  2.0)       57/2040 (  2.8)      0.70 ( 0.47, 1.04)    0.69 ( 0.46, 1.04)    -0.01 ( -0.02,  0.00)     0.0761                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.0181            

                                      no                           44/2604 (  1.7)       77/2578 (  3.0)      0.57 ( 0.39, 0.82)    0.56 ( 0.38, 0.81)    -0.01 ( -0.02, -0.00)     0.0020                           

                                      yes                          16/ 354 (  4.5)       11/ 372 (  3.0)      1.53 ( 0.72, 3.25)    1.55 ( 0.71, 3.40)     0.02 ( -0.01,  0.05)     0.2663                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         32/2958 (  1.1)       39/2950 (  1.3)      0.82 ( 0.51, 1.30)    0.82 ( 0.51, 1.31)    -0.00 ( -0.01,  0.00)     0.3969                           

 disorders, PT: Hypoglycaemia                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6381            

                                      <=65 years                   16/1690 (  0.9)       17/1660 (  1.0)      0.92 ( 0.47, 1.82)    0.92 ( 0.47, 1.83)    -0.00 ( -0.01,  0.01)     0.8207                           

                                      >65 years                    16/1268 (  1.3)       22/1290 (  1.7)      0.74 ( 0.39, 1.40)    0.74 ( 0.39, 1.41)    -0.00 ( -0.01,  0.01)     0.3539                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4990            

                                      male                         22/2026 (  1.1)       29/1970 (  1.5)      0.74 ( 0.43, 1.28)    0.73 ( 0.42, 1.28)    -0.00 ( -0.01,  0.00)     0.2769                           

                                      female                       10/ 932 (  1.1)       10/ 980 (  1.0)      1.05 ( 0.44, 2.51)    1.05 ( 0.44, 2.54)     0.00 ( -0.01,  0.01)     0.9101                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3866            

                                      White                        23/2305 (  1.0)       28/2263 (  1.2)      0.81 ( 0.47, 1.40)    0.80 ( 0.46, 1.40)    -0.00 ( -0.01,  0.00)     0.4413                           

                                      Black Or African American     1/ 103 (  1.0)        3/ 116 (  2.6)      0.38 ( 0.04, 3.55)    0.37 ( 0.04, 3.61)    -0.02 ( -0.05,  0.02)     0.6242                           

                                      Asian                         6/ 440 (  1.4)        8/ 458 (  1.7)      0.78 ( 0.27, 2.23)    0.78 ( 0.27, 2.26)    -0.00 ( -0.02,  0.02)     0.6434                           

                                      Other                         2/ 110 (  1.8)        0/ 113 (  0.0)      5.14 ( 0.25,105.8)    5.23 ( 0.25,110.2)     0.02 ( -0.01,  0.04)     0.2422                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6754            

                                      North America                15/ 997 (  1.5)       23/ 998 (  2.3)      0.65 ( 0.34, 1.24)    0.65 ( 0.34, 1.25)    -0.01 ( -0.02,  0.01)     0.1913                           

                                      Latin America                 4/ 361 (  1.1)        2/ 322 (  0.6)      1.78 ( 0.33, 9.67)    1.79 ( 0.33, 9.85)     0.00 ( -0.01,  0.02)     0.6892                           

                                      Asia/Pacific                  5/ 404 (  1.2)        5/ 422 (  1.2)      1.04 ( 0.30, 3.58)    1.05 ( 0.30, 3.64)     0.00 ( -0.01,  0.02)     1.0000                           

                                      Europe                        8/1196 (  0.7)        9/1208 (  0.7)      0.90 ( 0.35, 2.32)    0.90 ( 0.34, 2.33)    -0.00 ( -0.01,  0.01)     0.8238                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.2562            

                                      <45 mL/min/1.73m^2            1/  92 (  1.1)        0/  95 (  0.0)      3.10 ( 0.13,75.06)    3.13 ( 0.13,77.85)     0.01 ( -0.01,  0.03)     0.4920                           

                                      >=45 mL/min/1.73m^2          31/2865 (  1.1)       39/2855 (  1.4)      0.79 ( 0.50, 1.27)    0.79 ( 0.49, 1.27)    -0.00 ( -0.01,  0.00)     0.3287                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0655            

                                      <60 mL/min/1.73m^2           14/ 604 (  2.3)       10/ 658 (  1.5)      1.53 ( 0.68, 3.41)    1.54 ( 0.68, 3.49)     0.01 ( -0.01,  0.03)     0.2999                           

                                      >=60 mL/min/1.73m^2          18/2353 (  0.8)       29/2292 (  1.3)      0.60 ( 0.34, 1.09)    0.60 ( 0.33, 1.09)    -0.01 ( -0.01,  0.00)     0.0885                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          32/2944 (  1.1)       39/2943 (  1.3)      0.82 ( 0.52, 1.31)    0.82 ( 0.51, 1.31)    -0.00 ( -0.01,  0.00)     0.4025                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0133            

                                      <30 mg/g                      9/ 333 (  2.7)        2/ 352 (  0.6)      4.76 ( 1.04,21.85)    4.86 ( 1.04,22.67)     0.02 ( -0.00,  0.05)     0.0264                           

                                      >=30 - <=300 mg/g            14/2016 (  0.7)       27/2011 (  1.3)      0.52 ( 0.27, 0.98)    0.51 ( 0.27, 0.98)    -0.01 ( -0.01,  0.00)     0.0405                           

                                      >300 mg/g                     8/ 592 (  1.4)       10/ 574 (  1.7)      0.78 ( 0.31, 1.95)    0.77 ( 0.30, 1.97)    -0.00 ( -0.02,  0.01)     0.5886                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8201            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                     9/ 907 (  1.0)       12/ 910 (  1.3)      0.75 ( 0.32, 1.78)    0.75 ( 0.31, 1.79)    -0.00 ( -0.01,  0.01)     0.5153                           

                                      >=130 mmHg                   23/2051 (  1.1)       27/2040 (  1.3)      0.85 ( 0.49, 1.47)    0.85 ( 0.48, 1.48)    -0.00 ( -0.01,  0.01)     0.5564                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2493            

                                      no                           22/2604 (  0.8)       31/2578 (  1.2)      0.70 ( 0.41, 1.21)    0.70 ( 0.40, 1.21)    -0.00 ( -0.01,  0.00)     0.2008                           

                                      yes                          10/ 354 (  2.8)        8/ 372 (  2.2)      1.31 ( 0.52, 3.29)    1.32 ( 0.52, 3.39)     0.01 ( -0.02,  0.03)     0.5595                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Musculoskeletal and          Overall                         51/2958 (  1.7)       52/2950 (  1.8)      0.98 ( 0.67, 1.43)    0.98 ( 0.66, 1.44)    -0.00 ( -0.01,  0.01)     0.9098                           

 connective tissue disorders                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3170            

                                      <=65 years                   27/1690 (  1.6)       22/1660 (  1.3)      1.21 ( 0.69, 2.11)    1.21 ( 0.69, 2.13)     0.00 ( -0.01,  0.01)     0.5116                           

                                      >65 years                    24/1268 (  1.9)       30/1290 (  2.3)      0.81 ( 0.48, 1.38)    0.81 ( 0.47, 1.39)    -0.00 ( -0.02,  0.01)     0.4465                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0858            

                                      male                         29/2026 (  1.4)       37/1970 (  1.9)      0.76 ( 0.47, 1.23)    0.76 ( 0.46, 1.24)    -0.00 ( -0.01,  0.00)     0.2680                           

                                      female                       22/ 932 (  2.4)       15/ 980 (  1.5)      1.54 ( 0.80, 2.95)    1.56 ( 0.80, 3.02)     0.01 ( -0.01,  0.02)     0.1881                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0955            

                                      White                        44/2305 (  1.9)       47/2263 (  2.1)      0.92 ( 0.61, 1.38)    0.92 ( 0.61, 1.39)    -0.00 ( -0.01,  0.01)     0.6846                           

                                      Black Or African American     2/ 103 (  1.9)        5/ 116 (  4.3)      0.45 ( 0.09, 2.27)    0.44 ( 0.08, 2.32)    -0.02 ( -0.07,  0.02)     0.4514                           

                                      Asian                         4/ 440 (  0.9)        0/ 458 (  0.0)      9.37 ( 0.51,173.5)    9.45 ( 0.51,176.1)     0.01 (  0.00,  0.02)     0.0572                           

                                      Other                         1/ 110 (  0.9)        0/ 113 (  0.0)      3.08 ( 0.13,74.83)    3.11 ( 0.13,77.16)     0.01 ( -0.01,  0.03)     0.4933                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4632            

                                      North America                33/ 997 (  3.3)       40/ 998 (  4.0)      0.83 ( 0.53, 1.30)    0.82 ( 0.51, 1.31)    -0.01 ( -0.02,  0.01)     0.4065                           

                                      Latin America                 2/ 361 (  0.6)        1/ 322 (  0.3)      1.78 ( 0.16,19.58)    1.79 ( 0.16,19.81)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  5/ 404 (  1.2)        2/ 422 (  0.5)      2.61 ( 0.51,13.38)    2.63 ( 0.51,13.64)     0.01 ( -0.00,  0.02)     0.2772                           

                                      Europe                       11/1196 (  0.9)        9/1208 (  0.7)      1.23 ( 0.51, 2.97)    1.24 ( 0.51, 3.00)     0.00 ( -0.01,  0.01)     0.6373                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1454            

                                      <45 mL/min/1.73m^2            4/  92 (  4.3)        1/  95 (  1.1)      4.13 ( 0.47,36.27)    4.27 ( 0.47,38.97)     0.03 ( -0.01,  0.08)     0.2063                           

                                      >=45 mL/min/1.73m^2          47/2865 (  1.6)       51/2855 (  1.8)      0.92 ( 0.62, 1.36)    0.92 ( 0.61, 1.37)    -0.00 ( -0.01,  0.01)     0.6708                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4453            

                                      <60 mL/min/1.73m^2           16/ 604 (  2.6)       14/ 658 (  2.1)      1.25 ( 0.61, 2.53)    1.25 ( 0.61, 2.59)     0.01 ( -0.01,  0.02)     0.5438                           

                                      >=60 mL/min/1.73m^2          35/2353 (  1.5)       38/2292 (  1.7)      0.90 ( 0.57, 1.41)    0.90 ( 0.56, 1.42)    -0.00 ( -0.01,  0.01)     0.6405                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          51/2944 (  1.7)       52/2943 (  1.8)      0.98 ( 0.67, 1.44)    0.98 ( 0.66, 1.45)    -0.00 ( -0.01,  0.01)     0.9194                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4395            

                                      <30 mg/g                      6/ 333 (  1.8)       12/ 352 (  3.4)      0.53 ( 0.20, 1.39)    0.52 ( 0.19, 1.40)    -0.02 ( -0.04,  0.01)     0.1890                           

                                      >=30 - <=300 mg/g            36/2016 (  1.8)       34/2011 (  1.7)      1.06 ( 0.66, 1.68)    1.06 ( 0.66, 1.70)     0.00 ( -0.01,  0.01)     0.8176                           

                                      >300 mg/g                     6/ 592 (  1.0)        6/ 574 (  1.0)      0.97 ( 0.31, 2.99)    0.97 ( 0.31, 3.02)    -0.00 ( -0.01,  0.01)     0.9571                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1153            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    14/ 907 (  1.5)       22/ 910 (  2.4)      0.64 ( 0.33, 1.24)    0.63 ( 0.32, 1.24)    -0.01 ( -0.02,  0.01)     0.1814                           

                                      >=130 mmHg                   37/2051 (  1.8)       30/2040 (  1.5)      1.23 ( 0.76, 1.98)    1.23 ( 0.76, 2.00)     0.00 ( -0.00,  0.01)     0.4009                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8651            

                                      no                           41/2604 (  1.6)       42/2578 (  1.6)      0.97 ( 0.63, 1.48)    0.97 ( 0.63, 1.49)    -0.00 ( -0.01,  0.01)     0.8755                           

                                      yes                          10/ 354 (  2.8)       10/ 372 (  2.7)      1.05 ( 0.44, 2.49)    1.05 ( 0.43, 2.56)     0.00 ( -0.03,  0.03)     0.9105                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Neoplasms benign, malignant  Overall                         91/2958 (  3.1)       99/2950 (  3.4)      0.92 ( 0.69, 1.21)    0.91 ( 0.68, 1.22)    -0.00 ( -0.01,  0.01)     0.5426                           

 and unspecified (incl cysts and                                                                                                                                                                                     

 polyps)                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2014            

                                      <=65 years                   42/1690 (  2.5)       36/1660 (  2.2)      1.15 ( 0.74, 1.78)    1.15 ( 0.73, 1.80)     0.00 ( -0.01,  0.01)     0.5436                           

                                      >65 years                    49/1268 (  3.9)       63/1290 (  4.9)      0.79 ( 0.55, 1.14)    0.78 ( 0.53, 1.15)    -0.01 ( -0.03,  0.01)     0.2078                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3863            

                                      male                         69/2026 (  3.4)       68/1970 (  3.5)      0.99 ( 0.71, 1.37)    0.99 ( 0.70, 1.39)    -0.00 ( -0.01,  0.01)     0.9363                           

                                      female                       22/ 932 (  2.4)       31/ 980 (  3.2)      0.75 ( 0.44, 1.28)    0.74 ( 0.43, 1.29)    -0.01 ( -0.02,  0.01)     0.2853                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5917            

                                      White                        81/2305 (  3.5)       89/2263 (  3.9)      0.89 ( 0.67, 1.20)    0.89 ( 0.65, 1.21)    -0.00 ( -0.02,  0.01)     0.4548                           

                                      Black Or African American     2/ 103 (  1.9)        4/ 116 (  3.4)      0.56 ( 0.11, 3.01)    0.55 ( 0.10, 3.09)    -0.02 ( -0.06,  0.03)     0.6865                           

                                      Asian                         6/ 440 (  1.4)        3/ 458 (  0.7)      2.08 ( 0.52, 8.27)    2.10 ( 0.52, 8.44)     0.01 ( -0.01,  0.02)     0.3324                           

                                      Other                         2/ 110 (  1.8)        3/ 113 (  2.7)      0.68 ( 0.12, 4.02)    0.68 ( 0.11, 4.14)    -0.01 ( -0.05,  0.03)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3238            

                                      North America                36/ 997 (  3.6)       34/ 998 (  3.4)      1.06 ( 0.67, 1.68)    1.06 ( 0.66, 1.71)     0.00 ( -0.02,  0.02)     0.8045                           

                                      Latin America                 6/ 361 (  1.7)        2/ 322 (  0.6)      2.68 ( 0.54,13.16)    2.70 ( 0.54,13.49)     0.01 ( -0.01,  0.03)     0.2926                           

                                      Asia/Pacific                 11/ 404 (  2.7)       11/ 422 (  2.6)      1.04 ( 0.46, 2.38)    1.05 ( 0.45, 2.44)     0.00 ( -0.02,  0.03)     0.9175                           

                                      Europe                       38/1196 (  3.2)       52/1208 (  4.3)      0.74 ( 0.49, 1.11)    0.73 ( 0.48, 1.12)    -0.01 ( -0.03,  0.00)     0.1455                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.8805            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        3/  95 (  3.2)      1.03 ( 0.21, 4.99)    1.03 ( 0.20, 5.26)     0.00 ( -0.05,  0.05)     1.0000                           

                                      >=45 mL/min/1.73m^2          88/2865 (  3.1)       96/2855 (  3.4)      0.91 ( 0.69, 1.21)    0.91 ( 0.68, 1.22)    -0.00 ( -0.01,  0.01)     0.5329                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7746            

                                      <60 mL/min/1.73m^2           23/ 604 (  3.8)       29/ 658 (  4.4)      0.86 ( 0.51, 1.48)    0.86 ( 0.49, 1.50)    -0.01 ( -0.03,  0.02)     0.5927                           

                                      >=60 mL/min/1.73m^2          68/2353 (  2.9)       70/2292 (  3.1)      0.95 ( 0.68, 1.31)    0.94 ( 0.67, 1.33)    -0.00 ( -0.01,  0.01)     0.7418                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          91/2944 (  3.1)       99/2943 (  3.4)      0.92 ( 0.69, 1.22)    0.92 ( 0.69, 1.22)    -0.00 ( -0.01,  0.01)     0.5536                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3818            

                                      <30 mg/g                     16/ 333 (  4.8)       16/ 352 (  4.5)      1.06 ( 0.54, 2.08)    1.06 ( 0.52, 2.16)     0.00 ( -0.03,  0.04)     0.8724                           

                                      >=30 - <=300 mg/g            60/2016 (  3.0)       73/2011 (  3.6)      0.82 ( 0.59, 1.15)    0.81 ( 0.58, 1.15)    -0.01 ( -0.02,  0.00)     0.2457                           

                                      >300 mg/g                    15/ 592 (  2.5)       10/ 574 (  1.7)      1.45 ( 0.66, 3.21)    1.47 ( 0.65, 3.29)     0.01 ( -0.01,  0.03)     0.3510                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5756            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    27/ 907 (  3.0)       26/ 910 (  2.9)      1.04 ( 0.61, 1.77)    1.04 ( 0.60, 1.80)     0.00 ( -0.02,  0.02)     0.8795                           

                                      >=130 mmHg                   64/2051 (  3.1)       73/2040 (  3.6)      0.87 ( 0.63, 1.21)    0.87 ( 0.62, 1.22)    -0.00 ( -0.02,  0.01)     0.4156                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.7281            

                                      no                           80/2604 (  3.1)       88/2578 (  3.4)      0.90 ( 0.67, 1.21)    0.90 ( 0.66, 1.22)    -0.00 ( -0.01,  0.01)     0.4880                           

                                      yes                          11/ 354 (  3.1)       11/ 372 (  3.0)      1.05 ( 0.46, 2.39)    1.05 ( 0.45, 2.46)     0.00 ( -0.03,  0.03)     0.9060                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders     Overall                        122/2958 (  4.1)      129/2950 (  4.4)      0.94 ( 0.74, 1.20)    0.94 ( 0.73, 1.21)    -0.00 ( -0.01,  0.01)     0.6359                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7482            

                                      <=65 years                   62/1690 (  3.7)       67/1660 (  4.0)      0.91 ( 0.65, 1.28)    0.91 ( 0.64, 1.29)    -0.00 ( -0.02,  0.01)     0.5805                           

                                      >65 years                    60/1268 (  4.7)       62/1290 (  4.8)      0.98 ( 0.70, 1.39)    0.98 ( 0.68, 1.42)    -0.00 ( -0.02,  0.02)     0.9297                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9874            

                                      male                         87/2026 (  4.3)       90/1970 (  4.6)      0.94 ( 0.70, 1.25)    0.94 ( 0.69, 1.27)    -0.00 ( -0.02,  0.01)     0.6735                           

                                      female                       35/ 932 (  3.8)       39/ 980 (  4.0)      0.94 ( 0.60, 1.48)    0.94 ( 0.59, 1.50)    -0.00 ( -0.02,  0.02)     0.7995                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1313            

                                      White                       101/2305 (  4.4)      100/2263 (  4.4)      0.99 ( 0.76, 1.30)    0.99 ( 0.75, 1.32)    -0.00 ( -0.01,  0.01)     0.9512                           

                                      Black Or African American     5/ 103 (  4.9)        9/ 116 (  7.8)      0.63 ( 0.22, 1.81)    0.61 ( 0.20, 1.87)    -0.03 ( -0.10,  0.05)     0.3816                           

                                      Asian                        16/ 440 (  3.6)       15/ 458 (  3.3)      1.11 ( 0.56, 2.22)    1.11 ( 0.54, 2.28)     0.00 ( -0.02,  0.03)     0.7670                           

                                      Other                         0/ 110 (  0.0)        5/ 113 (  4.4)      0.09 ( 0.01, 1.67)    0.09 ( 0.00, 1.63)    -0.04 ( -0.08, -0.01)     0.0598                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9511            

                                      North America                55/ 997 (  5.5)       62/ 998 (  6.2)      0.89 ( 0.62, 1.26)    0.88 ( 0.61, 1.28)    -0.01 ( -0.03,  0.01)     0.5085                           

                                      Latin America                 4/ 361 (  1.1)        3/ 322 (  0.9)      1.19 ( 0.27, 5.27)    1.19 ( 0.26, 5.36)     0.00 ( -0.01,  0.02)     1.0000                           

                                      Asia/Pacific                 15/ 404 (  3.7)       15/ 422 (  3.6)      1.04 ( 0.52, 2.11)    1.05 ( 0.50, 2.17)     0.00 ( -0.03,  0.03)     0.9033                           

                                      Europe                       48/1196 (  4.0)       49/1208 (  4.1)      0.99 ( 0.67, 1.46)    0.99 ( 0.66, 1.48)    -0.00 ( -0.02,  0.02)     0.9574                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.9085            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        3/  95 (  3.2)      1.03 ( 0.21, 4.99)    1.03 ( 0.20, 5.26)     0.00 ( -0.05,  0.05)     1.0000                           

                                      >=45 mL/min/1.73m^2         119/2865 (  4.2)      126/2855 (  4.4)      0.94 ( 0.74, 1.20)    0.94 ( 0.73, 1.21)    -0.00 ( -0.01,  0.01)     0.6276                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.4977            

                                      <60 mL/min/1.73m^2           34/ 604 (  5.6)       34/ 658 (  5.2)      1.09 ( 0.69, 1.73)    1.09 ( 0.67, 1.78)     0.00 ( -0.02,  0.03)     0.7166                           

                                      >=60 mL/min/1.73m^2          88/2353 (  3.7)       95/2292 (  4.1)      0.90 ( 0.68, 1.20)    0.90 ( 0.67, 1.21)    -0.00 ( -0.02,  0.01)     0.4782                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.1734            

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        1/   7 ( 14.3)      0.19 ( 0.01, 4.15)    0.16 ( 0.01, 4.50)    -0.14 ( -0.40,  0.12)     0.3500                           

                                      >=30 mL/min/1.73m^2         122/2944 (  4.1)      128/2943 (  4.3)      0.95 ( 0.75, 1.21)    0.95 ( 0.74, 1.22)    -0.00 ( -0.01,  0.01)     0.6962                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.1608            

                                      <30 mg/g                     13/ 333 (  3.9)       11/ 352 (  3.1)      1.25 ( 0.57, 2.75)    1.26 ( 0.56, 2.85)     0.01 ( -0.02,  0.04)     0.5798                           

                                      >=30 - <=300 mg/g            72/2016 (  3.6)       90/2011 (  4.5)      0.80 ( 0.59, 1.08)    0.79 ( 0.58, 1.08)    -0.01 ( -0.02,  0.00)     0.1444                           

                                      >300 mg/g                    36/ 592 (  6.1)       26/ 574 (  4.5)      1.34 ( 0.82, 2.19)    1.36 ( 0.81, 2.29)     0.02 ( -0.01,  0.04)     0.2380                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3018            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    41/ 907 (  4.5)       36/ 910 (  4.0)      1.14 ( 0.74, 1.77)    1.15 ( 0.73, 1.82)     0.01 ( -0.01,  0.03)     0.5506                           

                                      >=130 mmHg                   81/2051 (  3.9)       93/2040 (  4.6)      0.87 ( 0.65, 1.16)    0.86 ( 0.63, 1.17)    -0.01 ( -0.02,  0.01)     0.3341                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2134            

                                      no                           97/2604 (  3.7)      109/2578 (  4.2)      0.88 ( 0.67, 1.15)    0.88 ( 0.66, 1.16)    -0.01 ( -0.02,  0.01)     0.3541                           

                                      yes                          25/ 354 (  7.1)       20/ 372 (  5.4)      1.31 ( 0.74, 2.32)    1.34 ( 0.73, 2.45)     0.02 ( -0.02,  0.06)     0.3467                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         34/2958 (  1.1)       30/2950 (  1.0)      1.13 ( 0.69, 1.84)    1.13 ( 0.69, 1.85)     0.00 ( -0.00,  0.01)     0.6229                           

 PT: Cerebrovascular accident                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1668            

                                      <=65 years                   16/1690 (  0.9)       19/1660 (  1.1)      0.83 ( 0.43, 1.60)    0.83 ( 0.42, 1.61)    -0.00 ( -0.01,  0.01)     0.5735                           

                                      >65 years                    18/1268 (  1.4)       11/1290 (  0.9)      1.66 ( 0.79, 3.51)    1.67 ( 0.79, 3.56)     0.01 ( -0.00,  0.02)     0.1758                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9043            

                                      male                         25/2026 (  1.2)       22/1970 (  1.1)      1.10 ( 0.63, 1.95)    1.11 ( 0.62, 1.97)     0.00 ( -0.01,  0.01)     0.7312                           

                                      female                        9/ 932 (  1.0)        8/ 980 (  0.8)      1.18 ( 0.46, 3.05)    1.18 ( 0.46, 3.08)     0.00 ( -0.01,  0.01)     0.7281                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7552            

                                      White                        26/2305 (  1.1)       24/2263 (  1.1)      1.06 ( 0.61, 1.85)    1.06 ( 0.61, 1.86)     0.00 ( -0.01,  0.01)     0.8266                           

                                      Black Or African American     4/ 103 (  3.9)        4/ 116 (  3.4)      1.13 ( 0.29, 4.39)    1.13 ( 0.28, 4.64)     0.00 ( -0.05,  0.05)     1.0000                           

                                      Asian                         4/ 440 (  0.9)        2/ 458 (  0.4)      2.08 ( 0.38,11.31)    2.09 ( 0.38,11.48)     0.00 ( -0.01,  0.02)     0.4428                           

                                      Other                         0/ 110 (  0.0)        0/ 113 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2968            

                                      North America                14/ 997 (  1.4)       19/ 998 (  1.9)      0.74 ( 0.37, 1.46)    0.73 ( 0.37, 1.47)    -0.00 ( -0.02,  0.01)     0.3818                           

                                      Latin America                 1/ 361 (  0.3)        0/ 322 (  0.0)      2.68 ( 0.11,65.48)    2.68 ( 0.11,66.11)     0.00 ( -0.00,  0.01)     1.0000                           

                                      Asia/Pacific                  2/ 404 (  0.5)        1/ 422 (  0.2)      2.09 ( 0.19,22.95)    2.09 ( 0.19,23.19)     0.00 ( -0.01,  0.01)     0.6165                           

                                      Europe                       17/1196 (  1.4)       10/1208 (  0.8)      1.72 ( 0.79, 3.73)    1.73 ( 0.79, 3.79)     0.01 ( -0.00,  0.02)     0.1674                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.1674            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        0/  95 (  0.0)      5.16 ( 0.25,106.1)    5.28 ( 0.25,111.4)     0.02 ( -0.01,  0.05)     0.2407                           

                                      >=45 mL/min/1.73m^2          32/2865 (  1.1)       30/2855 (  1.1)      1.06 ( 0.65, 1.74)    1.06 ( 0.64, 1.76)     0.00 ( -0.01,  0.01)     0.8091                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.2859            

                                      <60 mL/min/1.73m^2           10/ 604 (  1.7)        6/ 658 (  0.9)      1.82 ( 0.66, 4.97)    1.83 ( 0.66, 5.06)     0.01 ( -0.01,  0.02)     0.2383                           

                                      >=60 mL/min/1.73m^2          24/2353 (  1.0)       24/2292 (  1.0)      0.97 ( 0.55, 1.71)    0.97 ( 0.55, 1.72)    -0.00 ( -0.01,  0.01)     0.9271                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          34/2944 (  1.2)       30/2943 (  1.0)      1.13 ( 0.70, 1.85)    1.13 ( 0.69, 1.86)     0.00 ( -0.00,  0.01)     0.6161                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.0399            

                                      <30 mg/g                      5/ 333 (  1.5)        2/ 352 (  0.6)      2.64 ( 0.52,13.53)    2.67 ( 0.51,13.85)     0.01 ( -0.01,  0.02)     0.2743                           

                                      >=30 - <=300 mg/g            15/2016 (  0.7)       23/2011 (  1.1)      0.65 ( 0.34, 1.24)    0.65 ( 0.34, 1.25)    -0.00 ( -0.01,  0.00)     0.1897                           

                                      >300 mg/g                    13/ 592 (  2.2)        5/ 574 (  0.9)      2.52 ( 0.90, 7.03)    2.56 ( 0.91, 7.21)     0.01 ( -0.00,  0.03)     0.0667                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3650            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    15/ 907 (  1.7)       10/ 910 (  1.1)      1.50 ( 0.68, 3.33)    1.51 ( 0.68, 3.39)     0.01 ( -0.01,  0.02)     0.3101                           

                                      >=130 mmHg                   19/2051 (  0.9)       20/2040 (  1.0)      0.94 ( 0.51, 1.77)    0.94 ( 0.50, 1.77)    -0.00 ( -0.01,  0.01)     0.8589                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.4329            

                                      no                           26/2604 (  1.0)       25/2578 (  1.0)      1.03 ( 0.60, 1.78)    1.03 ( 0.59, 1.79)     0.00 ( -0.01,  0.01)     0.9166                           

                                      yes                           8/ 354 (  2.3)        5/ 372 (  1.3)      1.68 ( 0.56, 5.09)    1.70 ( 0.55, 5.24)     0.01 ( -0.01,  0.03)     0.3527                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary disorders  Overall                         72/2958 (  2.4)       83/2950 (  2.8)      0.87 ( 0.63, 1.18)    0.86 ( 0.63, 1.19)    -0.00 ( -0.01,  0.00)     0.3616                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1812            

                                      <=65 years                   32/1690 (  1.9)       45/1660 (  2.7)      0.70 ( 0.45, 1.09)    0.69 ( 0.44, 1.10)    -0.01 ( -0.02,  0.00)     0.1145                           

                                      >65 years                    40/1268 (  3.2)       38/1290 (  2.9)      1.07 ( 0.69, 1.66)    1.07 ( 0.68, 1.68)     0.00 ( -0.01,  0.02)     0.7588                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0598            

                                      male                         46/2026 (  2.3)       63/1970 (  3.2)      0.71 ( 0.49, 1.03)    0.70 ( 0.48, 1.03)    -0.01 ( -0.02,  0.00)     0.0720                           

                                      female                       26/ 932 (  2.8)       20/ 980 (  2.0)      1.37 ( 0.77, 2.43)    1.38 ( 0.76, 2.48)     0.01 ( -0.01,  0.02)     0.2856                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2498            

                                      White                        63/2305 (  2.7)       74/2263 (  3.3)      0.84 ( 0.60, 1.16)    0.83 ( 0.59, 1.17)    -0.01 ( -0.02,  0.00)     0.2876                           

                                      Black Or African American     4/ 103 (  3.9)        3/ 116 (  2.6)      1.50 ( 0.34, 6.55)    1.52 ( 0.33, 6.97)     0.01 ( -0.03,  0.06)     0.7090                           

                                      Asian                         5/ 440 (  1.1)        3/ 458 (  0.7)      1.73 ( 0.42, 7.22)    1.74 ( 0.41, 7.34)     0.00 ( -0.01,  0.02)     0.4979                           

                                      Other                         0/ 110 (  0.0)        3/ 113 (  2.7)      0.15 ( 0.01, 2.81)    0.14 ( 0.01, 2.80)    -0.03 ( -0.06,  0.00)     0.2468                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5115            

                                      North America                44/ 997 (  4.4)       41/ 998 (  4.1)      1.07 ( 0.71, 1.63)    1.08 ( 0.70, 1.66)     0.00 ( -0.02,  0.02)     0.7360                           

                                      Latin America                 2/ 361 (  0.6)        2/ 322 (  0.6)      0.89 ( 0.13, 6.30)    0.89 ( 0.12, 6.36)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  6/ 404 (  1.5)        8/ 422 (  1.9)      0.78 ( 0.27, 2.24)    0.78 ( 0.27, 2.27)    -0.00 ( -0.03,  0.02)     0.6479                           

                                      Europe                       20/1196 (  1.7)       32/1208 (  2.6)      0.63 ( 0.36, 1.10)    0.63 ( 0.36, 1.10)    -0.01 ( -0.02,  0.00)     0.0998                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4604            

                                      <45 mL/min/1.73m^2            6/  92 (  6.5)       10/  95 ( 10.5)      0.62 ( 0.23, 1.64)    0.59 ( 0.21, 1.70)    -0.04 ( -0.13,  0.05)     0.3290                           

                                      >=45 mL/min/1.73m^2          66/2865 (  2.3)       73/2855 (  2.6)      0.90 ( 0.65, 1.25)    0.90 ( 0.64, 1.26)    -0.00 ( -0.01,  0.01)     0.5340                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.0331            

                                      <60 mL/min/1.73m^2           37/ 604 (  6.1)       31/ 658 (  4.7)      1.30 ( 0.82, 2.07)    1.32 ( 0.81, 2.16)     0.01 ( -0.01,  0.04)     0.2664                           

                                      >=60 mL/min/1.73m^2          35/2353 (  1.5)       52/2292 (  2.3)      0.66 ( 0.43, 1.00)    0.65 ( 0.42, 1.00)    -0.01 ( -0.02,  0.00)     0.0496                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.4169            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2          71/2944 (  2.4)       83/2943 (  2.8)      0.86 ( 0.63, 1.17)    0.85 ( 0.62, 1.17)    -0.00 ( -0.01,  0.00)     0.3261                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4037            

                                      <30 mg/g                     13/ 333 (  3.9)       10/ 352 (  2.8)      1.37 ( 0.61, 3.09)    1.39 ( 0.60, 3.21)     0.01 ( -0.02,  0.04)     0.4405                           

                                      >=30 - <=300 mg/g            34/2016 (  1.7)       42/2011 (  2.1)      0.81 ( 0.52, 1.26)    0.80 ( 0.51, 1.27)    -0.00 ( -0.01,  0.00)     0.3486                           

                                      >300 mg/g                    23/ 592 (  3.9)       31/ 574 (  5.4)      0.72 ( 0.42, 1.22)    0.71 ( 0.41, 1.23)    -0.02 ( -0.04,  0.01)     0.2185                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9662            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    27/ 907 (  3.0)       31/ 910 (  3.4)      0.87 ( 0.53, 1.45)    0.87 ( 0.51, 1.47)    -0.00 ( -0.02,  0.01)     0.6024                           

                                      >=130 mmHg                   45/2051 (  2.2)       52/2040 (  2.5)      0.86 ( 0.58, 1.28)    0.86 ( 0.57, 1.28)    -0.00 ( -0.01,  0.01)     0.4556                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.2927            

                                      no                           52/2604 (  2.0)       65/2578 (  2.5)      0.79 ( 0.55, 1.14)    0.79 ( 0.54, 1.14)    -0.01 ( -0.01,  0.00)     0.2039                           

                                      yes                          20/ 354 (  5.6)       18/ 372 (  4.8)      1.17 ( 0.63, 2.17)    1.18 ( 0.61, 2.27)     0.01 ( -0.03,  0.04)     0.6241                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         43/2958 (  1.5)       43/2950 (  1.5)      1.00 ( 0.66, 1.52)    1.00 ( 0.65, 1.53)    -0.00 ( -0.01,  0.01)     0.9899                           

 disorders, PT: Acute kidney                                                                                                                                                                                         

 injury                                                                                                                                                                                                              

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1649            

                                      <=65 years                   17/1690 (  1.0)       23/1660 (  1.4)      0.73 ( 0.39, 1.35)    0.72 ( 0.38, 1.36)    -0.00 ( -0.01,  0.00)     0.3119                           

                                      >65 years                    26/1268 (  2.1)       20/1290 (  1.6)      1.32 ( 0.74, 2.36)    1.33 ( 0.74, 2.39)     0.01 ( -0.01,  0.02)     0.3414                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0394            

                                      male                         26/2026 (  1.3)       34/1970 (  1.7)      0.74 ( 0.45, 1.23)    0.74 ( 0.44, 1.24)    -0.00 ( -0.01,  0.00)     0.2502                           

                                      female                       17/ 932 (  1.8)        9/ 980 (  0.9)      1.99 ( 0.89, 4.43)    2.00 ( 0.89, 4.52)     0.01 ( -0.00,  0.02)     0.0875                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2188            

                                      White                        37/2305 (  1.6)       39/2263 (  1.7)      0.93 ( 0.60, 1.46)    0.93 ( 0.59, 1.46)    -0.00 ( -0.01,  0.01)     0.7549                           

                                      Black Or African American     3/ 103 (  2.9)        1/ 116 (  0.9)      3.38 ( 0.36,31.98)    3.45 ( 0.35,33.70)     0.02 ( -0.02,  0.06)     0.3442                           

                                      Asian                         3/ 440 (  0.7)        1/ 458 (  0.2)      3.12 ( 0.33,29.91)    3.14 ( 0.33,30.28)     0.00 ( -0.00,  0.01)     0.3644                           

                                      Other                         0/ 110 (  0.0)        2/ 113 (  1.8)      0.21 ( 0.01, 4.23)    0.20 ( 0.01, 4.25)    -0.02 ( -0.04,  0.01)     0.4978                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8688            

                                      North America                27/ 997 (  2.7)       25/ 998 (  2.5)      1.08 ( 0.63, 1.85)    1.08 ( 0.62, 1.88)     0.00 ( -0.01,  0.02)     0.7759                           

                                      Latin America                 2/ 361 (  0.6)        1/ 322 (  0.3)      1.78 ( 0.16,19.58)    1.79 ( 0.16,19.81)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  5/ 404 (  1.2)        5/ 422 (  1.2)      1.04 ( 0.30, 3.58)    1.05 ( 0.30, 3.64)     0.00 ( -0.01,  0.02)     1.0000                           

                                      Europe                        9/1196 (  0.8)       12/1208 (  1.0)      0.76 ( 0.32, 1.79)    0.76 ( 0.32, 1.80)    -0.00 ( -0.01,  0.01)     0.5258                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4137            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        4/  95 (  4.2)      0.52 ( 0.10, 2.75)    0.51 ( 0.09, 2.83)    -0.02 ( -0.07,  0.03)     0.6826                           

                                      >=45 mL/min/1.73m^2          41/2865 (  1.4)       39/2855 (  1.4)      1.05 ( 0.68, 1.62)    1.05 ( 0.67, 1.63)     0.00 ( -0.01,  0.01)     0.8341                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.6310            

                                      <60 mL/min/1.73m^2           18/ 604 (  3.0)       17/ 658 (  2.6)      1.15 ( 0.60, 2.22)    1.16 ( 0.59, 2.27)     0.00 ( -0.02,  0.02)     0.6684                           

                                      >=60 mL/min/1.73m^2          25/2353 (  1.1)       26/2292 (  1.1)      0.94 ( 0.54, 1.62)    0.94 ( 0.54, 1.63)    -0.00 ( -0.01,  0.01)     0.8141                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          43/2944 (  1.5)       43/2943 (  1.5)      1.00 ( 0.66, 1.52)    1.00 ( 0.65, 1.53)    -0.00 ( -0.01,  0.01)     0.9987                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3574            

                                      <30 mg/g                      6/ 333 (  1.8)        7/ 352 (  2.0)      0.91 ( 0.31, 2.67)    0.90 ( 0.30, 2.72)    -0.00 ( -0.03,  0.02)     0.8579                           

                                      >=30 - <=300 mg/g            20/2016 (  1.0)       26/2011 (  1.3)      0.77 ( 0.43, 1.37)    0.76 ( 0.43, 1.37)    -0.00 ( -0.01,  0.00)     0.3691                           

                                      >300 mg/g                    16/ 592 (  2.7)       10/ 574 (  1.7)      1.55 ( 0.71, 3.39)    1.57 ( 0.70, 3.48)     0.01 ( -0.01,  0.03)     0.2670                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3845            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    15/ 907 (  1.7)       19/ 910 (  2.1)      0.79 ( 0.41, 1.55)    0.79 ( 0.40, 1.56)    -0.00 ( -0.02,  0.01)     0.4949                           

                                      >=130 mmHg                   28/2051 (  1.4)       24/2040 (  1.2)      1.16 ( 0.68, 1.99)    1.16 ( 0.67, 2.01)     0.00 ( -0.01,  0.01)     0.5901                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3771            

                                      no                           31/2604 (  1.2)       34/2578 (  1.3)      0.90 ( 0.56, 1.46)    0.90 ( 0.55, 1.47)    -0.00 ( -0.01,  0.01)     0.6780                           

                                      yes                          12/ 354 (  3.4)        9/ 372 (  2.4)      1.40 ( 0.60, 3.28)    1.42 ( 0.59, 3.40)     0.01 ( -0.02,  0.04)     0.4358                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                         70/2958 (  2.4)       86/2950 (  2.9)      0.81 ( 0.59, 1.11)    0.81 ( 0.59, 1.11)    -0.01 ( -0.01,  0.00)     0.1884                           

 mediastinal disorders                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8133            

                                      <=65 years                   31/1690 (  1.8)       39/1660 (  2.3)      0.78 ( 0.49, 1.25)    0.78 ( 0.48, 1.25)    -0.01 ( -0.02,  0.01)     0.2974                           

                                      >65 years                    39/1268 (  3.1)       47/1290 (  3.6)      0.84 ( 0.56, 1.28)    0.84 ( 0.54, 1.29)    -0.01 ( -0.02,  0.01)     0.4259                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4668            

                                      male                         49/2026 (  2.4)       54/1970 (  2.7)      0.88 ( 0.60, 1.29)    0.88 ( 0.59, 1.30)    -0.00 ( -0.01,  0.01)     0.5201                           

                                      female                       21/ 932 (  2.3)       32/ 980 (  3.3)      0.69 ( 0.40, 1.19)    0.68 ( 0.39, 1.19)    -0.01 ( -0.03,  0.01)     0.1780                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3774            

                                      White                        61/2305 (  2.6)       67/2263 (  3.0)      0.89 ( 0.63, 1.26)    0.89 ( 0.63, 1.27)    -0.00 ( -0.01,  0.01)     0.5200                           

                                      Black Or African American     2/ 103 (  1.9)        8/ 116 (  6.9)      0.28 ( 0.06, 1.30)    0.27 ( 0.06, 1.29)    -0.05 ( -0.10,  0.00)     0.1075                           

                                      Asian                         3/ 440 (  0.7)        3/ 458 (  0.7)      1.04 ( 0.21, 5.13)    1.04 ( 0.21, 5.19)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Other                         4/ 110 (  3.6)        8/ 113 (  7.1)      0.51 ( 0.16, 1.66)    0.50 ( 0.14, 1.69)    -0.03 ( -0.11,  0.04)     0.2557                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4805            

                                      North America                37/ 997 (  3.7)       55/ 998 (  5.5)      0.67 ( 0.45, 1.01)    0.66 ( 0.43, 1.01)    -0.02 ( -0.04,  0.00)     0.0554                           

                                      Latin America                 8/ 361 (  2.2)        9/ 322 (  2.8)      0.79 ( 0.31, 2.03)    0.79 ( 0.30, 2.07)    -0.01 ( -0.03,  0.02)     0.6281                           

                                      Asia/Pacific                  3/ 404 (  0.7)        2/ 422 (  0.5)      1.57 ( 0.26, 9.33)    1.57 ( 0.26, 9.45)     0.00 ( -0.01,  0.01)     0.6802                           

                                      Europe                       22/1196 (  1.8)       20/1208 (  1.7)      1.11 ( 0.61, 2.02)    1.11 ( 0.60, 2.05)     0.00 ( -0.01,  0.01)     0.7309                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.3378            

                                      <45 mL/min/1.73m^2            3/  92 (  3.3)        7/  95 (  7.4)      0.44 ( 0.12, 1.66)    0.42 ( 0.11, 1.69)    -0.04 ( -0.10,  0.02)     0.3309                           

                                      >=45 mL/min/1.73m^2          67/2865 (  2.3)       79/2855 (  2.8)      0.85 ( 0.61, 1.17)    0.84 ( 0.61, 1.17)    -0.00 ( -0.01,  0.00)     0.3043                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.7763            

                                      <60 mL/min/1.73m^2           21/ 604 (  3.5)       26/ 658 (  4.0)      0.88 ( 0.50, 1.55)    0.88 ( 0.49, 1.57)    -0.00 ( -0.03,  0.02)     0.6566                           

                                      >=60 mL/min/1.73m^2          49/2353 (  2.1)       60/2292 (  2.6)      0.80 ( 0.55, 1.16)    0.79 ( 0.54, 1.16)    -0.01 ( -0.01,  0.00)     0.2282                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                        0.4022            

                                      <30 mL/min/1.73m^2            1/  13 (  7.7)        0/   7 (  0.0)      1.71 ( 0.08,37.32)    1.80 ( 0.06,50.10)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >=30 mL/min/1.73m^2          69/2944 (  2.3)       86/2943 (  2.9)      0.80 ( 0.59, 1.10)    0.80 ( 0.58, 1.10)    -0.01 ( -0.01,  0.00)     0.1658                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.4935            

                                      <30 mg/g                     10/ 333 (  3.0)        8/ 352 (  2.3)      1.32 ( 0.53, 3.31)    1.33 ( 0.52, 3.41)     0.01 ( -0.02,  0.04)     0.5507                           

                                      >=30 - <=300 mg/g            36/2016 (  1.8)       47/2011 (  2.3)      0.76 ( 0.50, 1.17)    0.76 ( 0.49, 1.18)    -0.01 ( -0.01,  0.00)     0.2182                           

                                      >300 mg/g                    22/ 592 (  3.7)       30/ 574 (  5.2)      0.71 ( 0.42, 1.22)    0.70 ( 0.40, 1.23)    -0.02 ( -0.04,  0.01)     0.2118                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4080            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    20/ 907 (  2.2)       30/ 910 (  3.3)      0.67 ( 0.38, 1.17)    0.66 ( 0.37, 1.17)    -0.01 ( -0.03,  0.01)     0.1551                           

                                      >=130 mmHg                   50/2051 (  2.4)       56/2040 (  2.7)      0.89 ( 0.61, 1.29)    0.89 ( 0.60, 1.30)    -0.00 ( -0.01,  0.01)     0.5363                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.3046            

                                      no                           53/2604 (  2.0)       70/2578 (  2.7)      0.75 ( 0.53, 1.07)    0.74 ( 0.52, 1.07)    -0.01 ( -0.02,  0.00)     0.1079                           

                                      yes                          17/ 354 (  4.8)       16/ 372 (  4.3)      1.12 ( 0.57, 2.18)    1.12 ( 0.56, 2.26)     0.01 ( -0.03,  0.04)     0.7461                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=2958)_ __Placebo (N=2950)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Vascular disorders           Overall                         80/2958 (  2.7)       87/2950 (  2.9)      0.92 ( 0.68, 1.24)    0.91 ( 0.67, 1.24)    -0.00 ( -0.01,  0.01)     0.5706                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8894            

                                      <=65 years                   42/1690 (  2.5)       44/1660 (  2.7)      0.94 ( 0.62, 1.42)    0.94 ( 0.61, 1.44)    -0.00 ( -0.01,  0.01)     0.7622                           

                                      >65 years                    38/1268 (  3.0)       43/1290 (  3.3)      0.90 ( 0.59, 1.38)    0.90 ( 0.58, 1.40)    -0.00 ( -0.02,  0.01)     0.6271                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5357            

                                      male                         59/2026 (  2.9)       59/1970 (  3.0)      0.97 ( 0.68, 1.39)    0.97 ( 0.67, 1.40)    -0.00 ( -0.01,  0.01)     0.8772                           

                                      female                       21/ 932 (  2.3)       28/ 980 (  2.9)      0.79 ( 0.45, 1.38)    0.78 ( 0.44, 1.39)    -0.01 ( -0.02,  0.01)     0.4037                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5867            

                                      White                        70/2305 (  3.0)       78/2263 (  3.4)      0.88 ( 0.64, 1.21)    0.88 ( 0.63, 1.22)    -0.00 ( -0.01,  0.01)     0.4341                           

                                      Black Or African American     1/ 103 (  1.0)        3/ 116 (  2.6)      0.38 ( 0.04, 3.55)    0.37 ( 0.04, 3.61)    -0.02 ( -0.05,  0.02)     0.6242                           

                                      Asian                         5/ 440 (  1.1)        4/ 458 (  0.9)      1.30 ( 0.35, 4.81)    1.30 ( 0.35, 4.89)     0.00 ( -0.01,  0.02)     0.7482                           

                                      Other                         4/ 110 (  3.6)        2/ 113 (  1.8)      2.05 ( 0.38,10.99)    2.09 ( 0.38,11.67)     0.02 ( -0.02,  0.06)     0.4415                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8057            

                                      North America                42/ 997 (  4.2)       44/ 998 (  4.4)      0.96 ( 0.63, 1.44)    0.95 ( 0.62, 1.47)    -0.00 ( -0.02,  0.02)     0.8292                           

                                      Latin America                 6/ 361 (  1.7)        7/ 322 (  2.2)      0.76 ( 0.26, 2.25)    0.76 ( 0.25, 2.29)    -0.01 ( -0.03,  0.02)     0.6253                           

                                      Asia/Pacific                  8/ 404 (  2.0)        6/ 422 (  1.4)      1.39 ( 0.49, 3.98)    1.40 ( 0.48, 4.07)     0.01 ( -0.02,  0.03)     0.5345                           

                                      Europe                       24/1196 (  2.0)       30/1208 (  2.5)      0.81 ( 0.48, 1.37)    0.80 ( 0.47, 1.38)    -0.00 ( -0.02,  0.01)     0.4304                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 1                                                                                                                                        0.4876            

                                      <45 mL/min/1.73m^2            2/  92 (  2.2)        1/  95 (  1.1)      2.07 ( 0.19,22.39)    2.09 ( 0.19,23.44)     0.01 ( -0.02,  0.05)     0.6170                           

                                      >=45 mL/min/1.73m^2          78/2865 (  2.7)       86/2855 (  3.0)      0.90 ( 0.67, 1.22)    0.90 ( 0.66, 1.23)    -0.00 ( -0.01,  0.01)     0.5115                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 2                                                                                                                                        0.5241            

                                      <60 mL/min/1.73m^2           21/ 604 (  3.5)       21/ 658 (  3.2)      1.09 ( 0.60, 1.97)    1.09 ( 0.59, 2.02)     0.00 ( -0.02,  0.02)     0.7778                           

                                      >=60 mL/min/1.73m^2          59/2353 (  2.5)       66/2292 (  2.9)      0.87 ( 0.62, 1.23)    0.87 ( 0.61, 1.24)    -0.00 ( -0.01,  0.01)     0.4333                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Subgroup 3                                                                                                                                         NE               

                                      <30 mL/min/1.73m^2            0/  13 (  0.0)        0/   7 (  0.0)        NE                    NE                    NE                                                       

                                      >=30 mL/min/1.73m^2          80/2944 (  2.7)       87/2943 (  3.0)      0.92 ( 0.68, 1.24)    0.92 ( 0.67, 1.25)    -0.00 ( -0.01,  0.01)     0.5811                           

                                                                                                                                                                                                                     

                                   Baseline Alb./Creat. Ratio                                                                                                                                      0.3719            

                                      <30 mg/g                     10/ 333 (  3.0)        6/ 352 (  1.7)      1.76 ( 0.65, 4.79)    1.79 ( 0.64, 4.97)     0.01 ( -0.01,  0.04)     0.2611                           

                                      >=30 - <=300 mg/g            51/2016 (  2.5)       61/2011 (  3.0)      0.83 ( 0.58, 1.20)    0.83 ( 0.57, 1.21)    -0.01 ( -0.02,  0.01)     0.3313                           

                                      >300 mg/g                    18/ 592 (  3.0)       18/ 574 (  3.1)      0.97 ( 0.51, 1.84)    0.97 ( 0.50, 1.88)    -0.00 ( -0.02,  0.02)     0.9251                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9024            

                                   Pressure                                                                                                                                                                          

                                      <130 mmHg                    30/ 907 (  3.3)       32/ 910 (  3.5)      0.94 ( 0.58, 1.53)    0.94 ( 0.57, 1.56)    -0.00 ( -0.02,  0.02)     0.8063                           

                                      >=130 mmHg                   50/2051 (  2.4)       55/2040 (  2.7)      0.90 ( 0.62, 1.32)    0.90 ( 0.61, 1.33)    -0.00 ( -0.01,  0.01)     0.6015                           

                                                                                                                                                                                                                     

                                   History of heart failure                                                                                                                                        0.8860            

                                      no                           64/2604 (  2.5)       68/2578 (  2.6)      0.93 ( 0.67, 1.31)    0.93 ( 0.66, 1.31)    -0.00 ( -0.01,  0.01)     0.6810                           

                                      yes                          16/ 354 (  4.5)       19/ 372 (  5.1)      0.88 ( 0.46, 1.69)    0.88 ( 0.44, 1.74)    -0.01 ( -0.04,  0.03)     0.7119                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1693C00001                                                                                                                                                                                                

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Event excluding disease-related events                                                                                                                       

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            _Dapa 10 mg (N=2958)__ ___Placebo (N=2950)___                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                             1321/2958 ( 44.7)      1383/2950 ( 46.9)       0.95 ( 0.90, 1.01)    0.91 ( 0.83, 1.01)    -0.02 ( -0.05,  0.00)       0.0864                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.9588                                  

    <=65 years                        693/1690 ( 41.0)       715/1660 ( 43.1)       0.95 ( 0.88, 1.03)    0.92 ( 0.80, 1.05)    -0.02 ( -0.05,  0.01)       0.2258                                                   

    >65 years                         628/1268 ( 49.5)       668/1290 ( 51.8)       0.96 ( 0.89, 1.03)    0.91 ( 0.78, 1.07)    -0.02 ( -0.06,  0.02)       0.2539                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.8694                                  

    male                              939/2026 ( 46.3)       956/1970 ( 48.5)       0.96 ( 0.89, 1.02)    0.92 ( 0.81, 1.04)    -0.02 ( -0.05,  0.01)       0.1676                                                   

    female                            382/ 932 ( 41.0)       427/ 980 ( 43.6)       0.94 ( 0.85, 1.04)    0.90 ( 0.75, 1.08)    -0.03 ( -0.07,  0.02)       0.2531                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.0665                                  

    White                            1087/2305 ( 47.2)      1102/2263 ( 48.7)       0.97 ( 0.91, 1.03)    0.94 ( 0.84, 1.06)    -0.02 ( -0.04,  0.01)       0.2982                                                   

    Black Or African American          38/ 103 ( 36.9)        66/ 116 ( 56.9)       0.65 ( 0.48, 0.87)    0.44 ( 0.26, 0.76)    -0.20 ( -0.33, -0.06)       0.0032                                                   

    Asian                             153/ 440 ( 34.8)       167/ 458 ( 36.5)       0.95 ( 0.80, 1.14)    0.93 ( 0.71, 1.22)    -0.02 ( -0.08,  0.05)       0.5972                                                   

    Other                              43/ 110 ( 39.1)        48/ 113 ( 42.5)       0.92 ( 0.67, 1.26)    0.87 ( 0.51, 1.48)    -0.03 ( -0.17,  0.10)       0.6077                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.4900                                  

    North America                     515/ 997 ( 51.7)       533/ 998 ( 53.4)       0.97 ( 0.89, 1.05)    0.93 ( 0.78, 1.11)    -0.02 ( -0.06,  0.03)       0.4335                                                   

    Latin America                      91/ 361 ( 25.2)        98/ 322 ( 30.4)       0.83 ( 0.65, 1.06)    0.77 ( 0.55, 1.08)    -0.05 ( -0.12,  0.02)       0.1277                                                   

    Asia/Pacific                      172/ 404 ( 42.6)       172/ 422 ( 40.8)       1.04 ( 0.89, 1.23)    1.08 ( 0.82, 1.42)     0.02 ( -0.05,  0.09)       0.5969                                                   

    Europe                            543/1196 ( 45.4)       580/1208 ( 48.0)       0.95 ( 0.87, 1.03)    0.90 ( 0.77, 1.06)    -0.03 ( -0.07,  0.01)       0.1994                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 1                                                                                                                                                    0.9049                                  

    <45 mL/min/1.73m^2                 53/  92 ( 57.6)        56/  95 ( 58.9)       0.98 ( 0.77, 1.25)    0.95 ( 0.53, 1.69)    -0.01 ( -0.16,  0.13)       0.8531                                                   

    >=45 mL/min/1.73m^2              1267/2865 ( 44.2)      1327/2855 ( 46.5)       0.95 ( 0.90, 1.01)    0.91 ( 0.82, 1.01)    -0.02 ( -0.05,  0.00)       0.0866                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 2                                                                                                                                                    0.8080                                  

    <60 mL/min/1.73m^2                316/ 604 ( 52.3)       354/ 658 ( 53.8)       0.97 ( 0.88, 1.08)    0.94 ( 0.76, 1.18)    -0.01 ( -0.07,  0.04)       0.5985                                                   

    >=60 mL/min/1.73m^2              1004/2353 ( 42.7)      1029/2292 ( 44.9)       0.95 ( 0.89, 1.01)    0.91 ( 0.81, 1.03)    -0.02 ( -0.05,  0.01)       0.1263                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Subgroup 3                                                                                                                                                    0.9226                                  

    <30 mL/min/1.73m^2                  5/  13 ( 38.5)         3/   7 ( 42.9)       0.90 ( 0.30, 2.69)    0.83 ( 0.13, 5.40)    -0.04 ( -0.50,  0.41)       1.0000                                                   

    >=30 mL/min/1.73m^2              1315/2944 ( 44.7)      1380/2943 ( 46.9)       0.95 ( 0.90, 1.01)    0.91 ( 0.83, 1.01)    -0.02 ( -0.05,  0.00)       0.0869                                                   

                                                                                                                                                                                                                     

 Baseline Alb./Creat. Ratio                                                                                                                                                  0.0477                                  

    <30 mg/g                          173/ 333 ( 52.0)       166/ 352 ( 47.2)       1.10 ( 0.95, 1.28)    1.21 ( 0.90, 1.64)     0.05 ( -0.03,  0.12)       0.2102                                                   

    >=30 - <=300 mg/g                 852/2016 ( 42.3)       897/2011 ( 44.6)       0.95 ( 0.88, 1.02)    0.91 ( 0.80, 1.03)    -0.02 ( -0.05,  0.01)       0.1337                                                   

    >300 mg/g                         282/ 592 ( 47.6)       314/ 574 ( 54.7)       0.87 ( 0.78, 0.97)    0.75 ( 0.60, 0.95)    -0.07 ( -0.13, -0.01)       0.0158                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.6753                                  

    <130 mmHg                         405/ 907 ( 44.7)       434/ 910 ( 47.7)       0.94 ( 0.85, 1.03)    0.88 ( 0.74, 1.06)    -0.03 ( -0.08,  0.02)       0.1939                                                   

    >=130 mmHg                        916/2051 ( 44.7)       949/2040 ( 46.5)       0.96 ( 0.90, 1.03)    0.93 ( 0.82, 1.05)    -0.02 ( -0.05,  0.01)       0.2328                                                   

                                                                                                                                                                                                                     

 History of heart failure                                                                                                                                                    0.6515                                  

    no                               1111/2604 ( 42.7)      1149/2578 ( 44.6)       0.96 ( 0.90, 1.02)    0.93 ( 0.83, 1.03)    -0.02 ( -0.05,  0.01)       0.1670                                                   

    yes                               210/ 354 ( 59.3)       234/ 372 ( 62.9)       0.94 ( 0.84, 1.06)    0.86 ( 0.64, 1.16)    -0.04 ( -0.11,  0.04)       0.3227                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

Protocol: AstraZeneca CONFIDENTIAL  Study: D1693C00001                                                                                                                                                               
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to composite of HF hospitalization or CV death                                                                                                                                                      

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                  191/ 962 ( 19.9)       14.25                249/ 964 ( 25.8)       19.28                 0.74 (  0.61,  0.90)    0.0018                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.6835                  

    <= 65 years                                            51/ 235 ( 21.7)       15.93                 74/ 247 ( 30.0)       23.09                 0.68 (  0.48,  0.98)    0.0365                                    

    > 65 years                                            140/ 727 ( 19.3)       13.72                175/ 717 ( 24.4)       18.02                 0.76 (  0.61,  0.95)    0.0161                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.3194                  

    female                                                 46/ 277 ( 16.6)       11.21                 64/ 257 ( 24.9)       18.03                 0.63 (  0.43,  0.93)    0.0178                                    

    male                                                  145/ 685 ( 21.2)       15.59                185/ 707 ( 26.2)       19.75                 0.79 (  0.63,  0.98)    0.0323                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.4660                  

    white                                                 141/ 712 ( 19.8)       14.08                185/ 716 ( 25.8)       18.91                 0.75 (  0.60,  0.93)    0.0091                                    

    black or african american                              10/  44 ( 22.7)       15.12                 15/  46 ( 32.6)       25.66                 0.57 (  0.26,  1.28)    0.1711                                    

    asian                                                  36/ 187 ( 19.3)       14.75                 48/ 187 ( 25.7)       20.73                 0.72 (  0.47,  1.12)    0.1446                                    

    other                                                   4/  19 ( 21.1)       13.96                  1/  15 (  6.7)        4.30                 2.92 (  0.32, 26.37)    0.3174                                    

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.9894                  

    North America                                          26/ 138 ( 18.8)       15.30                 39/ 167 ( 23.4)       19.57                 0.78 (  0.47,  1.28)    0.3155                                    

    South America                                          33/ 185 ( 17.8)       12.44                 46/ 180 ( 25.6)       18.10                 0.70 (  0.45,  1.10)    0.1246                                    

    Europe                                                 96/ 455 ( 21.1)       14.46                118/ 436 ( 27.1)       19.27                 0.75 (  0.57,  0.98)    0.0330                                    

    Asia/Pacific                                           36/ 184 ( 19.6)       14.93                 46/ 181 ( 25.4)       20.37                 0.74 (  0.48,  1.15)    0.1833                                    

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.0802                  

    < 45  mL/min/1.73m^2                                   75/ 362 ( 20.7)       15.16                115/ 357 ( 32.2)       25.17                 0.61 (  0.45,  0.81)    0.0007                                    

    >= 45  mL/min/1.73m^2                                 116/ 600 ( 19.3)       13.72                134/ 607 ( 22.1)       16.05                 0.86 (  0.67,  1.10)    0.2280                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.8561                  

    < 30  mL/min/1.73m^2                                    5/  13 ( 38.5)       33.25                  6/  11 ( 54.5)       50.36                 0.72 (  0.22,  2.38)    0.5909                                    

    >= 30  mL/min/1.73m^                                  186/ 949 ( 19.6)       14.03                243/ 953 ( 25.5)       18.99                 0.74 (  0.61,  0.90)    0.0022                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.3754                  

    < 130 mmHg                                            143/ 662 ( 21.6)       15.74                180/ 678 ( 26.5)       20.08                 0.78 (  0.63,  0.97)    0.0276                                    

    >=130 mmHg                                             48/ 300 ( 16.0)       11.12                 69/ 286 ( 24.1)       17.46                 0.65 (  0.45,  0.93)    0.0188                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.4693                  

    yes                                                   114/ 482 ( 23.7)       17.35                142/ 500 ( 28.4)       21.98                 0.79 (  0.61,  1.01)    0.0553                                    

    no                                                     77/ 480 ( 16.0)       11.27                107/ 464 ( 23.1)       16.57                 0.68 (  0.51,  0.92)    0.0102                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

962 931 889 861 792 629 461 248 82 4 0

964 903 860 822 744 589 452 258 83 3 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment
 

 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

235 226 212 201 190 149 111 59 20 0

247 227 211 202 187 142 113 63 24 1 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Age: <= 65 years

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

727 705 677 660 602 480 350 189 62 4 0

717 676 649 620 557 447 339 195 59 2 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Age: > 65 years

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

277 270 258 253 240 204 161 95 31 0

257 243 229 220 204 167 133 77 24 1 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.70

0.75

0.80

0.85

0.90

0.95

1.00

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Gender: female

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

685 661 631 608 552 425 300 153 51 4 0

707 660 631 602 540 422 319 181 59 2 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.6

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Gender: male

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

712 686 653 630 581 477 364 191 74 3 0

716 675 644 614 553 456 353 201 79 3 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Race: white

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

44 44 43 42 35 29 27 20 2 0

46 43 40 37 31 22 20 17 2 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.6

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Race: black or african american

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

187 183 176 172 160 107 56 29 6 1 0

187 171 162 157 148 99 69 31 1 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Race: asian

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

19 18 17 17 16 16 14 8 0

15 14 14 14 12 12 10 9 1 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Race: other

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

138 134 127 122 82 66 45 27 8 1 0

167 154 144 134 98 73 56 40 19 2 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.6

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Geographic region: North America

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

185 178 169 164 160 134 114 60 0

180 172 167 158 151 124 109 49 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.70

0.75

0.80

0.85

0.90

0.95

1.00

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Geographic region: South America

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

455 439 420 406 390 322 247 132 68 2 0

436 411 392 377 350 294 219 139 63 1 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Geographic region: Europe

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

184 180 173 169 160 107 55 29 6 1 0

181 166 157 153 145 98 68 30 1 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Geographic region: Asia/Pacific

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

362 349 331 320 289 232 168 89 27 2 0

357 332 314 290 261 199 148 87 28 2 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.6

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Baseline eGFR: < 45  mL/min/1.73m^2

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

600 582 558 541 503 397 293 159 55 2 0

607 571 546 532 483 390 304 171 55 1 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Baseline eGFR: >= 45  mL/min/1.73m^2

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

13 11 11 9 7 6 5 2 2 0

11 10 9 9 7 4 3 1 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.4

0.5

0.6

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Baseline eGFR Group 2: < 30  mL/min/1.73m^2

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

949 920 878 852 785 623 456 246 80 4 0

953 893 851 813 737 585 449 257 83 3 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Baseline eGFR Group 2: >= 30  mL/min/1.73m^

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

662 638 611 590 537 427 307 158 46 2 0

678 628 600 573 515 411 312 174 51 2 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.6

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Baseline Systolic Blood Pressure: < 130 mmHg

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

300 293 278 271 255 202 154 90 36 2 0

286 275 260 249 229 178 140 84 32 1 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.70

0.75

0.80

0.85

0.90

0.95

1.00

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Baseline Systolic Blood Pressure: >=130 mmHg

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

482 465 441 425 381 304 223 111 35 3 0

500 464 442 416 372 283 217 120 39 1 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.6

0.7

0.8

0.9

1.0

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Type 2 diabetes at baseline: yes

 
 

 

  



 

 

AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Kaplan Meier Plot of time to composite of HF hospitalization or CV death 

Full Analysis Set 

 

480 466 448 436 411 325 238 137 47 1 0

464 439 418 406 372 306 235 138 44 2 0

0 3 6 9 12 15 18 21 24 27 30

Time to event (Months)

0.75

0.80

0.85

0.90

0.95

1.00

S
u
rv

iv
a
l 
D

is
tr

ib
u
ti
o
n
 F

u
n
c
ti
o
n

Dapa 10 mg

Placebo

PlaceboDapa 10 mgTreatment

Type 2 diabetes at baseline: no

 
 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to HF hospitalization                                                                                                                                                                               

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                  118/ 962 ( 12.3)        8.80                168/ 964 ( 17.4)       13.01                 0.68 (  0.54,  0.86)    0.0013                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.6952                  

    <= 65 years                                            33/ 235 ( 14.0)       10.30                 53/ 247 ( 21.5)       16.54                 0.63 (  0.40,  0.97)    0.0330                                    

    > 65 years                                             85/ 727 ( 11.7)        8.33                115/ 717 ( 16.0)       11.84                 0.70 (  0.53,  0.93)    0.0133                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.2587                  

    female                                                 28/ 277 ( 10.1)        6.82                 46/ 257 ( 17.9)       12.96                 0.54 (  0.34,  0.87)    0.0104                                    

    male                                                   90/ 685 ( 13.1)        9.68                122/ 707 ( 17.3)       13.03                 0.74 (  0.56,  0.97)    0.0301                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.6362                  

    white                                                  89/ 712 ( 12.5)        8.89                121/ 716 ( 16.9)       12.37                 0.72 (  0.55,  0.95)    0.0190                                    

    black or african american                               6/  44 ( 13.6)        9.07                 12/  46 ( 26.1)       20.53                 0.45 (  0.17,  1.21)    0.1058                                    

    asian                                                  21/ 187 ( 11.2)        8.60                 34/ 187 ( 18.2)       14.68                 0.60 (  0.34,  1.03)    0.0606                                    

    other                                                   2/  19 ( 10.5)        6.98                  1/  15 (  6.7)        4.30                 1.62 (  0.14, 18.16)    0.6934                                    

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.9204                  

    North America                                          19/ 138 ( 13.8)       11.18                 31/ 167 ( 18.6)       15.56                 0.72 (  0.40,  1.27)    0.2510                                    

    South America                                          16/ 185 (  8.6)        6.03                 24/ 180 ( 13.3)        9.44                 0.65 (  0.35,  1.23)    0.1837                                    

    Europe                                                 62/ 455 ( 13.6)        9.34                 79/ 436 ( 18.1)       12.90                 0.72 (  0.51,  1.00)    0.0503                                    

    Asia/Pacific                                           21/ 184 ( 11.4)        8.71                 34/ 181 ( 18.8)       15.06                 0.59 (  0.34,  1.01)    0.0527                                    

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.1079                  

    < 45  mL/min/1.73m^2                                   45/ 362 ( 12.4)        9.10                 78/ 357 ( 21.8)       17.07                 0.54 (  0.37,  0.78)    0.0008                                    

    >= 45  mL/min/1.73m^2                                  73/ 600 ( 12.2)        8.63                 90/ 607 ( 14.8)       10.78                 0.81 (  0.59,  1.10)    0.1691                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.8668                  

    < 30  mL/min/1.73m^2                                    3/  13 ( 23.1)       19.95                  4/  11 ( 36.4)       33.57                 0.63 (  0.14,  2.86)    0.5495                                    

    >= 30  mL/min/1.73m^                                  115/ 949 ( 12.1)        8.68                164/ 953 ( 17.2)       12.82                 0.68 (  0.54,  0.87)    0.0015                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.7778                  

    < 130 mmHg                                             89/ 662 ( 13.4)        9.79                131/ 678 ( 19.3)       14.61                 0.67 (  0.51,  0.88)    0.0036                                    

    >=130 mmHg                                             29/ 300 (  9.7)        6.72                 37/ 286 ( 12.9)        9.36                 0.73 (  0.45,  1.18)    0.1992                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.1398                  

    yes                                                    76/ 482 ( 15.8)       11.57                 95/ 500 ( 19.0)       14.71                 0.79 (  0.58,  1.07)    0.1226                                    

    no                                                     42/ 480 (  8.8)        6.15                 73/ 464 ( 15.7)       11.31                 0.54 (  0.37,  0.80)    0.0014                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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Geographic region: North America
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Protocol: D1699C00001 (PSC) 
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Protocol: D1699C00001 (PSC) 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to CV death                                                                                                                                                                                         

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                  119/ 962 ( 12.4)        8.48                134/ 964 ( 13.9)        9.59                 0.89 (  0.70,  1.14)    0.3551                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.9900                  

    <= 65 years                                            31/ 235 ( 13.2)        9.10                 37/ 247 ( 15.0)       10.40                 0.87 (  0.54,  1.40)    0.5563                                    

    > 65 years                                             88/ 727 ( 12.1)        8.29                 97/ 717 ( 13.5)        9.32                 0.89 (  0.67,  1.19)    0.4503                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.3586                  

    female                                                 25/ 277 (  9.0)        5.88                 32/ 257 ( 12.5)        8.25                 0.72 (  0.43,  1.22)    0.2187                                    

    male                                                   94/ 685 ( 13.7)        9.61                102/ 707 ( 14.4)       10.11                 0.96 (  0.72,  1.26)    0.7506                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.8179                  

    white                                                  91/ 712 ( 12.8)        8.66                106/ 716 ( 14.8)       10.06                 0.87 (  0.66,  1.15)    0.3201                                    

    black or african american                               6/  44 ( 13.6)        8.94                  6/  46 ( 13.0)        9.10                 0.91 (  0.29,  2.88)    0.8763                                    

    asian                                                  19/ 187 ( 10.2)        7.45                 21/ 187 ( 11.2)        8.27                 0.92 (  0.49,  1.71)    0.7870                                    

    other                                                   3/  19 ( 15.8)       10.10                  1/  15 (  6.7)        4.26                 2.08 (  0.21, 20.31)    0.5201                                    

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.9386                  

    North America                                          11/ 138 (  8.0)        6.08                 17/ 167 ( 10.2)        7.78                 0.78 (  0.36,  1.66)    0.5105                                    

    South America                                          24/ 185 ( 13.0)        8.77                 30/ 180 ( 16.7)       11.37                 0.79 (  0.46,  1.34)    0.3778                                    

    Europe                                                 65/ 455 ( 14.3)        9.34                 68/ 436 ( 15.6)       10.20                 0.92 (  0.65,  1.29)    0.6094                                    

    Asia/Pacific                                           19/ 184 ( 10.3)        7.54                 19/ 181 ( 10.5)        7.66                 1.00 (  0.53,  1.89)    0.9924                                    

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.6090                  

    < 45  mL/min/1.73m^2                                   52/ 362 ( 14.4)       10.08                 62/ 357 ( 17.4)       12.32                 0.82 (  0.57,  1.19)    0.2917                                    

    >= 45  mL/min/1.73m^2                                  67/ 600 ( 11.2)        7.56                 72/ 607 ( 11.9)        8.06                 0.94 (  0.67,  1.31)    0.7153                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.6664                  

    < 30  mL/min/1.73m^2                                    3/  13 ( 23.1)       17.19                  4/  11 ( 36.4)       25.82                 0.64 (  0.14,  2.87)    0.5570                                    

    >= 30  mL/min/1.73m^                                  116/ 949 ( 12.2)        8.37                130/ 953 ( 13.6)        9.41                 0.89 (  0.70,  1.15)    0.3790                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.2377                  

    < 130 mmHg                                             93/ 662 ( 14.0)        9.78                 98/ 678 ( 14.5)       10.06                 0.97 (  0.73,  1.29)    0.8372                                    

    >=130 mmHg                                             26/ 300 (  8.7)        5.76                 36/ 286 ( 12.6)        8.52                 0.68 (  0.41,  1.13)    0.1344                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.6351                  

    yes                                                    69/ 482 ( 14.3)        9.88                 82/ 500 ( 16.4)       11.65                 0.84 (  0.61,  1.16)    0.2947                                    

    no                                                     50/ 480 ( 10.4)        7.10                 52/ 464 ( 11.2)        7.50                 0.96 (  0.65,  1.42)    0.8366                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to all-cause mortality                                                                                                                                                                              

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                  143/ 962 ( 14.9)       10.18                168/ 964 ( 17.4)       12.02                 0.85 (  0.68,  1.07)    0.1622                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.8560                  

    <= 65 years                                            35/ 235 ( 14.9)       10.28                 42/ 247 ( 17.0)       11.81                 0.87 (  0.56,  1.36)    0.5444                                    

    > 65 years                                            108/ 727 ( 14.9)       10.15                126/ 717 ( 17.6)       12.09                 0.84 (  0.65,  1.09)    0.1984                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.5533                  

    female                                                 32/ 277 ( 11.6)        7.53                 39/ 257 ( 15.2)       10.06                 0.75 (  0.47,  1.20)    0.2230                                    

    male                                                  111/ 685 ( 16.2)       11.34                129/ 707 ( 18.2)       12.77                 0.89 (  0.69,  1.15)    0.3751                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.9725                  

    white                                                 113/ 712 ( 15.9)       10.74                134/ 716 ( 18.7)       12.70                 0.85 (  0.66,  1.09)    0.2031                                    

    black or african american                               6/  44 ( 13.6)        8.94                  8/  46 ( 17.4)       12.13                 0.69 (  0.23,  2.03)    0.4978                                    

    asian                                                  21/ 187 ( 11.2)        8.24                 24/ 187 ( 12.8)        9.45                 0.89 (  0.49,  1.60)    0.6880                                    

    other                                                   3/  19 ( 15.8)       10.10                  2/  15 ( 13.3)        8.53                 1.09 (  0.18,  6.65)    0.9249                                    

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.9535                  

    North America                                          19/ 138 ( 13.8)       10.41                 27/ 167 ( 16.2)       12.35                 0.84 (  0.47,  1.52)    0.5687                                    

    South America                                          28/ 185 ( 15.1)       10.23                 36/ 180 ( 20.0)       13.64                 0.76 (  0.46,  1.24)    0.2725                                    

    Europe                                                 75/ 455 ( 16.5)       10.78                 83/ 436 ( 19.0)       12.43                 0.87 (  0.63,  1.18)    0.3635                                    

    Asia/Pacific                                           21/ 184 ( 11.4)        8.33                 22/ 181 ( 12.2)        8.87                 0.95 (  0.52,  1.74)    0.8722                                    

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.6486                  

    < 45  mL/min/1.73m^2                                   61/ 362 ( 16.9)       11.82                 75/ 357 ( 21.0)       14.87                 0.80 (  0.57,  1.12)    0.1844                                    

    >= 45  mL/min/1.73m^2                                  82/ 600 ( 13.7)        9.23                 93/ 607 ( 15.3)       10.41                 0.89 (  0.66,  1.20)    0.4430                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.9956                  

    < 30  mL/min/1.73m^2                                    4/  13 ( 30.8)       22.92                  4/  11 ( 36.4)       25.82                 0.85 (  0.21,  3.41)    0.8209                                    

    >= 30  mL/min/1.73m^                                  139/ 949 ( 14.6)       10.02                164/ 953 ( 17.2)       11.86                 0.85 (  0.68,  1.07)    0.1566                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.2494                  

    < 130 mmHg                                            109/ 662 ( 16.5)       11.46                121/ 678 ( 17.8)       12.40                 0.92 (  0.71,  1.20)    0.5485                                    

    >=130 mmHg                                             34/ 300 ( 11.3)        7.51                 47/ 286 ( 16.4)       11.13                 0.68 (  0.44,  1.06)    0.0872                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.8360                  

    yes                                                    83/ 482 ( 17.2)       11.88                100/ 500 ( 20.0)       14.21                 0.83 (  0.62,  1.11)    0.2174                                    

    no                                                     60/ 480 ( 12.5)        8.50                 68/ 464 ( 14.7)        9.79                 0.88 (  0.62,  1.24)    0.4668                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to composite endpoint of worsening renal function (>=50% sustained decline in eGFR/ESRD/renal or CV death)                                                                                          

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                  129/ 962 ( 13.4)        9.62                148/ 964 ( 15.4)       11.17                 0.87 (  0.68,  1.10)    0.2374                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.7917                  

    <= 65 years                                            34/ 235 ( 14.5)       10.31                 43/ 247 ( 17.4)       12.77                 0.81 (  0.52,  1.27)    0.3551                                    

    > 65 years                                             95/ 727 ( 13.1)        9.39                105/ 717 ( 14.6)       10.62                 0.89 (  0.67,  1.17)    0.4048                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.5691                  

    female                                                 29/ 277 ( 10.5)        7.26                 35/ 257 ( 13.6)        9.59                 0.76 (  0.46,  1.24)    0.2680                                    

    male                                                  100/ 685 ( 14.6)       10.62                113/ 707 ( 16.0)       11.77                 0.91 (  0.69,  1.19)    0.4742                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.8060                  

    white                                                  98/ 712 ( 13.8)        9.74                114/ 716 ( 15.9)       11.41                 0.86 (  0.66,  1.13)    0.2724                                    

    black or african american                               7/  44 ( 15.9)       11.32                  7/  46 ( 15.2)       11.44                 0.96 (  0.33,  2.78)    0.9465                                    

    asian                                                  21/ 187 ( 11.2)        8.60                 26/ 187 ( 13.9)       10.73                 0.81 (  0.45,  1.44)    0.4723                                    

    other                                                   3/  19 ( 15.8)       10.24                  1/  15 (  6.7)        4.49                 2.01 (  0.21, 19.56)    0.5400                                    

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.9932                  

    North America                                          15/ 138 ( 10.9)        8.68                 22/ 167 ( 13.2)       10.92                 0.79 (  0.41,  1.53)    0.4899                                    

    South America                                          27/ 185 ( 14.6)       10.22                 31/ 180 ( 17.2)       12.35                 0.84 (  0.50,  1.41)    0.5082                                    

    Europe                                                 66/ 455 ( 14.5)        9.95                 71/ 436 ( 16.3)       11.16                 0.89 (  0.64,  1.25)    0.4972                                    

    Asia/Pacific                                           21/ 184 ( 11.4)        8.70                 24/ 181 ( 13.3)       10.14                 0.86 (  0.48,  1.56)    0.6225                                    

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.8163                  

    < 45  mL/min/1.73m^2                                   56/ 362 ( 15.5)       11.29                 66/ 357 ( 18.5)       13.62                 0.83 (  0.58,  1.19)    0.3101                                    

    >= 45  mL/min/1.73m^2                                  73/ 600 ( 12.2)        8.63                 82/ 607 ( 13.5)        9.76                 0.89 (  0.65,  1.22)    0.4606                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.7153                  

    < 30  mL/min/1.73m^2                                    3/  13 ( 23.1)       17.20                  4/  11 ( 36.4)       25.82                 0.64 (  0.14,  2.87)    0.5570                                    

    >= 30  mL/min/1.73m^                                  126/ 949 ( 13.3)        9.52                144/ 953 ( 15.1)       11.00                 0.87 (  0.68,  1.10)    0.2508                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.1275                  

    < 130 mmHg                                             99/ 662 ( 15.0)       10.88                104/ 678 ( 15.3)       11.23                 0.97 (  0.74,  1.28)    0.8302                                    

    >=130 mmHg                                             30/ 300 ( 10.0)        6.95                 44/ 286 ( 15.4)       11.03                 0.64 (  0.40,  1.02)    0.0598                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.5453                  

    yes                                                    74/ 482 ( 15.4)       11.04                 91/ 500 ( 18.2)       13.55                 0.81 (  0.60,  1.11)    0.1872                                    

    no                                                     55/ 480 ( 11.5)        8.20                 57/ 464 ( 12.3)        8.73                 0.95 (  0.66,  1.38)    0.7871                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to composite endpoint of worsening renal function excl. CV death (>=50% sustained decline in eGFR/ESRD/renal death)                                                                                 

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                   18/ 962 (  1.9)        1.34                 19/ 964 (  2.0)        1.43                 0.96 (  0.50,  1.82)    0.8925                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.8164                  

    <= 65 years                                             7/ 235 (  3.0)        2.12                  7/ 247 (  2.8)        2.08                 1.09 (  0.38,  3.10)    0.8786                                    

    > 65 years                                             11/ 727 (  1.5)        1.09                 12/ 717 (  1.7)        1.21                 0.91 (  0.40,  2.06)    0.8162                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.7188                  

    female                                                  5/ 277 (  1.8)        1.25                  4/ 257 (  1.6)        1.10                 1.08 (  0.29,  4.03)    0.9115                                    

    male                                                   13/ 685 (  1.9)        1.38                 15/ 707 (  2.1)        1.56                 0.90 (  0.43,  1.88)    0.7721                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.5673                  

    white                                                  15/ 712 (  2.1)        1.49                 12/ 716 (  1.7)        1.20                 1.27 (  0.60,  2.72)    0.5339                                    

    black or african american                               1/  44 (  2.3)        1.62                  2/  46 (  4.3)        3.27                 0.79 (  0.06, 10.81)    0.8580                                    

    asian                                                   2/ 187 (  1.1)        0.82                  5/ 187 (  2.7)        2.06                 0.42 (  0.08,  2.16)    0.2806                                    

    other                                                   0/  19 (  0.0)        0.00                  0/  15 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.0953                  

    North America                                           4/ 138 (  2.9)        2.32                  6/ 167 (  3.6)        2.98                 0.75 (  0.21,  2.67)    0.6572                                    

    South America                                           7/ 185 (  3.8)        2.65                  1/ 180 (  0.6)        0.40                 6.64 (  0.81, 54.15)    0.0413                                    

    Europe                                                  5/ 455 (  1.1)        0.75                  7/ 436 (  1.6)        1.10                 0.68 (  0.22,  2.16)    0.5149                                    

    Asia/Pacific                                            2/ 184 (  1.1)        0.83                  5/ 181 (  2.8)        2.11                 0.41 (  0.08,  2.13)    0.2742                                    

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.6132                  

    < 45  mL/min/1.73m^2                                    9/ 362 (  2.5)        1.82                  8/ 357 (  2.2)        1.65                 1.12 (  0.43,  2.92)    0.8092                                    

    >= 45  mL/min/1.73m^2                                   9/ 600 (  1.5)        1.06                 11/ 607 (  1.8)        1.31                 0.82 (  0.34,  1.99)    0.6656                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.2998                  

    < 30  mL/min/1.73m^2                                    1/  13 (  7.7)        5.73                  0/  11 (  0.0)        0.00                  NE                                                               

    >= 30  mL/min/1.73m^                                   17/ 949 (  1.8)        1.28                 19/ 953 (  2.0)        1.45                 0.89 (  0.46,  1.72)    0.7351                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.7381                  

    < 130 mmHg                                             11/ 662 (  1.7)        1.21                 11/ 678 (  1.6)        1.19                 1.03 (  0.45,  2.38)    0.9384                                    

    >=130 mmHg                                              7/ 300 (  2.3)        1.62                  8/ 286 (  2.8)        2.01                 0.85 (  0.31,  2.33)    0.7456                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.9258                  

    yes                                                    11/ 482 (  2.3)        1.64                 12/ 500 (  2.4)        1.79                 0.95 (  0.42,  2.15)    0.8962                                    

    no                                                      7/ 480 (  1.5)        1.04                  7/ 464 (  1.5)        1.07                 1.01 (  0.35,  2.88)    0.9870                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to composite endpoint of >=50% sustained decline in eGFR, ESRD and all-cause mortality)                                                                                                             

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                  150/ 962 ( 15.6)       11.18                177/ 964 ( 18.4)       13.36                 0.84 (  0.68,  1.05)    0.1245                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.9788                  

    <= 65 years                                            37/ 235 ( 15.7)       11.22                 46/ 247 ( 18.6)       13.66                 0.83 (  0.54,  1.27)    0.3872                                    

    > 65 years                                            113/ 727 ( 15.5)       11.17                131/ 717 ( 18.3)       13.25                 0.85 (  0.66,  1.09)    0.1949                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.7382                  

    female                                                 35/ 277 ( 12.6)        8.76                 41/ 257 ( 16.0)       11.24                 0.78 (  0.49,  1.22)    0.2724                                    

    male                                                  115/ 685 ( 16.8)       12.21                136/ 707 ( 19.2)       14.16                 0.87 (  0.68,  1.11)    0.2573                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.9794                  

    white                                                 117/ 712 ( 16.4)       11.63                138/ 716 ( 19.3)       13.81                 0.85 (  0.66,  1.08)    0.1834                                    

    black or african american                               7/  44 ( 15.9)       11.32                  8/  46 ( 17.4)       13.07                 0.85 (  0.30,  2.38)    0.7550                                    

    asian                                                  23/ 187 ( 12.3)        9.42                 29/ 187 ( 15.5)       11.97                 0.79 (  0.46,  1.38)    0.4141                                    

    other                                                   3/  19 ( 15.8)       10.24                  2/  15 ( 13.3)        8.97                 1.06 (  0.17,  6.47)    0.9462                                    

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.9968                  

    North America                                          21/ 138 ( 15.2)       12.15                 29/ 167 ( 17.4)       14.40                 0.84 (  0.48,  1.48)    0.5530                                    

    South America                                          30/ 185 ( 16.2)       11.36                 36/ 180 ( 20.0)       14.34                 0.80 (  0.49,  1.30)    0.3743                                    

    Europe                                                 76/ 455 ( 16.7)       11.46                 85/ 436 ( 19.5)       13.36                 0.86 (  0.63,  1.17)    0.3249                                    

    Asia/Pacific                                           23/ 184 ( 12.5)        9.53                 27/ 181 ( 14.9)       11.41                 0.84 (  0.48,  1.47)    0.5453                                    

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.7641                  

    < 45  mL/min/1.73m^2                                   64/ 362 ( 17.7)       12.91                 78/ 357 ( 21.8)       16.10                 0.80 (  0.58,  1.12)    0.1946                                    

    >= 45  mL/min/1.73m^2                                  86/ 600 ( 14.3)       10.17                 99/ 607 ( 16.3)       11.78                 0.87 (  0.65,  1.16)    0.3344                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.9613                  

    < 30  mL/min/1.73m^2                                    4/  13 ( 30.8)       22.93                  4/  11 ( 36.4)       25.82                 0.85 (  0.21,  3.41)    0.8209                                    

    >= 30  mL/min/1.73m^                                  146/ 949 ( 15.4)       11.03                173/ 953 ( 18.2)       13.21                 0.84 (  0.67,  1.05)    0.1181                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.1971                  

    < 130 mmHg                                            113/ 662 ( 17.1)       12.42                125/ 678 ( 18.4)       13.49                 0.92 (  0.72,  1.19)    0.5345                                    

    >=130 mmHg                                             37/ 300 ( 12.3)        8.57                 52/ 286 ( 18.2)       13.04                 0.67 (  0.44,  1.02)    0.0610                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.8046                  

    yes                                                    87/ 482 ( 18.0)       12.98                106/ 500 ( 21.2)       15.78                 0.82 (  0.62,  1.09)    0.1740                                    

    no                                                     63/ 480 ( 13.1)        9.39                 71/ 464 ( 15.3)       10.87                 0.87 (  0.62,  1.23)    0.4374                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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Geographic region: North America
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to >=50% sustained decline in eGFR                                                                                                                                                                  

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                    7/ 962 (  0.7)        0.52                 10/ 964 (  1.0)        0.75                 0.70 (  0.27,  1.85)    0.4759                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.6774                  

    <= 65 years                                             2/ 235 (  0.9)        0.61                  4/ 247 (  1.6)        1.19                 0.56 (  0.10,  3.06)    0.4959                                    

    > 65 years                                              5/ 727 (  0.7)        0.49                  6/ 717 (  0.8)        0.61                 0.81 (  0.25,  2.67)    0.7333                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.7061                  

    female                                                  2/ 277 (  0.7)        0.50                  2/ 257 (  0.8)        0.55                 0.89 (  0.12,  6.34)    0.9034                                    

    male                                                    5/ 685 (  0.7)        0.53                  8/ 707 (  1.1)        0.83                 0.63 (  0.21,  1.92)    0.4107                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.5542                  

    white                                                   4/ 712 (  0.6)        0.40                  5/ 716 (  0.7)        0.50                 0.79 (  0.21,  2.93)    0.7198                                    

    black or african american                               1/  44 (  2.3)        1.62                  0/  46 (  0.0)        0.00                  NE                                                               

    asian                                                   2/ 187 (  1.1)        0.82                  5/ 187 (  2.7)        2.06                 0.42 (  0.08,  2.16)    0.2806                                    

    other                                                   0/  19 (  0.0)        0.00                  0/  15 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.3364                  

    North America                                           1/ 138 (  0.7)        0.58                  2/ 167 (  1.2)        0.99                 0.59 (  0.05,  6.52)    0.6617                                    

    South America                                           2/ 185 (  1.1)        0.76                  0/ 180 (  0.0)        0.00                  NE                                                               

    Europe                                                  2/ 455 (  0.4)        0.30                  3/ 436 (  0.7)        0.47                 0.58 (  0.10,  3.51)    0.5513                                    

    Asia/Pacific                                            2/ 184 (  1.1)        0.83                  5/ 181 (  2.8)        2.11                 0.41 (  0.08,  2.13)    0.2742                                    

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.5525                  

    < 45  mL/min/1.73m^2                                    3/ 362 (  0.8)        0.60                  3/ 357 (  0.8)        0.62                 1.07 (  0.22,  5.32)    0.9317                                    

    >= 45  mL/min/1.73m^2                                   4/ 600 (  0.7)        0.47                  7/ 607 (  1.2)        0.83                 0.57 (  0.17,  1.95)    0.3653                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.9975                  

    < 30  mL/min/1.73m^2                                    0/  13 (  0.0)        0.00                  0/  11 (  0.0)        0.00                  NE                                                               

    >= 30  mL/min/1.73m^                                    7/ 949 (  0.7)        0.53                 10/ 953 (  1.0)        0.76                 0.70 (  0.27,  1.84)    0.4704                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.6986                  

    < 130 mmHg                                              4/ 662 (  0.6)        0.44                  5/ 678 (  0.7)        0.54                 0.84 (  0.22,  3.11)    0.7893                                    

    >=130 mmHg                                              3/ 300 (  1.0)        0.69                  5/ 286 (  1.7)        1.25                 0.59 (  0.14,  2.49)    0.4717                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.9380                  

    yes                                                     5/ 482 (  1.0)        0.75                  7/ 500 (  1.4)        1.04                 0.73 (  0.23,  2.31)    0.5938                                    

    no                                                      2/ 480 (  0.4)        0.30                  3/ 464 (  0.6)        0.46                 0.67 (  0.11,  4.01)    0.6580                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to ESRD                                                                                                                                                                                             

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                   13/ 962 (  1.4)        0.97                  8/ 964 (  0.8)        0.60                 1.64 (  0.68,  3.97)    0.2635                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.6364                  

    <= 65 years                                             6/ 235 (  2.6)        1.82                  3/ 247 (  1.2)        0.89                 2.14 (  0.54,  8.59)    0.2693                                    

    > 65 years                                              7/ 727 (  1.0)        0.69                  5/ 717 (  0.7)        0.51                 1.41 (  0.45,  4.43)    0.5589                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.8992                  

    female                                                  4/ 277 (  1.4)        1.00                  2/ 257 (  0.8)        0.55                 1.67 (  0.31,  9.16)    0.5476                                    

    male                                                    9/ 685 (  1.3)        0.95                  6/ 707 (  0.8)        0.62                 1.60 (  0.57,  4.52)    0.3665                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.6340                  

    white                                                  11/ 712 (  1.5)        1.09                  6/ 716 (  0.8)        0.60                 1.90 (  0.70,  5.13)    0.1996                                    

    black or african american                               1/  44 (  2.3)        1.61                  2/  46 (  4.3)        3.27                 0.75 (  0.06, 10.07)    0.8276                                    

    asian                                                   1/ 187 (  0.5)        0.41                  0/ 187 (  0.0)        0.00                  NE                                                               

    other                                                   0/  19 (  0.0)        0.00                  0/  15 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.3424                  

    North America                                           3/ 138 (  2.2)        1.73                  4/ 167 (  2.4)        1.98                 0.86 (  0.19,  3.83)    0.8380                                    

    South America                                           6/ 185 (  3.2)        2.27                  1/ 180 (  0.6)        0.40                 5.79 (  0.69, 48.31)    0.0663                                    

    Europe                                                  3/ 455 (  0.7)        0.45                  3/ 436 (  0.7)        0.47                 0.75 (  0.13,  4.13)    0.7357                                    

    Asia/Pacific                                            1/ 184 (  0.5)        0.41                  0/ 181 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.9561                  

    < 45  mL/min/1.73m^2                                    8/ 362 (  2.2)        1.61                  5/ 357 (  1.4)        1.03                 1.54 (  0.50,  4.72)    0.4435                                    

    >= 45  mL/min/1.73m^2                                   5/ 600 (  0.8)        0.59                  3/ 607 (  0.5)        0.36                 1.70 (  0.40,  7.10)    0.4650                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.4421                  

    < 30  mL/min/1.73m^2                                    1/  13 (  7.7)        5.73                  0/  11 (  0.0)        0.00                  NE                                                               

    >= 30  mL/min/1.73m^                                   12/ 949 (  1.3)        0.91                  8/ 953 (  0.8)        0.61                 1.49 (  0.61,  3.64)    0.3801                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.3883                  

    < 130 mmHg                                              7/ 662 (  1.1)        0.77                  6/ 678 (  0.9)        0.65                 1.22 (  0.41,  3.63)    0.7217                                    

    >=130 mmHg                                              6/ 300 (  2.0)        1.39                  2/ 286 (  0.7)        0.50                 2.86 (  0.58, 14.17)    0.1785                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.8684                  

    yes                                                     7/ 482 (  1.5)        1.04                  4/ 500 (  0.8)        0.59                 1.81 (  0.53,  6.18)    0.3375                                    

    no                                                      6/ 480 (  1.3)        0.89                  4/ 464 (  0.9)        0.61                 1.55 (  0.44,  5.50)    0.4952                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to sustained eGFR <15 mL/min/1.73m^2                                                                                                                                                                

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                    1/ 962 (  0.1)        0.07                  0/ 964 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.9986                  

    <= 65 years                                             1/ 235 (  0.4)        0.30                  0/ 247 (  0.0)        0.00                  NE                                                               

    > 65 years                                              0/ 727 (  0.0)        0.00                  0/ 717 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.9976                  

    female                                                  0/ 277 (  0.0)        0.00                  0/ 257 (  0.0)        0.00                  NE                                                               

    male                                                    1/ 685 (  0.1)        0.11                  0/ 707 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                         NE                     

    white                                                   0/ 712 (  0.0)        0.00                  0/ 716 (  0.0)        0.00                  NE                                                               

    black or african american                               1/  44 (  2.3)        1.61                  0/  46 (  0.0)        0.00                  NE                                                               

    asian                                                   0/ 187 (  0.0)        0.00                  0/ 187 (  0.0)        0.00                  NE                                                               

    other                                                   0/  19 (  0.0)        0.00                  0/  15 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           1.0000                  

    North America                                           0/ 138 (  0.0)        0.00                  0/ 167 (  0.0)        0.00                  NE                                                               

    South America                                           1/ 185 (  0.5)        0.38                  0/ 180 (  0.0)        0.00                  NE                                                               

    Europe                                                  0/ 455 (  0.0)        0.00                  0/ 436 (  0.0)        0.00                  NE                                                               

    Asia/Pacific                                            0/ 184 (  0.0)        0.00                  0/ 181 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.9975                  

    < 45  mL/min/1.73m^2                                    1/ 362 (  0.3)        0.20                  0/ 357 (  0.0)        0.00                  NE                                                               

    >= 45  mL/min/1.73m^2                                   0/ 600 (  0.0)        0.00                  0/ 607 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.9982                  

    < 30  mL/min/1.73m^2                                    0/  13 (  0.0)        0.00                  0/  11 (  0.0)        0.00                  NE                                                               

    >= 30  mL/min/1.73m^                                    1/ 949 (  0.1)        0.08                  0/ 953 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.9986                  

    < 130 mmHg                                              0/ 662 (  0.0)        0.00                  0/ 678 (  0.0)        0.00                  NE                                                               

    >=130 mmHg                                              1/ 300 (  0.3)        0.23                  0/ 286 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.9981                  

    yes                                                     1/ 482 (  0.2)        0.15                  0/ 500 (  0.0)        0.00                  NE                                                               

    no                                                      0/ 480 (  0.0)        0.00                  0/ 464 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to chronic dialysis treatment                                                                                                                                                                       

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                   13/ 962 (  1.4)        0.97                  8/ 964 (  0.8)        0.60                 1.64 (  0.68,  3.96)    0.2649                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.6378                  

    <= 65 years                                             6/ 235 (  2.6)        1.82                  3/ 247 (  1.2)        0.89                 2.13 (  0.53,  8.54)    0.2727                                    

    > 65 years                                              7/ 727 (  1.0)        0.69                  5/ 717 (  0.7)        0.51                 1.41 (  0.45,  4.43)    0.5589                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.8992                  

    female                                                  4/ 277 (  1.4)        1.00                  2/ 257 (  0.8)        0.55                 1.67 (  0.31,  9.16)    0.5476                                    

    male                                                    9/ 685 (  1.3)        0.95                  6/ 707 (  0.8)        0.62                 1.60 (  0.57,  4.51)    0.3685                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.6383                  

    white                                                  11/ 712 (  1.5)        1.09                  6/ 716 (  0.8)        0.60                 1.90 (  0.70,  5.13)    0.1996                                    

    black or african american                               1/  44 (  2.3)        1.60                  2/  46 (  4.3)        3.27                 0.82 (  0.06, 11.29)    0.8824                                    

    asian                                                   1/ 187 (  0.5)        0.41                  0/ 187 (  0.0)        0.00                  NE                                                               

    other                                                   0/  19 (  0.0)        0.00                  0/  15 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.3428                  

    North America                                           3/ 138 (  2.2)        1.73                  4/ 167 (  2.4)        1.98                 0.86 (  0.19,  3.83)    0.8380                                    

    South America                                           6/ 185 (  3.2)        2.26                  1/ 180 (  0.6)        0.40                 5.78 (  0.69, 48.20)    0.0668                                    

    Europe                                                  3/ 455 (  0.7)        0.45                  3/ 436 (  0.7)        0.47                 0.75 (  0.13,  4.13)    0.7357                                    

    Asia/Pacific                                            1/ 184 (  0.5)        0.41                  0/ 181 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.9575                  

    < 45  mL/min/1.73m^2                                    8/ 362 (  2.2)        1.61                  5/ 357 (  1.4)        1.03                 1.54 (  0.50,  4.72)    0.4442                                    

    >= 45  mL/min/1.73m^2                                   5/ 600 (  0.8)        0.59                  3/ 607 (  0.5)        0.36                 1.70 (  0.40,  7.10)    0.4650                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.4446                  

    < 30  mL/min/1.73m^2                                    1/  13 (  7.7)        5.73                  0/  11 (  0.0)        0.00                  NE                                                               

    >= 30  mL/min/1.73m^                                   12/ 949 (  1.3)        0.90                  8/ 953 (  0.8)        0.61                 1.49 (  0.61,  3.64)    0.3819                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.3886                  

    < 130 mmHg                                              7/ 662 (  1.1)        0.77                  6/ 678 (  0.9)        0.65                 1.22 (  0.41,  3.63)    0.7217                                    

    >=130 mmHg                                              6/ 300 (  2.0)        1.39                  2/ 286 (  0.7)        0.50                 2.85 (  0.57, 14.11)    0.1804                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.8709                  

    yes                                                     7/ 482 (  1.5)        1.04                  4/ 500 (  0.8)        0.59                 1.80 (  0.53,  6.16)    0.3399                                    

    no                                                      6/ 480 (  1.3)        0.89                  4/ 464 (  0.9)        0.61                 1.55 (  0.44,  5.50)    0.4952                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to receiving a renal transplant                                                                                                                                                                     

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                    0/ 962 (  0.0)        0.00                  0/ 964 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                          NE                     

    <= 65 years                                             0/ 235 (  0.0)        0.00                  0/ 247 (  0.0)        0.00                  NE                                                               

    > 65 years                                              0/ 727 (  0.0)        0.00                  0/ 717 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                       NE                     

    female                                                  0/ 277 (  0.0)        0.00                  0/ 257 (  0.0)        0.00                  NE                                                               

    male                                                    0/ 685 (  0.0)        0.00                  0/ 707 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                         NE                     

    white                                                   0/ 712 (  0.0)        0.00                  0/ 716 (  0.0)        0.00                  NE                                                               

    black or african american                               0/  44 (  0.0)        0.00                  0/  46 (  0.0)        0.00                  NE                                                               

    asian                                                   0/ 187 (  0.0)        0.00                  0/ 187 (  0.0)        0.00                  NE                                                               

    other                                                   0/  19 (  0.0)        0.00                  0/  15 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                            NE                     

    North America                                           0/ 138 (  0.0)        0.00                  0/ 167 (  0.0)        0.00                  NE                                                               

    South America                                           0/ 185 (  0.0)        0.00                  0/ 180 (  0.0)        0.00                  NE                                                               

    Europe                                                  0/ 455 (  0.0)        0.00                  0/ 436 (  0.0)        0.00                  NE                                                               

    Asia/Pacific                                            0/ 184 (  0.0)        0.00                  0/ 181 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                                NE                     

    < 45  mL/min/1.73m^2                                    0/ 362 (  0.0)        0.00                  0/ 357 (  0.0)        0.00                  NE                                                               

    >= 45  mL/min/1.73m^2                                   0/ 600 (  0.0)        0.00                  0/ 607 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                        NE                     

    < 30  mL/min/1.73m^2                                    0/  13 (  0.0)        0.00                  0/  11 (  0.0)        0.00                  NE                                                               

    >= 30  mL/min/1.73m^                                    0/ 949 (  0.0)        0.00                  0/ 953 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                             NE                     

    < 130 mmHg                                              0/ 662 (  0.0)        0.00                  0/ 678 (  0.0)        0.00                  NE                                                               

    >=130 mmHg                                              0/ 300 (  0.0)        0.00                  0/ 286 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                  NE                     

    yes                                                     0/ 482 (  0.0)        0.00                  0/ 500 (  0.0)        0.00                  NE                                                               

    no                                                      0/ 480 (  0.0)        0.00                  0/ 464 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to renal death                                                                                                                                                                                      

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                    0/ 962 (  0.0)        0.00                  1/ 964 (  0.1)        0.07                  NE                                                               

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.9986                  

    <= 65 years                                             0/ 235 (  0.0)        0.00                  0/ 247 (  0.0)        0.00                  NE                                                               

    > 65 years                                              0/ 727 (  0.0)        0.00                  1/ 717 (  0.1)        0.10                  NE                                                               

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.9977                  

    female                                                  0/ 277 (  0.0)        0.00                  0/ 257 (  0.0)        0.00                  NE                                                               

    male                                                    0/ 685 (  0.0)        0.00                  1/ 707 (  0.1)        0.10                  NE                                                               

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        1.0000                  

    white                                                   0/ 712 (  0.0)        0.00                  1/ 716 (  0.1)        0.09                  NE                                                               

    black or african american                               0/  44 (  0.0)        0.00                  0/  46 (  0.0)        0.00                  NE                                                               

    asian                                                   0/ 187 (  0.0)        0.00                  0/ 187 (  0.0)        0.00                  NE                                                               

    other                                                   0/  19 (  0.0)        0.00                  0/  15 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           1.0000                  

    North America                                           0/ 138 (  0.0)        0.00                  0/ 167 (  0.0)        0.00                  NE                                                               

    South America                                           0/ 185 (  0.0)        0.00                  0/ 180 (  0.0)        0.00                  NE                                                               

    Europe                                                  0/ 455 (  0.0)        0.00                  1/ 436 (  0.2)        0.15                  NE                                                               

    Asia/Pacific                                            0/ 184 (  0.0)        0.00                  0/ 181 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.9975                  

    < 45  mL/min/1.73m^2                                    0/ 362 (  0.0)        0.00                  0/ 357 (  0.0)        0.00                  NE                                                               

    >= 45  mL/min/1.73m^2                                   0/ 600 (  0.0)        0.00                  1/ 607 (  0.2)        0.11                  NE                                                               

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.9982                  

    < 30  mL/min/1.73m^2                                    0/  13 (  0.0)        0.00                  0/  11 (  0.0)        0.00                  NE                                                               

    >= 30  mL/min/1.73m^                                    0/ 949 (  0.0)        0.00                  1/ 953 (  0.1)        0.07                  NE                                                               

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.9976                  

    < 130 mmHg                                              0/ 662 (  0.0)        0.00                  0/ 678 (  0.0)        0.00                  NE                                                               

    >=130 mmHg                                              0/ 300 (  0.0)        0.00                  1/ 286 (  0.3)        0.24                  NE                                                               

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.9981                  

    yes                                                     0/ 482 (  0.0)        0.00                  1/ 500 (  0.2)        0.14                  NE                                                               

    no                                                      0/ 480 (  0.0)        0.00                  0/ 464 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to myocardial infarction (MI)                                                                                                                                                                       

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                   22/ 962 (  2.3)        1.59                 21/ 964 (  2.2)        1.52                 1.06 (  0.58,  1.93)    0.8419                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.5184                  

    <= 65 years                                             5/ 235 (  2.1)        1.48                  7/ 247 (  2.8)        2.00                 0.78 (  0.25,  2.46)    0.6699                                    

    > 65 years                                             17/ 727 (  2.3)        1.62                 14/ 717 (  2.0)        1.35                 1.20 (  0.59,  2.43)    0.6191                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.1418                  

    female                                                  9/ 277 (  3.2)        2.14                  4/ 257 (  1.6)        1.04                 2.13 (  0.65,  6.97)    0.1998                                    

    male                                                   13/ 685 (  1.9)        1.34                 17/ 707 (  2.4)        1.70                 0.79 (  0.38,  1.62)    0.5159                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.8381                  

    white                                                  17/ 712 (  2.4)        1.64                 16/ 716 (  2.2)        1.53                 1.07 (  0.54,  2.12)    0.8393                                    

    black or african american                               0/  44 (  0.0)        0.00                  0/  46 (  0.0)        0.00                  NE                                                               

    asian                                                   4/ 187 (  2.1)        1.58                  5/ 187 (  2.7)        2.00                 0.84 (  0.22,  3.14)    0.7946                                    

    other                                                   1/  19 (  5.3)        3.54                  0/  15 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.4039                  

    North America                                           3/ 138 (  2.2)        1.69                  4/ 167 (  2.4)        1.85                 0.89 (  0.20,  3.98)    0.8782                                    

    South America                                           5/ 185 (  2.7)        1.84                  1/ 180 (  0.6)        0.38                 4.94 (  0.58, 42.42)    0.1065                                    

    Europe                                                 10/ 455 (  2.2)        1.45                 12/ 436 (  2.8)        1.82                 0.80 (  0.34,  1.85)    0.5966                                    

    Asia/Pacific                                            4/ 184 (  2.2)        1.60                  4/ 181 (  2.2)        1.64                 1.03 (  0.26,  4.14)    0.9681                                    

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.4063                  

    < 45  mL/min/1.73m^2                                    7/ 362 (  1.9)        1.36                  9/ 357 (  2.5)        1.80                 0.76 (  0.28,  2.05)    0.5892                                    

    >= 45  mL/min/1.73m^2                                  15/ 600 (  2.5)        1.71                 12/ 607 (  2.0)        1.35                 1.29 (  0.60,  2.76)    0.5097                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.9976                  

    < 30  mL/min/1.73m^2                                    0/  13 (  0.0)        0.00                  0/  11 (  0.0)        0.00                  NE                                                               

    >= 30  mL/min/1.73m^                                   22/ 949 (  2.3)        1.61                 21/ 953 (  2.2)        1.53                 1.06 (  0.58,  1.93)    0.8396                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.3961                  

    < 130 mmHg                                             15/ 662 (  2.3)        1.59                 17/ 678 (  2.5)        1.76                 0.92 (  0.46,  1.84)    0.8094                                    

    >=130 mmHg                                              7/ 300 (  2.3)        1.57                  4/ 286 (  1.4)        0.95                 1.68 (  0.49,  5.75)    0.4017                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.8636                  

    yes                                                    14/ 482 (  2.9)        2.04                 14/ 500 (  2.8)        2.01                 1.04 (  0.49,  2.18)    0.9222                                    

    no                                                      8/ 480 (  1.7)        1.14                  7/ 464 (  1.5)        1.02                 1.13 (  0.41,  3.13)    0.8082                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to stroke                                                                                                                                                                                           

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                   22/ 962 (  2.3)        1.58                 23/ 964 (  2.4)        1.67                 0.95 (  0.53,  1.70)    0.8600                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.0459                  

    <= 65 years                                             2/ 235 (  0.9)        0.59                  8/ 247 (  3.2)        2.29                 0.27 (  0.06,  1.26)    0.0738                                    

    > 65 years                                             20/ 727 (  2.8)        1.90                 15/ 717 (  2.1)        1.46                 1.30 (  0.67,  2.54)    0.4382                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.8274                  

    female                                                  8/ 277 (  2.9)        1.90                  7/ 257 (  2.7)        1.83                 1.03 (  0.37,  2.86)    0.9510                                    

    male                                                   14/ 685 (  2.0)        1.45                 16/ 707 (  2.3)        1.60                 0.91 (  0.44,  1.86)    0.7867                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.4040                  

    white                                                  14/ 712 (  2.0)        1.34                 19/ 716 (  2.7)        1.83                 0.74 (  0.37,  1.47)    0.3838                                    

    black or african american                               1/  44 (  2.3)        1.51                  1/  46 (  2.2)        1.53                 0.99 (  0.06, 17.12)    0.9935                                    

    asian                                                   5/ 187 (  2.7)        1.97                  3/ 187 (  1.6)        1.20                 1.67 (  0.40,  7.05)    0.4781                                    

    other                                                   2/  19 ( 10.5)        7.14                  0/  15 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.4070                  

    North America                                           3/ 138 (  2.2)        1.66                  2/ 167 (  1.2)        0.92                 1.86 (  0.31, 11.18)    0.4895                                    

    South America                                           6/ 185 (  3.2)        2.23                  6/ 180 (  3.3)        2.29                 0.94 (  0.30,  2.92)    0.9144                                    

    Europe                                                  8/ 455 (  1.8)        1.16                 13/ 436 (  3.0)        1.98                 0.59 (  0.24,  1.42)    0.2311                                    

    Asia/Pacific                                            5/ 184 (  2.7)        2.00                  2/ 181 (  1.1)        0.82                 2.43 (  0.47, 12.59)    0.2751                                    

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.1467                  

    < 45  mL/min/1.73m^2                                    7/ 362 (  1.9)        1.36                 12/ 357 (  3.4)        2.43                 0.55 (  0.22,  1.39)    0.1997                                    

    >= 45  mL/min/1.73m^2                                  15/ 600 (  2.5)        1.71                 11/ 607 (  1.8)        1.24                 1.37 (  0.63,  2.98)    0.4275                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.2673                  

    < 30  mL/min/1.73m^2                                    0/  13 (  0.0)        0.00                  1/  11 (  9.1)        6.86                  NE                                                               

    >= 30  mL/min/1.73m^                                   22/ 949 (  2.3)        1.60                 22/ 953 (  2.3)        1.61                 0.99 (  0.55,  1.80)    0.9849                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.3522                  

    < 130 mmHg                                             12/ 662 (  1.8)        1.27                 16/ 678 (  2.4)        1.66                 0.76 (  0.36,  1.61)    0.4723                                    

    >=130 mmHg                                             10/ 300 (  3.3)        2.25                  7/ 286 (  2.4)        1.67                 1.39 (  0.53,  3.65)    0.5047                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.9164                  

    yes                                                    11/ 482 (  2.3)        1.59                 12/ 500 (  2.4)        1.73                 0.94 (  0.41,  2.13)    0.8816                                    

    no                                                     11/ 480 (  2.3)        1.57                 11/ 464 (  2.4)        1.61                 0.99 (  0.43,  2.28)    0.9778                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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Geographic region: North America
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to doubling of serum creatinine                                                                                                                                                                     

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                   17/ 962 (  1.8)        1.27                 36/ 964 (  3.7)        2.74                 0.47 (  0.26,  0.83)    0.0077                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.2626                  

    <= 65 years                                             6/ 235 (  2.6)        1.83                  8/ 247 (  3.2)        2.38                 0.80 (  0.28,  2.32)    0.6867                                    

    > 65 years                                             11/ 727 (  1.5)        1.09                 28/ 717 (  3.9)        2.87                 0.38 (  0.19,  0.76)    0.0046                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.0150                  

    female                                                  8/ 277 (  2.9)        2.01                  5/ 257 (  1.9)        1.38                 1.43 (  0.47,  4.40)    0.5263                                    

    male                                                    9/ 685 (  1.3)        0.96                 31/ 707 (  4.4)        3.27                 0.30 (  0.14,  0.62)    0.0006                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.5745                  

    white                                                  13/ 712 (  1.8)        1.29                 32/ 716 (  4.5)        3.25                 0.40 (  0.21,  0.77)    0.0041                                    

    black or african american                               2/  44 (  4.5)        3.20                  1/  46 (  2.2)        1.60                 1.81 (  0.15, 21.72)    0.6362                                    

    asian                                                   2/ 187 (  1.1)        0.82                  3/ 187 (  1.6)        1.24                 0.71 (  0.12,  4.33)    0.7129                                    

    other                                                   0/  19 (  0.0)        0.00                  0/  15 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.1539                  

    North America                                           5/ 138 (  3.6)        2.90                  9/ 167 (  5.4)        4.47                 0.69 (  0.23,  2.07)    0.5037                                    

    South America                                           6/ 185 (  3.2)        2.26                  5/ 180 (  2.8)        2.00                 1.06 (  0.32,  3.48)    0.9241                                    

    Europe                                                  4/ 455 (  0.9)        0.60                 19/ 436 (  4.4)        3.04                 0.20 (  0.07,  0.58)    0.0010                                    

    Asia/Pacific                                            2/ 184 (  1.1)        0.83                  3/ 181 (  1.7)        1.27                 0.71 (  0.12,  4.28)    0.7039                                    

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.4668                  

    < 45  mL/min/1.73m^2                                    9/ 362 (  2.5)        1.82                 15/ 357 (  4.2)        3.14                 0.57 (  0.25,  1.31)    0.1809                                    

    >= 45  mL/min/1.73m^2                                   8/ 600 (  1.3)        0.95                 21/ 607 (  3.5)        2.52                 0.38 (  0.17,  0.85)    0.0150                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.6780                  

    < 30  mL/min/1.73m^2                                    1/  13 (  7.7)        5.73                  1/  11 (  9.1)        6.88                 0.72 (  0.04, 11.54)    0.8157                                    

    >= 30  mL/min/1.73m^                                   16/ 949 (  1.7)        1.21                 35/ 953 (  3.7)        2.70                 0.45 (  0.25,  0.81)    0.0066                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.6931                  

    < 130 mmHg                                             11/ 662 (  1.7)        1.21                 26/ 678 (  3.8)        2.83                 0.43 (  0.21,  0.88)    0.0168                                    

    >=130 mmHg                                              6/ 300 (  2.0)        1.39                 10/ 286 (  3.5)        2.54                 0.55 (  0.20,  1.52)    0.2432                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.2712                  

    yes                                                     7/ 482 (  1.5)        1.05                 21/ 500 (  4.2)        3.14                 0.34 (  0.14,  0.79)    0.0089                                    

    no                                                     10/ 480 (  2.1)        1.49                 15/ 464 (  3.2)        2.33                 0.65 (  0.29,  1.44)    0.2804                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of time to renal composite of chronic dialysis, renal transplant or renal death                                                                                                                             

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

 Subgroup                                                ____________Dapa 10 mg (N=962)_____________ ______________Placebo (N=964)______________                                             p-Value for             

    Level                                                   n/   N (%)          Event rate              n/   N (%)          Event rate            Hazard Ratio (95% CI)   p-Value            interaction             

 ____________________________________________________________________________________________________________________________________________________________________________________________________________        

                                                                                                                                                                                                                     

 Overall                                                   13/ 962 (  1.4)        0.97                  9/ 964 (  0.9)        0.68                 1.46 (  0.62,  3.41)    0.3831                                    

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                         0.4921                  

    <= 65 years                                             6/ 235 (  2.6)        1.82                  3/ 247 (  1.2)        0.89                 2.13 (  0.53,  8.54)    0.2727                                    

    > 65 years                                              7/ 727 (  1.0)        0.69                  6/ 717 (  0.8)        0.61                 1.16 (  0.39,  3.45)    0.7891                                    

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                      0.7660                  

    female                                                  4/ 277 (  1.4)        1.00                  2/ 257 (  0.8)        0.55                 1.67 (  0.31,  9.16)    0.5476                                    

    male                                                    9/ 685 (  1.3)        0.95                  7/ 707 (  1.0)        0.73                 1.36 (  0.50,  3.65)    0.5425                                    

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                        0.6730                  

    white                                                  11/ 712 (  1.5)        1.09                  7/ 716 (  1.0)        0.70                 1.62 (  0.63,  4.18)    0.3153                                    

    black or african american                               1/  44 (  2.3)        1.60                  2/  46 (  4.3)        3.27                 0.82 (  0.06, 11.29)    0.8824                                    

    asian                                                   1/ 187 (  0.5)        0.41                  0/ 187 (  0.0)        0.00                  NE                                                               

    other                                                   0/  19 (  0.0)        0.00                  0/  15 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                           0.2710                  

    North America                                           3/ 138 (  2.2)        1.73                  4/ 167 (  2.4)        1.98                 0.86 (  0.19,  3.83)    0.8380                                    

    South America                                           6/ 185 (  3.2)        2.26                  1/ 180 (  0.6)        0.40                 5.78 (  0.69, 48.20)    0.0668                                    

    Europe                                                  3/ 455 (  0.7)        0.45                  4/ 436 (  0.9)        0.63                 0.66 (  0.14,  3.04)    0.5926                                    

    Asia/Pacific                                            1/ 184 (  0.5)        0.41                  0/ 181 (  0.0)        0.00                  NE                                                               

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                               0.7863                  

    < 45  mL/min/1.73m^2                                    8/ 362 (  2.2)        1.61                  5/ 357 (  1.4)        1.03                 1.54 (  0.50,  4.72)    0.4442                                    

    >= 45  mL/min/1.73m^2                                   5/ 600 (  0.8)        0.59                  4/ 607 (  0.7)        0.47                 1.27 (  0.34,  4.74)    0.7196                                    

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                       0.4190                  

    < 30  mL/min/1.73m^2                                    1/  13 (  7.7)        5.73                  0/  11 (  0.0)        0.00                  NE                                                               

    >= 30  mL/min/1.73m^                                   12/ 949 (  1.3)        0.90                  9/ 953 (  0.9)        0.69                 1.32 (  0.56,  3.14)    0.5241                                    

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                            0.6271                  

    < 130 mmHg                                              7/ 662 (  1.1)        0.77                  6/ 678 (  0.9)        0.65                 1.22 (  0.41,  3.63)    0.7217                                    

    >=130 mmHg                                              6/ 300 (  2.0)        1.39                  3/ 286 (  1.0)        0.75                 1.89 (  0.47,  7.56)    0.3597                                    

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                                 0.9333                  

    yes                                                     7/ 482 (  1.5)        1.04                  5/ 500 (  1.0)        0.74                 1.44 (  0.46,  4.54)    0.5308                                    

    no                                                      6/ 480 (  1.3)        0.89                  4/ 464 (  0.9)        0.61                 1.55 (  0.44,  5.50)    0.4952                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.                                                                                                                   

Hazard ratio for Dapa 10mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by T2DM status at randomization, with factors for         

treatment group and baseline eGFR. Analysis of eGFR subgroups without factor for baseline eGFR.                                                                                                                      

p-Value for interaction from Cox proportional hazards model stratified by T2DM status at randomization, with factors for baseline eGFR, the relevant subgroup variable, treatment group and the interaction between  

treatment group and the subgroup variable.                                                                                                                                                                           

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 14JUN2021                                                                                                                 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Summary of completion rates of eGFR by visit                                                                                                                                                                         

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                          ____________Dapa 10 mg (N=962)_____________ _________Placebo (N=964)_________                                                                                              

 Visit                                       n/  N#    Compliance                        n/  N#    Compliance                                                                                                        

 ______________________________________________________________________________________________________________________                                                                                              

                                                                                                                                                                                                                     

 Baseline                                  962/ 962    100.0%                          964/ 964    100.0%                                                                                                            

                                                                                                                                                                                                                     

 Visit 3 (14 days)                         941/ 962    97.82%                          936/ 964    97.10%                                                                                                            

                                                                                                                                                                                                                     

 Visit 4 (2 Months)                        912/ 958    95.20%                          907/ 958    94.68%                                                                                                            

                                                                                                                                                                                                                     

 Visit 5 (4 Months)                        899/ 946    95.03%                          877/ 942    93.10%                                                                                                            

                                                                                                                                                                                                                     

 Visit 6 (8 Months)                        858/ 920    93.26%                          828/ 916    90.39%                                                                                                            

                                                                                                                                                                                                                     

 Visit 7 (12 Months)                       809/ 888    91.10%                          782/ 878    89.07%                                                                                                            

                                                                                                                                                                                                                     

 Visit 8 (16 Months)                       683/ 832    82.09%                          656/ 806    81.39%                                                                                                            

                                                                                                                                                                                                                     

 Visit 9 (20 Months)                       463/ 605    76.53%                          467/ 606    77.06%                                                                                                            

                                                                                                                                                                                                                     

 Visit 10 (24 Months)                      200/ 368    54.35%                          219/ 381    57.48%                                                                                                            

                                                                                                                                                                                                                     

 Visit 11 (28 Months)                       24/ 102    23.53%                           28/ 103    27.18%                                                                                                            

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

N# is the number of patients still in study at time of beginning of eGFR visit window.                                                                                                                               

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Summary of mean values and change from baseline of eGFR                                                                                                                                                              

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                          ___________________Dapa 10 mg (N=962)___________________ ________________Placebo (N=964)________________                                                                   

                                          _____Value at Visit_____ _____Change from Baseline______ _____Value at Visit_____ _Change from Baseline_                                                                   

 Visit                                      N   Mean (SD)            N   Mean (SD)                   N   Mean (SD)            N   Mean (SD)                                                                          

 _________________________________________________________________________________________________________________________________________________                                                                   

                                                                                                                                                                                                                     

 Baseline                                  962   46.95 ( 7.92)        0                             964   46.97 ( 8.17)        0                                                                                     

                                                                                                                                                                                                                     

 Visit 3 (14 days)                         941   43.60 (10.01)      941   -3.42 ( 6.59)             936   46.63 (10.48)      936   -0.34 ( 6.45)                                                                     

                                                                                                                                                                                                                     

 Visit 4 (2 Months)                        912   44.56 (10.95)      912   -2.38 ( 8.28)             907   47.06 (11.17)      907    0.07 ( 8.20)                                                                     

                                                                                                                                                                                                                     

 Visit 5 (4 Months)                        899   45.11 (11.20)      899   -1.84 ( 8.53)             877   46.99 (11.16)      877   -0.01 ( 8.15)                                                                     

                                                                                                                                                                                                                     

 Visit 6 (8 Months)                        858   44.96 (11.29)      858   -2.05 ( 8.78)             828   45.95 (11.47)      828   -0.94 ( 8.76)                                                                     

                                                                                                                                                                                                                     

 Visit 7 (12 Months)                       809   44.97 (11.90)      809   -2.21 ( 9.54)             782   45.68 (11.68)      782   -1.46 ( 9.48)                                                                     

                                                                                                                                                                                                                     

 Visit 8 (16 Months)                       683   44.18 (12.14)      683   -2.90 (10.03)             656   45.04 (12.13)      656   -2.25 (10.22)                                                                     

                                                                                                                                                                                                                     

 Visit 9 (20 Months)                       463   43.90 (12.07)      463   -3.49 ( 9.99)             467   45.25 (12.43)      467   -2.10 (10.47)                                                                     

                                                                                                                                                                                                                     

 Visit 10 (24 Months)                      200   44.58 (12.60)      200   -2.92 (10.86)             219   44.25 (12.67)      219   -2.87 (11.05)                                                                     

                                                                                                                                                                                                                     

 Visit 11 (28 Months)                       24   46.08 (10.36)       24   -3.96 ( 7.40)              28   40.89 (12.72)       28   -5.46 (13.14)                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 
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AstraZeneca 

Protocol: D1699C00001 (PSC) 

Dapa-CKD population 

Graphical summary of mean change from baseline of eGFR 

Full Analysis Set 
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of change from baseline of eGFR                                                                                                                                                                             

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                           ______Dapa 10 mg (N=962)______ ________Placebo (N=964)________  Difference of                                                                                                             

 Visit                       N     LSMean (SE)              N     LSMean (SE)              LSMeans (95% CI)     p-Value      Hedge`s g (95% CI)                                                                      

 _____________________________________________________________________________________________________________________________________________________                                                               

                                                                                                                                                                                                                     

 Visit 3 (14 days)                -3.41 ( 0.21)                  -0.34 ( 0.21)             -3.07 (-3.66,-2.48)  <.0001        -0.47 (-0.56,-0.38)                                                                    

                                                                                                                                                                                                                     

 Visit 4 (2 Months)               -2.38 ( 0.27)                   0.05 ( 0.27)             -2.42 (-3.18,-1.67)  <.0001        -0.30 (-0.39,-0.20)                                                                    

                                                                                                                                                                                                                     

 Visit 5 (4 Months)               -1.83 ( 0.28)                  -0.04 ( 0.28)             -1.79 (-2.56,-1.02)  <.0001        -0.22 (-0.31,-0.12)                                                                    

                                                                                                                                                                                                                     

 Visit 6 (8 Months)               -2.00 ( 0.30)                  -1.07 ( 0.30)             -0.93 (-1.76,-0.10)  0.0276        -0.11 (-0.20,-0.01)                                                                    

                                                                                                                                                                                                                     

 Visit 7 (12 Months)              -2.20 ( 0.33)                  -1.74 ( 0.33)             -0.46 (-1.38, 0.46)  0.3228        -0.05 (-0.15, 0.05)                                                                    

                                                                                                                                                                                                                     

 Visit 8 (16 Months)              -2.84 ( 0.37)                  -2.74 ( 0.38)             -0.10 (-1.14, 0.94)  0.8492        -0.01 (-0.12, 0.10)                                                                    

                                                                                                                                                                                                                     

 Visit 9 (20 Months)              -3.46 ( 0.43)                  -2.86 ( 0.43)             -0.60 (-1.78, 0.59)  0.3231        -0.06 (-0.19, 0.06)                                                                    

                                                                                                                                                                                                                     

 Visit 10 (24 Months)             -3.11 ( 0.63)                  -3.98 ( 0.61)              0.87 (-0.86, 2.59)  0.3241         0.10 (-0.10, 0.29)                                                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

 OVERALL                    955   -2.66 ( 0.23)            953   -1.59 ( 0.23)             -1.06 (-1.71,-0.42)  0.0012        -0.15 (-0.24,-0.06)                                                                    

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

N displays the number of subjects included in the regression model, e.g. all patients with non-missing values at baseline and at least one timepoint after baseline before visit 10.                                 

OVERALL row displays model estimates over time.                                                                                                                                                                      

LS Means and difference of LS Means estimated from repeated measures model (MMRM) with terms for treatment group, baseline measurement, visit and visit by treatment group interaction.                              

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of change from baseline of eGFR - Subgroup analysis                                                                                                                                                         

Full Analysis Set                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                     _______________Dapa 10 mg (N=962)_______________ _______________Placebo (N=964)________________                                                                                 

 Subgroup                            _______Baseline_______ _________Overall_________ _______Baseline_______ ________Overall________  Difference of                                        Interaction               

    Level                              N   Mean (SD)         N*    LSMean (SE)          N   Mean (SD)         N*    LSMean (SE)       LSMeans (95% CI)     p-Value  Hedge`s g (95% CI)     p-Value                   

 _____________________________________________________________________________________________________________________________________________________________________________________________________               

                                                                                                                                                                                                                     

 Age                                                                                                                                                                                       0.6511                    

    <= 65 years                       235  48.45 ( 7.51)     234  -1.62 ( 0.55)        247  48.55 ( 8.20)     244  -1.10 ( 0.54)      -0.52 (-2.05, 1.00)  0.5008    -0.06 (-0.24, 0.12)                             

    > 65 years                        727  46.47 ( 8.00)     721  -2.97 ( 0.25)        717  46.43 ( 8.10)     709  -1.75 ( 0.25)      -1.23 (-1.91,-0.54)  0.0005    -0.18 (-0.29,-0.08)                             

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                                    0.5440                    

    female                            277  46.35 ( 7.92)     276  -3.18 ( 0.43)        257  46.72 ( 8.01)     254  -1.62 ( 0.45)      -1.56 (-2.79,-0.33)  0.0128    -0.22 (-0.39,-0.05)                             

    male                              685  47.20 ( 7.92)     679  -2.50 ( 0.28)        707  47.06 ( 8.23)     699  -1.59 ( 0.27)      -0.91 (-1.67,-0.15)  0.0187    -0.13 (-0.23,-0.02)                             

                                                                                                                                                                                                                     

 Race                                                                                                                                                                                      0.3262                    

    white                             712  46.97 ( 8.00)     706  -2.64 ( 0.26)        716  46.84 ( 8.28)     709  -1.19 ( 0.26)      -1.45 (-2.18,-0.72)  <.0001    -0.21 (-0.31,-0.10)                             

    black or african american          44  47.18 ( 6.82)      44  -4.32 ( 1.23)         46  47.39 ( 8.60)      46  -1.68 ( 1.24)      -2.64 (-6.12, 0.83)  0.1339    -0.32 (-0.73, 0.10)                             

    asian                             187  46.41 ( 7.80)     186  -1.91 ( 0.56)        187  47.23 ( 7.77)     184  -2.94 ( 0.55)       1.03 (-0.52, 2.58)  0.1921     0.14 (-0.07, 0.34)                             

    other                              19  51.26 ( 7.71)      19  -4.75 ( 1.74)         15  48.73 ( 6.77)      14  -3.11 ( 1.99)      -1.64 (-7.21, 3.93)  0.5438    -0.21 (-0.91, 0.48)                             

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                                         0.3130                    

    North America                     138  46.40 ( 8.49)     137  -3.70 ( 0.60)        167  46.59 ( 8.15)     166  -2.17 ( 0.55)      -1.53 (-3.13, 0.07)  0.0603    -0.22 (-0.44, 0.01)                             

    South America                     185  47.84 ( 7.45)     184  -2.78 ( 0.59)        180  47.77 ( 8.36)     180  -1.58 ( 0.61)      -1.20 (-2.87, 0.47)  0.1594    -0.15 (-0.35, 0.06)                             

    Europe                            455  46.98 ( 7.99)     451  -2.51 ( 0.32)        436  46.68 ( 8.23)     429  -0.80 ( 0.32)      -1.71 (-2.60,-0.83)  0.0002    -0.26 (-0.39,-0.12)                             

    Asia/Pacific                      184  46.42 ( 7.77)     183  -1.83 ( 0.57)        181  47.23 ( 7.87)     178  -2.88 ( 0.56)       1.04 (-0.52, 2.61)  0.1907     0.14 (-0.07, 0.34)                             

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                             0.3179                    

    < 45  mL/min/1.73m^2              362  38.29 ( 4.25)     359  -2.05 ( 0.35)        357  37.89 ( 4.35)     354  -0.65 ( 0.36)      -1.39 (-2.38,-0.40)  0.0060    -0.21 (-0.35,-0.06)                             

    >= 45  mL/min/1.73m^2             600  52.18 ( 4.14)     596  -3.01 ( 0.30)        607  52.32 ( 4.21)     599  -2.15 ( 0.30)      -0.86 (-1.70,-0.03)  0.0432    -0.12 (-0.23,-0.00)                             

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                                     0.9412                    

    < 30  mL/min/1.73m^2               13  27.85 ( 1.46)      13    NE                  11  28.09 ( 1.04)      11    NE                 NE                             NE                                            

    >= 30  mL/min/1.73m^              949  47.21 ( 7.65)     942  -2.69 ( 0.23)        953  47.19 ( 7.96)     942  -1.62 ( 0.23)      -1.07 (-1.71,-0.42)  0.0013    -0.15 (-0.24,-0.06)                             

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                                          0.4871                    

    < 130 mmHg                        662  46.88 ( 7.90)     657  -2.57 ( 0.29)        678  46.84 ( 8.20)     671  -1.42 ( 0.28)      -1.15 (-1.94,-0.36)  0.0043    -0.16 (-0.26,-0.05)                             

    >=130 mmHg                        300  47.11 ( 7.99)     298  -2.89 ( 0.39)        286  47.29 ( 8.11)     282  -1.94 ( 0.41)      -0.96 (-2.06, 0.15)  0.0902    -0.14 (-0.30, 0.02)                             

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                               0.1515                    

    yes                               482  46.07 ( 8.06)     478  -2.84 ( 0.33)        500  46.29 ( 8.09)     492  -1.82 ( 0.32)      -1.03 (-1.93,-0.12)  0.0257    -0.14 (-0.27,-0.02)                             

    no                                480  47.84 ( 7.69)     477  -2.45 ( 0.33)        464  47.71 ( 8.20)     461  -1.38 ( 0.33)      -1.07 (-1.99,-0.16)  0.0220    -0.15 (-0.28,-0.02)                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

Repeated measures analysis displays overall results.                                                                                                                                                                 

N* displays the number of subjects included in the regression model, e.g. all patients with non-missing values at baseline and at least one timepoint after baseline before visit 10.                                

LSMeans and difference of LSMeans estimated from repeated measures model (MMRM) with terms for treatment group, baseline measurement, visit and visit by treatment group interaction.                                

Factors for subgroup and subgroup*treatment interaction were added to the model for calculation of p-Value for interaction.                                                                                          

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 26MAY2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Incidences of Adverse Events leading to discontinuation of study drug by SOC, PT                                                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                                                                            Dapa 10 mg                      Placebo                                                                                  

                                                                                            (N=960)                         (N=962)                                                                                  

 System Organ Class (SOC)                                                                   _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _                                                          

    Preferred Term (PT)                                                                        n (%)                           n (%)                                                                                 

 __________________________________________________________________________________________________________________________________________________________                                                          

                                                                                                                                                                                                                     

 Subjects with events                                                                         56 (  5.8)                      59 (  6.1)                                                                             

                                                                                                                                                                                                                     

 Cardiac disorders                                                                            12 (  1.3)                      17 (  1.8)                                                                             

    Cardiac failure                                                                            8 (  0.8)                       6 (  0.6)                                                                             

    Cardiac failure congestive                                                                 0                               4 (  0.4)                                                                             

    Cardiac failure chronic                                                                    1 (  0.1)                       1 (  0.1)                                                                             

    Ventricular tachycardia                                                                    1 (  0.1)                       1 (  0.1)                                                                             

    Acute myocardial infarction                                                                1 (  0.1)                       0                                                                                     

    Atrial fibrillation                                                                        0                               1 (  0.1)                                                                             

    Cardiac failure acute                                                                      0                               1 (  0.1)                                                                             

    Cardio-respiratory arrest                                                                  0                               1 (  0.1)                                                                             

    Myocardial fibrosis                                                                        1 (  0.1)                       0                                                                                     

    Palpitations                                                                               0                               1 (  0.1)                                                                             

    Tachycardia                                                                                0                               1 (  0.1)                                                                             

                                                                                                                                                                                                                     

 Renal and urinary disorders                                                                   9 (  0.9)                      11 (  1.1)                                                                             

    Renal impairment                                                                           2 (  0.2)                       5 (  0.5)                                                                             

    Acute kidney injury                                                                        2 (  0.2)                       3 (  0.3)                                                                             

    Chronic kidney disease                                                                     1 (  0.1)                       2 (  0.2)                                                                             

    Dysuria                                                                                    0                               1 (  0.1)                                                                             

    End stage renal disease                                                                    1 (  0.1)                       0                                                                                     

    Haematuria                                                                                 1 (  0.1)                       0                                                                                     

    Pollakiuria                                                                                1 (  0.1)                       0                                                                                     

    Renal failure                                                                              1 (  0.1)                       0                                                                                     

                                                                                                                                                                                                                     

 Infections and infestations                                                                   8 (  0.8)                       8 (  0.8)                                                                             

    Cystitis                                                                                   1 (  0.1)                       3 (  0.3)                                                                             

    Urinary tract infection                                                                    2 (  0.2)                       1 (  0.1)                                                                             

    Bacterial sepsis                                                                           0                               1 (  0.1)                                                                             

    Bronchitis                                                                                 1 (  0.1)                       0                                                                                     

    Erysipelas                                                                                 1 (  0.1)                       0                                                                                     

    Fungal balanitis                                                                           1 (  0.1)                       0                                                                                     

    Gastroenteritis                                                                            0                               1 (  0.1)                                                                             

    Sepsis                                                                                     0                               1 (  0.1)                                                                             

    Septic shock                                                                               1 (  0.1)                       0                                                                                     

    Urosepsis                                                                                  0                               1 (  0.1)                                                                             

    Vulvovaginal mycotic infection                                                             1 (  0.1)                       0                                                                                     

                                                                                                                                                                                                                     

 Nervous system disorders                                                                      3 (  0.3)                       6 (  0.6)                                                                             

    Dizziness                                                                                  2 (  0.2)                       3 (  0.3)                                                                             

    Cerebrovascular accident                                                                   0                               1 (  0.1)                                                                             

    Cognitive disorder                                                                         1 (  0.1)                       0                                                                                     

    Haemorrhagic stroke                                                                        0                               1 (  0.1)                                                                             

    Somnolence                                                                                 0                               1 (  0.1)                                                                             

    Syncope                                                                                    0                               1 (  0.1)                                                                             

                                                                                                                                                                                                                     

 Gastrointestinal disorders                                                                    4 (  0.4)                       4 (  0.4)                                                                             

    Abdominal discomfort                                                                       1 (  0.1)                       0                                                                                     

    Abdominal distension                                                                       0                               1 (  0.1)                                                                             

    Abdominal pain lower                                                                       1 (  0.1)                       0                                                                                     

    Constipation                                                                               0                               1 (  0.1)                                                                             

    Diarrhoea                                                                                  0                               1 (  0.1)                                                                             

    Gastric disorder                                                                           1 (  0.1)                       0                                                                                     

    Nausea                                                                                     1 (  0.1)                       0                                                                                     

    Pancreatitis                                                                               0                               1 (  0.1)                                                                             

                                                                                                                                                                                                                     

 Metabolism and nutrition disorders                                                            4 (  0.4)                       4 (  0.4)                                                                             

    Hypovolaemia                                                                               2 (  0.2)                       1 (  0.1)                                                                             

_______________________________________________________________________________________________________________________________________________________________                                                      
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AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Incidences of Adverse Events leading to discontinuation of study drug by SOC, PT                                                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                                                                            Dapa 10 mg                      Placebo                                                                                  

                                                                                            (N=960)                         (N=962)                                                                                  

 System Organ Class (SOC)                                                                   _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _                                                          

    Preferred Term (PT)                                                                        n (%)                           n (%)                                                                                 

 __________________________________________________________________________________________________________________________________________________________                                                          

    Dehydration                                                                                1 (  0.1)                       0                                                                                     

    Diabetes mellitus                                                                          0                               1 (  0.1)                                                                             

    Diabetic ketosis                                                                           0                               1 (  0.1)                                                                             

    Diabetic metabolic decompensation                                                          1 (  0.1)                       0                                                                                     

    Hypoglycaemia                                                                              0                               1 (  0.1)                                                                             

                                                                                                                                                                                                                     

 General disorders and administration site conditions                                          3 (  0.3)                       3 (  0.3)                                                                             

    Fatigue                                                                                    1 (  0.1)                       1 (  0.1)                                                                             

    Gait disturbance                                                                           1 (  0.1)                       0                                                                                     

    Malaise                                                                                    1 (  0.1)                       0                                                                                     

    Non-cardiac chest pain                                                                     0                               1 (  0.1)                                                                             

    Peripheral swelling                                                                        0                               1 (  0.1)                                                                             

                                                                                                                                                                                                                     

 Skin and subcutaneous tissue disorders                                                        4 (  0.4)                       2 (  0.2)                                                                             

    Pruritus                                                                                   2 (  0.2)                       1 (  0.1)                                                                             

    Drug eruption                                                                              1 (  0.1)                       0                                                                                     

    Eczema                                                                                     1 (  0.1)                       0                                                                                     

    Petechiae                                                                                  0                               1 (  0.1)                                                                             

                                                                                                                                                                                                                     

 Investigations                                                                                2 (  0.2)                       2 (  0.2)                                                                             

    Glomerular filtration rate decreased                                                       1 (  0.1)                       1 (  0.1)                                                                             

    Blood creatinine increased                                                                 0                               1 (  0.1)                                                                             

    Blood pressure decreased                                                                   1 (  0.1)                       0                                                                                     

                                                                                                                                                                                                                     

 Vascular disorders                                                                            4 (  0.4)                       0                                                                                     

    Hypotension                                                                                4 (  0.4)                       0                                                                                     

                                                                                                                                                                                                                     

 Neoplasms benign, malignant and unspecified (incl cysts and polyps)                           1 (  0.1)                       2 (  0.2)                                                                             

    Bladder transitional cell carcinoma                                                        0                               1 (  0.1)                                                                             

    Lung neoplasm malignant                                                                    1 (  0.1)                       0                                                                                     

    Pancreatic carcinoma                                                                       0                               1 (  0.1)                                                                             

                                                                                                                                                                                                                     

 Hepatobiliary disorders                                                                       2 (  0.2)                       0                                                                                     

    Cholecystitis                                                                              1 (  0.1)                       0                                                                                     

    Gallbladder enlargement                                                                    1 (  0.1)                       0                                                                                     

                                                                                                                                                                                                                     

 Respiratory, thoracic and mediastinal disorders                                               0                               1 (  0.1)                                                                             

    Respiratory failure                                                                        0                               1 (  0.1)                                                                             

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

_______________________________________________________________________________________________________________________________________________________________                                                      
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AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Event                                                                                                                                                                

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              628/ 960 ( 65.4)       664/ 962 ( 69.0)       0.95 ( 0.89, 1.01)    0.85 ( 0.70, 1.03)    -0.04 ( -0.08,  0.01)       0.0923                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.5746                                  

    <= 65 years                       153/ 235 ( 65.1)       174/ 246 ( 70.7)       0.92 ( 0.81, 1.04)    0.77 ( 0.53, 1.13)    -0.06 ( -0.14,  0.03)       0.1867                                                   

    > 65 years                        475/ 725 ( 65.5)       490/ 716 ( 68.4)       0.96 ( 0.89, 1.03)    0.88 ( 0.70, 1.09)    -0.03 ( -0.08,  0.02)       0.2391                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.7937                                  

    female                            180/ 277 ( 65.0)       174/ 257 ( 67.7)       0.96 ( 0.85, 1.08)    0.89 ( 0.62, 1.27)    -0.03 ( -0.11,  0.06)       0.5065                                                   

    male                              448/ 683 ( 65.6)       490/ 705 ( 69.5)       0.94 ( 0.88, 1.02)    0.84 ( 0.67, 1.05)    -0.04 ( -0.09,  0.01)       0.1198                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.1067                                  

    white                             463/ 711 ( 65.1)       475/ 715 ( 66.4)       0.98 ( 0.91, 1.06)    0.94 ( 0.76, 1.17)    -0.01 ( -0.06,  0.04)       0.6012                                                   

    black or african american          34/  44 ( 77.3)        34/  46 ( 73.9)       1.05 ( 0.83, 1.32)    1.20 ( 0.46, 3.15)     0.03 ( -0.16,  0.22)       0.7124                                                   

    asian                             119/ 186 ( 64.0)       144/ 186 ( 77.4)       0.83 ( 0.72, 0.94)    0.52 ( 0.33, 0.82)    -0.13 ( -0.23, -0.04)       0.0045                                                   

    other                              12/  19 ( 63.2)        11/  15 ( 73.3)       0.86 ( 0.54, 1.36)    0.62 ( 0.14, 2.73)    -0.10 ( -0.41,  0.21)       0.7152                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.0664                                  

    North America                      98/ 137 ( 71.5)       123/ 167 ( 73.7)       0.97 ( 0.84, 1.12)    0.90 ( 0.54, 1.49)    -0.02 ( -0.13,  0.08)       0.6803                                                   

    South America                     129/ 185 ( 69.7)       116/ 180 ( 64.4)       1.08 ( 0.94, 1.25)    1.27 ( 0.82, 1.97)     0.05 ( -0.05,  0.15)       0.2832                                                   

    Europe                            283/ 455 ( 62.2)       286/ 435 ( 65.7)       0.95 ( 0.86, 1.04)    0.86 ( 0.65, 1.13)    -0.04 ( -0.10,  0.03)       0.2706                                                   

    Asia/Pacific                      118/ 183 ( 64.5)       139/ 180 ( 77.2)       0.84 ( 0.73, 0.95)    0.54 ( 0.34, 0.85)    -0.13 ( -0.22, -0.03)       0.0077                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.5101                                  

    < 45  mL/min/1.73m^2              250/ 362 ( 69.1)       265/ 357 ( 74.2)       0.93 ( 0.85, 1.02)    0.77 ( 0.56, 1.07)    -0.05 ( -0.12,  0.02)       0.1245                                                   

    >= 45  mL/min/1.73m^2             378/ 598 ( 63.2)       399/ 605 ( 66.0)       0.96 ( 0.88, 1.04)    0.89 ( 0.70, 1.12)    -0.03 ( -0.08,  0.03)       0.3207                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.3591                                  

    < 30  mL/min/1.73m^2               12/  13 ( 92.3)         9/  11 ( 81.8)       1.13 ( 0.82, 1.55)    2.67 ( 0.21,34.20)     0.10 ( -0.17,  0.37)       0.5761                                                   

    >= 30  mL/min/1.73m^              616/ 947 ( 65.0)       655/ 951 ( 68.9)       0.94 ( 0.89, 1.01)    0.84 ( 0.69, 1.02)    -0.04 ( -0.08,  0.00)       0.0764                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.6879                                  

    < 130 mmHg                        440/ 661 ( 66.6)       478/ 677 ( 70.6)       0.94 ( 0.88, 1.01)    0.83 ( 0.66, 1.04)    -0.04 ( -0.09,  0.01)       0.1115                                                   

    >=130 mmHg                        188/ 299 ( 62.9)       186/ 285 ( 65.3)       0.96 ( 0.85, 1.09)    0.90 ( 0.64, 1.26)    -0.02 ( -0.10,  0.06)       0.5483                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.2005                                  

    yes                               327/ 481 ( 68.0)       344/ 500 ( 68.8)       0.99 ( 0.91, 1.08)    0.96 ( 0.74, 1.26)    -0.01 ( -0.07,  0.05)       0.7834                                                   

    no                                301/ 479 ( 62.8)       320/ 462 ( 69.3)       0.91 ( 0.83, 0.99)    0.75 ( 0.57, 0.98)    -0.06 ( -0.13, -0.00)       0.0376                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Event                                                                                                                                                        

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              417/ 960 ( 43.4)       482/ 962 ( 50.1)       0.87 ( 0.79, 0.95)    0.76 ( 0.64, 0.92)    -0.07 ( -0.11, -0.02)       0.0034                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3079                                  

    <= 65 years                       101/ 235 ( 43.0)       132/ 246 ( 53.7)       0.80 ( 0.66, 0.97)    0.65 ( 0.45, 0.93)    -0.11 ( -0.20, -0.01)       0.0193                                                   

    > 65 years                        316/ 725 ( 43.6)       350/ 716 ( 48.9)       0.89 ( 0.80, 1.00)    0.81 ( 0.66, 0.99)    -0.05 ( -0.11, -0.00)       0.0438                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.8823                                  

    female                            121/ 277 ( 43.7)       128/ 257 ( 49.8)       0.88 ( 0.73, 1.05)    0.78 ( 0.56, 1.10)    -0.06 ( -0.15,  0.03)       0.1568                                                   

    male                              296/ 683 ( 43.3)       354/ 705 ( 50.2)       0.86 ( 0.77, 0.97)    0.76 ( 0.61, 0.94)    -0.07 ( -0.12, -0.02)       0.0103                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.8712                                  

    white                             309/ 711 ( 43.5)       354/ 715 ( 49.5)       0.88 ( 0.78, 0.98)    0.78 ( 0.64, 0.97)    -0.06 ( -0.11, -0.01)       0.0220                                                   

    black or african american          23/  44 ( 52.3)        26/  46 ( 56.5)       0.92 ( 0.63, 1.35)    0.84 ( 0.37, 1.93)    -0.04 ( -0.25,  0.17)       0.6874                                                   

    asian                              75/ 186 ( 40.3)        94/ 186 ( 50.5)       0.80 ( 0.64, 1.00)    0.66 ( 0.44, 1.00)    -0.10 ( -0.20,  0.00)       0.0482                                                   

    other                              10/  19 ( 52.6)         8/  15 ( 53.3)       0.99 ( 0.52, 1.87)    0.97 ( 0.25, 3.77)    -0.01 ( -0.34,  0.33)       0.9680                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5913                                  

    North America                      68/ 137 ( 49.6)        84/ 167 ( 50.3)       0.99 ( 0.79, 1.24)    0.97 ( 0.62, 1.53)    -0.01 ( -0.12,  0.11)       0.9084                                                   

    South America                      80/ 185 ( 43.2)        85/ 180 ( 47.2)       0.92 ( 0.73, 1.15)    0.85 ( 0.56, 1.29)    -0.04 ( -0.14,  0.07)       0.4457                                                   

    Europe                            194/ 455 ( 42.6)       223/ 435 ( 51.3)       0.83 ( 0.72, 0.96)    0.71 ( 0.54, 0.92)    -0.09 ( -0.15, -0.02)       0.0100                                                   

    Asia/Pacific                       75/ 183 ( 41.0)        90/ 180 ( 50.0)       0.82 ( 0.65, 1.03)    0.69 ( 0.46, 1.05)    -0.09 ( -0.19,  0.02)       0.0850                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.1771                                  

    < 45  mL/min/1.73m^2              163/ 362 ( 45.0)       199/ 357 ( 55.7)       0.81 ( 0.70, 0.94)    0.65 ( 0.48, 0.87)    -0.11 ( -0.18, -0.03)       0.0041                                                   

    >= 45  mL/min/1.73m^2             254/ 598 ( 42.5)       283/ 605 ( 46.8)       0.91 ( 0.80, 1.03)    0.84 ( 0.67, 1.05)    -0.04 ( -0.10,  0.01)       0.1336                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.9783                                  

    < 30  mL/min/1.73m^2               10/  13 ( 76.9)         9/  11 ( 81.8)       0.94 ( 0.63, 1.41)    0.74 ( 0.10, 5.49)    -0.05 ( -0.37,  0.27)       1.0000                                                   

    >= 30  mL/min/1.73m^              407/ 947 ( 43.0)       473/ 951 ( 49.7)       0.86 ( 0.78, 0.95)    0.76 ( 0.64, 0.91)    -0.07 ( -0.11, -0.02)       0.0032                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.6857                                  

    < 130 mmHg                        299/ 661 ( 45.2)       347/ 677 ( 51.3)       0.88 ( 0.79, 0.99)    0.79 ( 0.63, 0.97)    -0.06 ( -0.11, -0.01)       0.0276                                                   

    >=130 mmHg                        118/ 299 ( 39.5)       135/ 285 ( 47.4)       0.83 ( 0.69, 1.00)    0.72 ( 0.52, 1.01)    -0.08 ( -0.16,  0.00)       0.0542                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.9121                                  

    yes                               220/ 481 ( 45.7)       263/ 500 ( 52.6)       0.87 ( 0.77, 0.99)    0.76 ( 0.59, 0.98)    -0.07 ( -0.13, -0.00)       0.0317                                                   

    no                                197/ 479 ( 41.1)       219/ 462 ( 47.4)       0.87 ( 0.75, 1.00)    0.78 ( 0.60, 1.00)    -0.06 ( -0.13,  0.00)       0.0528                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events                                                                                                                                                        

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              285/ 960 ( 29.7)       315/ 962 ( 32.7)       0.91 ( 0.79, 1.04)    0.87 ( 0.71, 1.05)    -0.03 ( -0.07,  0.01)       0.1483                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.1097                                  

    <= 65 years                        64/ 235 ( 27.2)        89/ 246 ( 36.2)       0.75 ( 0.58, 0.98)    0.66 ( 0.45, 0.97)    -0.09 ( -0.17, -0.00)       0.0354                                                   

    > 65 years                        221/ 725 ( 30.5)       226/ 716 ( 31.6)       0.97 ( 0.83, 1.13)    0.95 ( 0.76, 1.19)    -0.01 ( -0.06,  0.04)       0.6573                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.5046                                  

    female                             80/ 277 ( 28.9)        88/ 257 ( 34.2)       0.84 ( 0.66, 1.08)    0.78 ( 0.54, 1.12)    -0.05 ( -0.13,  0.03)       0.1830                                                   

    male                              205/ 683 ( 30.0)       227/ 705 ( 32.2)       0.93 ( 0.80, 1.09)    0.90 ( 0.72, 1.13)    -0.02 ( -0.07,  0.03)       0.3798                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.7191                                  

    white                             213/ 711 ( 30.0)       233/ 715 ( 32.6)       0.92 ( 0.79, 1.07)    0.88 ( 0.71, 1.11)    -0.03 ( -0.08,  0.02)       0.2844                                                   

    black or african american          17/  44 ( 38.6)        21/  46 ( 45.7)       0.85 ( 0.52, 1.38)    0.75 ( 0.32, 1.74)    -0.07 ( -0.28,  0.14)       0.5029                                                   

    asian                              45/ 186 ( 24.2)        55/ 186 ( 29.6)       0.82 ( 0.58, 1.15)    0.76 ( 0.48, 1.20)    -0.05 ( -0.15,  0.04)       0.2429                                                   

    other                              10/  19 ( 52.6)         6/  15 ( 40.0)       1.32 ( 0.62, 2.79)    1.67 ( 0.42, 6.56)     0.13 ( -0.23,  0.44)       0.4704                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5914                                  

    North America                      45/ 137 ( 32.8)        69/ 167 ( 41.3)       0.79 ( 0.59, 1.07)    0.69 ( 0.43, 1.11)    -0.08 ( -0.19,  0.03)       0.1297                                                   

    South America                      60/ 185 ( 32.4)        65/ 180 ( 36.1)       0.90 ( 0.68, 1.19)    0.85 ( 0.55, 1.31)    -0.04 ( -0.14,  0.06)       0.4596                                                   

    Europe                            135/ 455 ( 29.7)       129/ 435 ( 29.7)       1.00 ( 0.82, 1.22)    1.00 ( 0.75, 1.33)     0.00 ( -0.06,  0.06)       0.9961                                                   

    Asia/Pacific                       45/ 183 ( 24.6)        52/ 180 ( 28.9)       0.85 ( 0.60, 1.20)    0.80 ( 0.50, 1.28)    -0.04 ( -0.14,  0.05)       0.3554                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.5511                                  

    < 45  mL/min/1.73m^2              118/ 362 ( 32.6)       134/ 357 ( 37.5)       0.87 ( 0.71, 1.06)    0.80 ( 0.59, 1.09)    -0.05 ( -0.12,  0.02)       0.1655                                                   

    >= 45  mL/min/1.73m^2             167/ 598 ( 27.9)       181/ 605 ( 29.9)       0.93 ( 0.78, 1.11)    0.91 ( 0.71, 1.16)    -0.02 ( -0.07,  0.03)       0.4466                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.6435                                  

    < 30  mL/min/1.73m^2                9/  13 ( 69.2)         7/  11 ( 63.6)       1.09 ( 0.61, 1.93)    1.29 ( 0.23, 7.05)     0.06 ( -0.32,  0.44)       1.0000                                                   

    >= 30  mL/min/1.73m^              276/ 947 ( 29.1)       308/ 951 ( 32.4)       0.90 ( 0.79, 1.03)    0.86 ( 0.71, 1.04)    -0.03 ( -0.07,  0.01)       0.1261                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.4568                                  

    < 130 mmHg                        211/ 661 ( 31.9)       230/ 677 ( 34.0)       0.94 ( 0.81, 1.09)    0.91 ( 0.73, 1.14)    -0.02 ( -0.07,  0.03)       0.4248                                                   

    >=130 mmHg                         74/ 299 ( 24.7)        85/ 285 ( 29.8)       0.83 ( 0.64, 1.08)    0.77 ( 0.54, 1.11)    -0.05 ( -0.12,  0.02)       0.1688                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.2658                                  

    yes                               153/ 481 ( 31.8)       186/ 500 ( 37.2)       0.86 ( 0.72, 1.02)    0.79 ( 0.60, 1.03)    -0.05 ( -0.11,  0.01)       0.0760                                                   

    no                                132/ 479 ( 27.6)       129/ 462 ( 27.9)       0.99 ( 0.80, 1.21)    0.98 ( 0.74, 1.31)    -0.00 ( -0.06,  0.05)       0.9006                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events                                                                                                                                                    

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              524/ 960 ( 54.6)       572/ 962 ( 59.5)       0.92 ( 0.85, 0.99)    0.82 ( 0.68, 0.98)    -0.05 ( -0.09, -0.00)       0.0309                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.9155                                  

    <= 65 years                       128/ 235 ( 54.5)       145/ 246 ( 58.9)       0.92 ( 0.79, 1.08)    0.83 ( 0.58, 1.20)    -0.04 ( -0.14,  0.05)       0.3225                                                   

    > 65 years                        396/ 725 ( 54.6)       427/ 716 ( 59.6)       0.92 ( 0.84, 1.00)    0.81 ( 0.66, 1.00)    -0.05 ( -0.10,  0.00)       0.0545                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.9239                                  

    female                            144/ 277 ( 52.0)       147/ 257 ( 57.2)       0.91 ( 0.78, 1.06)    0.81 ( 0.58, 1.14)    -0.05 ( -0.14,  0.03)       0.2272                                                   

    male                              380/ 683 ( 55.6)       425/ 705 ( 60.3)       0.92 ( 0.84, 1.01)    0.83 ( 0.67, 1.02)    -0.05 ( -0.10,  0.01)       0.0796                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.5322                                  

    white                             388/ 711 ( 54.6)       413/ 715 ( 57.8)       0.94 ( 0.86, 1.04)    0.88 ( 0.71, 1.08)    -0.03 ( -0.08,  0.02)       0.2248                                                   

    black or african american          26/  44 ( 59.1)        30/  46 ( 65.2)       0.91 ( 0.66, 1.25)    0.77 ( 0.33, 1.81)    -0.06 ( -0.27,  0.15)       0.5512                                                   

    asian                             101/ 186 ( 54.3)       122/ 186 ( 65.6)       0.83 ( 0.70, 0.98)    0.62 ( 0.41, 0.95)    -0.11 ( -0.21, -0.01)       0.0265                                                   

    other                               9/  19 ( 47.4)         7/  15 ( 46.7)       1.02 ( 0.49, 2.08)    1.03 ( 0.26, 3.99)     0.01 ( -0.33,  0.34)       0.9680                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.1016                                  

    North America                      82/ 137 ( 59.9)       108/ 167 ( 64.7)       0.93 ( 0.78, 1.10)    0.81 ( 0.51, 1.30)    -0.05 ( -0.16,  0.06)       0.3889                                                   

    South America                     106/ 185 ( 57.3)        92/ 180 ( 51.1)       1.12 ( 0.93, 1.35)    1.28 ( 0.85, 1.94)     0.06 ( -0.04,  0.17)       0.2362                                                   

    Europe                            236/ 455 ( 51.9)       254/ 435 ( 58.4)       0.89 ( 0.79, 1.00)    0.77 ( 0.59, 1.00)    -0.07 ( -0.13,  0.00)       0.0507                                                   

    Asia/Pacific                      100/ 183 ( 54.6)       118/ 180 ( 65.6)       0.83 ( 0.70, 0.99)    0.63 ( 0.41, 0.97)    -0.11 ( -0.21, -0.00)       0.0341                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.2953                                  

    < 45  mL/min/1.73m^2              208/ 362 ( 57.5)       233/ 357 ( 65.3)       0.88 ( 0.78, 0.99)    0.72 ( 0.53, 0.97)    -0.08 ( -0.15, -0.00)       0.0317                                                   

    >= 45  mL/min/1.73m^2             316/ 598 ( 52.8)       339/ 605 ( 56.0)       0.94 ( 0.85, 1.05)    0.88 ( 0.70, 1.10)    -0.03 ( -0.09,  0.03)       0.2668                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.6506                                  

    < 30  mL/min/1.73m^2               10/  13 ( 76.9)         8/  11 ( 72.7)       1.06 ( 0.66, 1.69)    1.25 ( 0.20, 7.96)     0.04 ( -0.31,  0.39)       1.0000                                                   

    >= 30  mL/min/1.73m^              514/ 947 ( 54.3)       564/ 951 ( 59.3)       0.92 ( 0.85, 0.99)    0.81 ( 0.68, 0.98)    -0.05 ( -0.10, -0.00)       0.0270                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.1667                                  

    < 130 mmHg                        366/ 661 ( 55.4)       421/ 677 ( 62.2)       0.89 ( 0.81, 0.97)    0.75 ( 0.61, 0.94)    -0.07 ( -0.12, -0.01)       0.0114                                                   

    >=130 mmHg                        158/ 299 ( 52.8)       151/ 285 ( 53.0)       1.00 ( 0.86, 1.16)    0.99 ( 0.72, 1.38)    -0.00 ( -0.08,  0.08)       0.9731                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.0857                                  

    yes                               277/ 481 ( 57.6)       293/ 500 ( 58.6)       0.98 ( 0.88, 1.09)    0.96 ( 0.74, 1.24)    -0.01 ( -0.07,  0.05)       0.7483                                                   

    no                                247/ 479 ( 51.6)       279/ 462 ( 60.4)       0.85 ( 0.76, 0.96)    0.70 ( 0.54, 0.90)    -0.09 ( -0.15, -0.02)       0.0065                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events leading to discontinuation of study drug                                                                                                                      

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               56/ 960 (  5.8)        59/ 962 (  6.1)       0.95 ( 0.67, 1.36)    0.95 ( 0.65, 1.38)    -0.00 ( -0.03,  0.02)       0.7818                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2331                                  

    <= 65 years                         8/ 235 (  3.4)        14/ 246 (  5.7)       0.60 ( 0.26, 1.40)    0.58 ( 0.24, 1.42)    -0.02 ( -0.07,  0.02)       0.2306                                                   

    > 65 years                         48/ 725 (  6.6)        45/ 716 (  6.3)       1.05 ( 0.71, 1.56)    1.06 ( 0.69, 1.61)     0.00 ( -0.02,  0.03)       0.7954                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.8936                                  

    female                             15/ 277 (  5.4)        14/ 257 (  5.4)       0.99 ( 0.49, 2.02)    0.99 ( 0.47, 2.10)    -0.00 ( -0.04,  0.04)       0.9869                                                   

    male                               41/ 683 (  6.0)        45/ 705 (  6.4)       0.94 ( 0.62, 1.42)    0.94 ( 0.61, 1.45)    -0.00 ( -0.03,  0.02)       0.7691                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.7262                                  

    white                              45/ 711 (  6.3)        46/ 715 (  6.4)       0.98 ( 0.66, 1.46)    0.98 ( 0.64, 1.50)    -0.00 ( -0.03,  0.03)       0.9357                                                   

    black or african american           4/  44 (  9.1)         4/  46 (  8.7)       1.05 ( 0.28, 3.92)    1.05 ( 0.25, 4.49)     0.00 ( -0.11,  0.12)       1.0000                                                   

    asian                               7/ 186 (  3.8)         8/ 186 (  4.3)       0.88 ( 0.32, 2.36)    0.87 ( 0.31, 2.45)    -0.01 ( -0.05,  0.04)       0.7924                                                   

    other                               0/  19 (  0.0)         1/  15 (  6.7)       0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)       0.4412                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.2582                                  

    North America                      11/ 137 (  8.0)        23/ 167 ( 13.8)       0.58 ( 0.29, 1.15)    0.55 ( 0.26, 1.17)    -0.06 ( -0.13,  0.02)       0.1145                                                   

    South America                       4/ 185 (  2.2)         5/ 180 (  2.8)       0.78 ( 0.21, 2.85)    0.77 ( 0.20, 2.93)    -0.01 ( -0.04,  0.03)       0.7479                                                   

    Europe                             34/ 455 (  7.5)        24/ 435 (  5.5)       1.35 ( 0.82, 2.25)    1.38 ( 0.81, 2.37)     0.02 ( -0.02,  0.05)       0.2377                                                   

    Asia/Pacific                        7/ 183 (  3.8)         7/ 180 (  3.9)       0.98 ( 0.35, 2.75)    0.98 ( 0.34, 2.86)    -0.00 ( -0.05,  0.05)       0.9749                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.2950                                  

    < 45  mL/min/1.73m^2               18/ 362 (  5.0)        24/ 357 (  6.7)       0.74 ( 0.41, 1.34)    0.73 ( 0.39, 1.36)    -0.02 ( -0.06,  0.02)       0.3174                                                   

    >= 45  mL/min/1.73m^2              38/ 598 (  6.4)        35/ 605 (  5.8)       1.10 ( 0.70, 1.71)    1.11 ( 0.69, 1.77)     0.01 ( -0.02,  0.03)       0.6793                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.3259                                  

    < 30  mL/min/1.73m^2                3/  13 ( 23.1)         1/  11 (  9.1)       2.54 ( 0.31,21.06)    3.00 ( 0.26,33.97)     0.14 ( -0.15,  0.43)       0.5963                                                   

    >= 30  mL/min/1.73m^               53/ 947 (  5.6)        58/ 951 (  6.1)       0.92 ( 0.64, 1.32)    0.91 ( 0.62, 1.34)    -0.01 ( -0.03,  0.02)       0.6411                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.9938                                  

    < 130 mmHg                         43/ 661 (  6.5)        46/ 677 (  6.8)       0.96 ( 0.64, 1.43)    0.95 ( 0.62, 1.47)    -0.00 ( -0.03,  0.03)       0.8319                                                   

    >=130 mmHg                         13/ 299 (  4.3)        13/ 285 (  4.6)       0.95 ( 0.45, 2.02)    0.95 ( 0.43, 2.09)    -0.00 ( -0.04,  0.04)       0.9005                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.5171                                  

    yes                                27/ 481 (  5.6)        33/ 500 (  6.6)       0.85 ( 0.52, 1.39)    0.84 ( 0.50, 1.42)    -0.01 ( -0.04,  0.02)       0.5193                                                   

    no                                 29/ 479 (  6.1)        26/ 462 (  5.6)       1.08 ( 0.64, 1.80)    1.08 ( 0.63, 1.86)     0.00 ( -0.03,  0.04)       0.7805                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events leading to discontinuation of study drug                                                                                                              

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               23/ 960 (  2.4)        33/ 962 (  3.4)       0.70 ( 0.41, 1.18)    0.69 ( 0.40, 1.19)    -0.01 ( -0.03,  0.01)       0.1777                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.8884                                  

    <= 65 years                         5/ 235 (  2.1)         7/ 246 (  2.8)       0.75 ( 0.24, 2.32)    0.74 ( 0.23, 2.37)    -0.01 ( -0.04,  0.03)       0.6142                                                   

    > 65 years                         18/ 725 (  2.5)        26/ 716 (  3.6)       0.68 ( 0.38, 1.24)    0.68 ( 0.37, 1.24)    -0.01 ( -0.03,  0.01)       0.2053                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.0560                                  

    female                              3/ 277 (  1.1)        11/ 257 (  4.3)       0.25 ( 0.07, 0.90)    0.24 ( 0.07, 0.89)    -0.03 ( -0.07, -0.00)       0.0210                                                   

    male                               20/ 683 (  2.9)        22/ 705 (  3.1)       0.94 ( 0.52, 1.70)    0.94 ( 0.51, 1.73)    -0.00 ( -0.02,  0.02)       0.8344                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.8341                                  

    white                              17/ 711 (  2.4)        26/ 715 (  3.6)       0.66 ( 0.36, 1.20)    0.65 ( 0.35, 1.21)    -0.01 ( -0.03,  0.01)       0.1693                                                   

    black or african american           4/  44 (  9.1)         4/  46 (  8.7)       1.05 ( 0.28, 3.92)    1.05 ( 0.25, 4.49)     0.00 ( -0.11,  0.12)       1.0000                                                   

    asian                               2/ 186 (  1.1)         3/ 186 (  1.6)       0.67 ( 0.11, 3.94)    0.66 ( 0.11, 4.01)    -0.01 ( -0.03,  0.02)       1.0000                                                   

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5094                                  

    North America                       7/ 137 (  5.1)        15/ 167 (  9.0)       0.57 ( 0.24, 1.36)    0.55 ( 0.22, 1.38)    -0.04 ( -0.10,  0.03)       0.1955                                                   

    South America                       1/ 185 (  0.5)         4/ 180 (  2.2)       0.24 ( 0.03, 2.16)    0.24 ( 0.03, 2.16)    -0.02 ( -0.04,  0.01)       0.2099                                                   

    Europe                             13/ 455 (  2.9)        12/ 435 (  2.8)       1.04 ( 0.48, 2.24)    1.04 ( 0.47, 2.30)     0.00 ( -0.02,  0.03)       0.9292                                                   

    Asia/Pacific                        2/ 183 (  1.1)         2/ 180 (  1.1)       0.98 ( 0.14, 6.91)    0.98 ( 0.14, 7.06)    -0.00 ( -0.02,  0.02)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.7641                                  

    < 45  mL/min/1.73m^2                9/ 362 (  2.5)        14/ 357 (  3.9)       0.63 ( 0.28, 1.45)    0.62 ( 0.27, 1.46)    -0.01 ( -0.04,  0.01)       0.2745                                                   

    >= 45  mL/min/1.73m^2              14/ 598 (  2.3)        19/ 605 (  3.1)       0.75 ( 0.38, 1.47)    0.74 ( 0.37, 1.49)    -0.01 ( -0.03,  0.01)       0.3962                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.2574                                  

    < 30  mL/min/1.73m^2                1/  13 (  7.7)         0/  11 (  0.0)       2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)       1.0000                                                   

    >= 30  mL/min/1.73m^               22/ 947 (  2.3)        33/ 951 (  3.5)       0.67 ( 0.39, 1.14)    0.66 ( 0.38, 1.14)    -0.01 ( -0.03,  0.00)       0.1365                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.8153                                  

    < 130 mmHg                         18/ 661 (  2.7)        27/ 677 (  4.0)       0.68 ( 0.38, 1.23)    0.67 ( 0.37, 1.24)    -0.01 ( -0.03,  0.01)       0.1996                                                   

    >=130 mmHg                          5/ 299 (  1.7)         6/ 285 (  2.1)       0.79 ( 0.25, 2.57)    0.79 ( 0.24, 2.62)    -0.00 ( -0.03,  0.02)       0.7007                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.8587                                  

    yes                                13/ 481 (  2.7)        20/ 500 (  4.0)       0.68 ( 0.34, 1.34)    0.67 ( 0.33, 1.36)    -0.01 ( -0.04,  0.01)       0.2602                                                   

    no                                 10/ 479 (  2.1)        13/ 462 (  2.8)       0.74 ( 0.33, 1.68)    0.74 ( 0.32, 1.70)    -0.01 ( -0.03,  0.01)       0.4710                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events leading to discontinuation of study                                                                                                                           

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                0/ 960 (  0.0)         0/ 962 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         0/ 235 (  0.0)         0/ 246 (  0.0)         NE                    NE                    NE                                                                                 

    > 65 years                          0/ 725 (  0.0)         0/ 716 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              0/ 277 (  0.0)         0/ 257 (  0.0)         NE                    NE                    NE                                                                                 

    male                                0/ 683 (  0.0)         0/ 705 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               0/ 711 (  0.0)         0/ 715 (  0.0)         NE                    NE                    NE                                                                                 

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       0/ 137 (  0.0)         0/ 167 (  0.0)         NE                    NE                    NE                                                                                 

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              0/ 455 (  0.0)         0/ 435 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                0/ 362 (  0.0)         0/ 357 (  0.0)         NE                    NE                    NE                                                                                 

    >= 45  mL/min/1.73m^2               0/ 598 (  0.0)         0/ 605 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                0/ 947 (  0.0)         0/ 951 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          0/ 661 (  0.0)         0/ 677 (  0.0)         NE                    NE                    NE                                                                                 

    >=130 mmHg                          0/ 299 (  0.0)         0/ 285 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 0/ 481 (  0.0)         0/ 500 (  0.0)         NE                    NE                    NE                                                                                 

    no                                  0/ 479 (  0.0)         0/ 462 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events leading to death                                                                                                                                              

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              147/ 960 ( 15.3)       172/ 962 ( 17.9)       0.86 ( 0.70, 1.05)    0.83 ( 0.65, 1.06)    -0.03 ( -0.06,  0.01)       0.1305                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.9824                                  

    <= 65 years                        35/ 235 ( 14.9)        43/ 246 ( 17.5)       0.85 ( 0.57, 1.28)    0.83 ( 0.51, 1.34)    -0.03 ( -0.09,  0.04)       0.4423                                                   

    > 65 years                        112/ 725 ( 15.4)       129/ 716 ( 18.0)       0.86 ( 0.68, 1.08)    0.83 ( 0.63, 1.10)    -0.03 ( -0.07,  0.01)       0.1916                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.4797                                  

    female                             34/ 277 ( 12.3)        42/ 257 ( 16.3)       0.75 ( 0.49, 1.14)    0.72 ( 0.44, 1.17)    -0.04 ( -0.10,  0.02)       0.1792                                                   

    male                              113/ 683 ( 16.5)       130/ 705 ( 18.4)       0.90 ( 0.71, 1.13)    0.88 ( 0.66, 1.16)    -0.02 ( -0.06,  0.02)       0.3532                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.9582                                  

    white                             117/ 711 ( 16.5)       135/ 715 ( 18.9)       0.87 ( 0.70, 1.09)    0.85 ( 0.64, 1.11)    -0.02 ( -0.06,  0.02)       0.2301                                                   

    black or african american           6/  44 ( 13.6)         8/  46 ( 17.4)       0.78 ( 0.30, 2.08)    0.75 ( 0.24, 2.37)    -0.04 ( -0.20,  0.13)       0.6251                                                   

    asian                              21/ 186 ( 11.3)        27/ 186 ( 14.5)       0.78 ( 0.46, 1.33)    0.75 ( 0.41, 1.38)    -0.03 ( -0.11,  0.04)       0.3541                                                   

    other                               3/  19 ( 15.8)         2/  15 ( 13.3)       1.18 ( 0.23, 6.20)    1.22 ( 0.18, 8.42)     0.02 ( -0.21,  0.26)       1.0000                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.9050                                  

    North America                      20/ 137 ( 14.6)        28/ 167 ( 16.8)       0.87 ( 0.51, 1.48)    0.85 ( 0.45, 1.58)    -0.02 ( -0.11,  0.07)       0.6066                                                   

    South America                      28/ 185 ( 15.1)        37/ 180 ( 20.6)       0.74 ( 0.47, 1.15)    0.69 ( 0.40, 1.18)    -0.05 ( -0.14,  0.03)       0.1766                                                   

    Europe                             78/ 455 ( 17.1)        83/ 435 ( 19.1)       0.90 ( 0.68, 1.19)    0.88 ( 0.62, 1.23)    -0.02 ( -0.07,  0.03)       0.4531                                                   

    Asia/Pacific                       21/ 183 ( 11.5)        24/ 180 ( 13.3)       0.86 ( 0.50, 1.49)    0.84 ( 0.45, 1.58)    -0.02 ( -0.09,  0.05)       0.5917                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.7684                                  

    < 45  mL/min/1.73m^2               64/ 362 ( 17.7)        76/ 357 ( 21.3)       0.83 ( 0.62, 1.12)    0.79 ( 0.55, 1.15)    -0.04 ( -0.10,  0.02)       0.2221                                                   

    >= 45  mL/min/1.73m^2              83/ 598 ( 13.9)        96/ 605 ( 15.9)       0.87 ( 0.67, 1.15)    0.85 ( 0.62, 1.17)    -0.02 ( -0.06,  0.02)       0.3328                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.9421                                  

    < 30  mL/min/1.73m^2                4/  13 ( 30.8)         4/  11 ( 36.4)       0.85 ( 0.27, 2.62)    0.78 ( 0.14, 4.27)    -0.06 ( -0.44,  0.32)       1.0000                                                   

    >= 30  mL/min/1.73m^              143/ 947 ( 15.1)       168/ 951 ( 17.7)       0.85 ( 0.70, 1.05)    0.83 ( 0.65, 1.06)    -0.03 ( -0.06,  0.01)       0.1312                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.2931                                  

    < 130 mmHg                        112/ 661 ( 16.9)       125/ 677 ( 18.5)       0.92 ( 0.73, 1.16)    0.90 ( 0.68, 1.19)    -0.02 ( -0.06,  0.03)       0.4668                                                   

    >=130 mmHg                         35/ 299 ( 11.7)        47/ 285 ( 16.5)       0.71 ( 0.47, 1.07)    0.67 ( 0.42, 1.08)    -0.05 ( -0.11,  0.01)       0.0964                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.9928                                  

    yes                                84/ 481 ( 17.5)       101/ 500 ( 20.2)       0.86 ( 0.67, 1.12)    0.84 ( 0.61, 1.15)    -0.03 ( -0.08,  0.02)       0.2736                                                   

    no                                 63/ 479 ( 13.2)        71/ 462 ( 15.4)       0.86 ( 0.63, 1.17)    0.83 ( 0.58, 1.20)    -0.02 ( -0.07,  0.02)       0.3312                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events leading to hospitalization                                                                                                                                    

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              367/ 960 ( 38.2)       440/ 962 ( 45.7)       0.84 ( 0.75, 0.93)    0.73 ( 0.61, 0.88)    -0.08 ( -0.12, -0.03)       0.0009                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3744                                  

    <= 65 years                        86/ 235 ( 36.6)       117/ 246 ( 47.6)       0.77 ( 0.62, 0.95)    0.64 ( 0.44, 0.92)    -0.11 ( -0.20, -0.02)       0.0150                                                   

    > 65 years                        281/ 725 ( 38.8)       323/ 716 ( 45.1)       0.86 ( 0.76, 0.97)    0.77 ( 0.62, 0.95)    -0.06 ( -0.12, -0.01)       0.0146                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.9719                                  

    female                            108/ 277 ( 39.0)       120/ 257 ( 46.7)       0.84 ( 0.69, 1.02)    0.73 ( 0.52, 1.03)    -0.08 ( -0.16,  0.01)       0.0724                                                   

    male                              259/ 683 ( 37.9)       320/ 705 ( 45.4)       0.84 ( 0.74, 0.95)    0.73 ( 0.59, 0.91)    -0.07 ( -0.13, -0.02)       0.0048                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.8717                                  

    white                             273/ 711 ( 38.4)       329/ 715 ( 46.0)       0.83 ( 0.74, 0.94)    0.73 ( 0.59, 0.90)    -0.08 ( -0.13, -0.02)       0.0036                                                   

    black or african american          20/  44 ( 45.5)        24/  46 ( 52.2)       0.87 ( 0.57, 1.33)    0.76 ( 0.33, 1.75)    -0.07 ( -0.28,  0.15)       0.5261                                                   

    asian                              64/ 186 ( 34.4)        80/ 186 ( 43.0)       0.80 ( 0.62, 1.04)    0.70 ( 0.46, 1.06)    -0.09 ( -0.19,  0.02)       0.0890                                                   

    other                              10/  19 ( 52.6)         7/  15 ( 46.7)       1.13 ( 0.57, 2.25)    1.27 ( 0.33, 4.93)     0.06 ( -0.29,  0.39)       0.7336                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5681                                  

    North America                      64/ 137 ( 46.7)        79/ 167 ( 47.3)       0.99 ( 0.78, 1.26)    0.98 ( 0.62, 1.54)    -0.01 ( -0.12,  0.11)       0.9184                                                   

    South America                      69/ 185 ( 37.3)        79/ 180 ( 43.9)       0.85 ( 0.66, 1.09)    0.76 ( 0.50, 1.16)    -0.07 ( -0.17,  0.04)       0.2003                                                   

    Europe                            170/ 455 ( 37.4)       205/ 435 ( 47.1)       0.79 ( 0.68, 0.93)    0.67 ( 0.51, 0.87)    -0.10 ( -0.16, -0.03)       0.0032                                                   

    Asia/Pacific                       64/ 183 ( 35.0)        77/ 180 ( 42.8)       0.82 ( 0.63, 1.06)    0.72 ( 0.47, 1.10)    -0.08 ( -0.18,  0.03)       0.1277                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.1661                                  

    < 45  mL/min/1.73m^2              146/ 362 ( 40.3)       186/ 357 ( 52.1)       0.77 ( 0.66, 0.91)    0.62 ( 0.46, 0.83)    -0.12 ( -0.19, -0.04)       0.0016                                                   

    >= 45  mL/min/1.73m^2             221/ 598 ( 37.0)       254/ 605 ( 42.0)       0.88 ( 0.76, 1.01)    0.81 ( 0.64, 1.02)    -0.05 ( -0.11,  0.01)       0.0746                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.4494                                  

    < 30  mL/min/1.73m^2                8/  13 ( 61.5)         9/  11 ( 81.8)       0.75 ( 0.45, 1.26)    0.36 ( 0.05, 2.37)    -0.20 ( -0.55,  0.15)       0.3864                                                   

    >= 30  mL/min/1.73m^              359/ 947 ( 37.9)       431/ 951 ( 45.3)       0.84 ( 0.75, 0.93)    0.74 ( 0.61, 0.88)    -0.07 ( -0.12, -0.03)       0.0011                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.8618                                  

    < 130 mmHg                        263/ 661 ( 39.8)       322/ 677 ( 47.6)       0.84 ( 0.74, 0.95)    0.73 ( 0.59, 0.90)    -0.08 ( -0.13, -0.02)       0.0042                                                   

    >=130 mmHg                        104/ 299 ( 34.8)       118/ 285 ( 41.4)       0.84 ( 0.68, 1.03)    0.75 ( 0.54, 1.06)    -0.07 ( -0.15,  0.01)       0.0997                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.8051                                  

    yes                               193/ 481 ( 40.1)       241/ 500 ( 48.2)       0.83 ( 0.72, 0.96)    0.72 ( 0.56, 0.93)    -0.08 ( -0.14, -0.02)       0.0109                                                   

    no                                174/ 479 ( 36.3)       199/ 462 ( 43.1)       0.84 ( 0.72, 0.99)    0.75 ( 0.58, 0.98)    -0.07 ( -0.13, -0.00)       0.0345                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Volume Depletion                                                                                                                         

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               97/ 960 ( 10.1)        86/ 962 (  8.9)       1.13 ( 0.86, 1.49)    1.14 ( 0.84, 1.55)     0.01 ( -0.02,  0.04)       0.3846                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3010                                  

    <= 65 years                        19/ 235 (  8.1)        23/ 246 (  9.3)       0.86 ( 0.48, 1.55)    0.85 ( 0.45, 1.61)    -0.01 ( -0.07,  0.04)       0.6237                                                   

    > 65 years                         78/ 725 ( 10.8)        63/ 716 (  8.8)       1.22 ( 0.89, 1.68)    1.25 ( 0.88, 1.77)     0.02 ( -0.01,  0.05)       0.2108                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1395                                  

    female                             30/ 277 ( 10.8)        17/ 257 (  6.6)       1.64 ( 0.93, 2.90)    1.71 ( 0.92, 3.19)     0.04 ( -0.01,  0.09)       0.0861                                                   

    male                               67/ 683 (  9.8)        69/ 705 (  9.8)       1.00 ( 0.73, 1.38)    1.00 ( 0.70, 1.43)     0.00 ( -0.03,  0.03)       0.9888                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.1337                                  

    white                              76/ 711 ( 10.7)        62/ 715 (  8.7)       1.23 ( 0.90, 1.70)    1.26 ( 0.89, 1.79)     0.02 ( -0.01,  0.05)       0.1977                                                   

    black or african american           2/  44 (  4.5)         8/  46 ( 17.4)       0.26 ( 0.06, 1.16)    0.23 ( 0.05, 1.13)    -0.13 ( -0.25, -0.00)       0.0905                                                   

    asian                              18/ 186 (  9.7)        16/ 186 (  8.6)       1.12 ( 0.59, 2.14)    1.14 ( 0.56, 2.31)     0.01 ( -0.05,  0.07)       0.7193                                                   

    other                               1/  19 (  5.3)         0/  15 (  0.0)       2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)       1.0000                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.1884                                  

    North America                      14/ 137 ( 10.2)        25/ 167 ( 15.0)       0.68 ( 0.37, 1.26)    0.65 ( 0.32, 1.30)    -0.05 ( -0.13,  0.03)       0.2185                                                   

    South America                      24/ 185 ( 13.0)        13/ 180 (  7.2)       1.80 ( 0.94, 3.42)    1.91 ( 0.94, 3.89)     0.06 ( -0.01,  0.12)       0.0692                                                   

    Europe                             42/ 455 (  9.2)        33/ 435 (  7.6)       1.22 ( 0.79, 1.88)    1.24 ( 0.77, 1.99)     0.02 ( -0.02,  0.05)       0.3776                                                   

    Asia/Pacific                       17/ 183 (  9.3)        15/ 180 (  8.3)       1.11 ( 0.57, 2.16)    1.13 ( 0.54, 2.33)     0.01 ( -0.05,  0.07)       0.7483                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.6864                                  

    < 45  mL/min/1.73m^2               44/ 362 ( 12.2)        41/ 357 ( 11.5)       1.06 ( 0.71, 1.58)    1.07 ( 0.68, 1.68)     0.01 ( -0.04,  0.06)       0.7810                                                   

    >= 45  mL/min/1.73m^2              53/ 598 (  8.9)        45/ 605 (  7.4)       1.19 ( 0.81, 1.74)    1.21 ( 0.80, 1.83)     0.01 ( -0.02,  0.05)       0.3666                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.3364                                  

    < 30  mL/min/1.73m^2                5/  13 ( 38.5)         2/  11 ( 18.2)       2.12 ( 0.51, 8.84)    2.81 ( 0.42,18.74)     0.20 ( -0.15,  0.55)       0.3864                                                   

    >= 30  mL/min/1.73m^               92/ 947 (  9.7)        84/ 951 (  8.8)       1.10 ( 0.83, 1.46)    1.11 ( 0.81, 1.51)     0.01 ( -0.02,  0.04)       0.5078                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.5349                                  

    < 130 mmHg                         80/ 661 ( 12.1)        69/ 677 ( 10.2)       1.19 ( 0.88, 1.61)    1.21 ( 0.86, 1.71)     0.02 ( -0.02,  0.05)       0.2668                                                   

    >=130 mmHg                         17/ 299 (  5.7)        17/ 285 (  6.0)       0.95 ( 0.50, 1.83)    0.95 ( 0.48, 1.90)    -0.00 ( -0.05,  0.04)       0.8855                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.3926                                  

    yes                                51/ 481 ( 10.6)        52/ 500 ( 10.4)       1.02 ( 0.71, 1.47)    1.02 ( 0.68, 1.54)     0.00 ( -0.04,  0.04)       0.9175                                                   

    no                                 46/ 479 (  9.6)        34/ 462 (  7.4)       1.30 ( 0.85, 1.99)    1.34 ( 0.84, 2.12)     0.02 ( -0.02,  0.06)       0.2175                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Volume Depletion                                                                                                                 

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               19/ 960 (  2.0)        22/ 962 (  2.3)       0.87 ( 0.47, 1.59)    0.86 ( 0.46, 1.60)    -0.00 ( -0.02,  0.01)       0.6407                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.4823                                  

    <= 65 years                         4/ 235 (  1.7)         7/ 246 (  2.8)       0.60 ( 0.18, 2.02)    0.59 ( 0.17, 2.05)    -0.01 ( -0.05,  0.02)       0.4022                                                   

    > 65 years                         15/ 725 (  2.1)        15/ 716 (  2.1)       0.99 ( 0.49, 2.01)    0.99 ( 0.48, 2.03)    -0.00 ( -0.02,  0.02)       0.9724                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1239                                  

    female                              8/ 277 (  2.9)         4/ 257 (  1.6)       1.86 ( 0.57, 6.09)    1.88 ( 0.56, 6.32)     0.01 ( -0.02,  0.04)       0.3000                                                   

    male                               11/ 683 (  1.6)        18/ 705 (  2.6)       0.63 ( 0.30, 1.33)    0.62 ( 0.29, 1.33)    -0.01 ( -0.03,  0.01)       0.2198                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.1239                                  

    white                              17/ 711 (  2.4)        15/ 715 (  2.1)       1.14 ( 0.57, 2.26)    1.14 ( 0.57, 2.31)     0.00 ( -0.01,  0.02)       0.7088                                                   

    black or african american           0/  44 (  0.0)         4/  46 (  8.7)       0.12 ( 0.01, 2.09)    0.11 ( 0.01, 2.03)    -0.09 ( -0.17, -0.01)       0.1170                                                   

    asian                               2/ 186 (  1.1)         3/ 186 (  1.6)       0.67 ( 0.11, 3.94)    0.66 ( 0.11, 4.01)    -0.01 ( -0.03,  0.02)       1.0000                                                   

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.9274                                  

    North America                       6/ 137 (  4.4)         7/ 167 (  4.2)       1.04 ( 0.36, 3.04)    1.05 ( 0.34, 3.19)     0.00 ( -0.05,  0.06)       0.9359                                                   

    South America                       3/ 185 (  1.6)         5/ 180 (  2.8)       0.58 ( 0.14, 2.41)    0.58 ( 0.14, 2.45)    -0.01 ( -0.04,  0.02)       0.4977                                                   

    Europe                              8/ 455 (  1.8)         8/ 435 (  1.8)       0.96 ( 0.36, 2.52)    0.96 ( 0.36, 2.57)    -0.00 ( -0.02,  0.02)       0.9277                                                   

    Asia/Pacific                        2/ 183 (  1.1)         2/ 180 (  1.1)       0.98 ( 0.14, 6.91)    0.98 ( 0.14, 7.06)    -0.00 ( -0.02,  0.02)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.5793                                  

    < 45  mL/min/1.73m^2                8/ 362 (  2.2)        11/ 357 (  3.1)       0.72 ( 0.29, 1.76)    0.71 ( 0.28, 1.79)    -0.01 ( -0.04,  0.02)       0.4668                                                   

    >= 45  mL/min/1.73m^2              11/ 598 (  1.8)        11/ 605 (  1.8)       1.01 ( 0.44, 2.32)    1.01 ( 0.44, 2.35)     0.00 ( -0.02,  0.02)       0.9780                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.9846                                  

    < 30  mL/min/1.73m^2                1/  13 (  7.7)         1/  11 (  9.1)       0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)       1.0000                                                   

    >= 30  mL/min/1.73m^               18/ 947 (  1.9)        21/ 951 (  2.2)       0.86 ( 0.46, 1.61)    0.86 ( 0.45, 1.62)    -0.00 ( -0.02,  0.01)       0.6369                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0120                                  

    < 130 mmHg                         18/ 661 (  2.7)        14/ 677 (  2.1)       1.32 ( 0.66, 2.63)    1.33 ( 0.65, 2.69)     0.01 ( -0.01,  0.03)       0.4331                                                   

    >=130 mmHg                          1/ 299 (  0.3)         8/ 285 (  2.8)       0.12 ( 0.01, 0.95)    0.12 ( 0.01, 0.93)    -0.02 ( -0.04, -0.00)       0.0180                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.0272                                  

    yes                                 8/ 481 (  1.7)        17/ 500 (  3.4)       0.49 ( 0.21, 1.12)    0.48 ( 0.21, 1.12)    -0.02 ( -0.04,  0.00)       0.0846                                                   

    no                                 11/ 479 (  2.3)         5/ 462 (  1.1)       2.12 ( 0.74, 6.06)    2.15 ( 0.74, 6.23)     0.01 ( -0.01,  0.03)       0.1500                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Volume Depletion                                                                                                                  

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               10/ 960 (  1.0)        10/ 962 (  1.0)       1.00 ( 0.42, 2.40)    1.00 ( 0.42, 2.42)     0.00 ( -0.01,  0.01)       0.9963                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.6823                                  

    <= 65 years                         3/ 235 (  1.3)         4/ 246 (  1.6)       0.79 ( 0.18, 3.47)    0.78 ( 0.17, 3.53)    -0.00 ( -0.02,  0.02)       1.0000                                                   

    > 65 years                          7/ 725 (  1.0)         6/ 716 (  0.8)       1.15 ( 0.39, 3.41)    1.15 ( 0.39, 3.45)     0.00 ( -0.01,  0.01)       0.7980                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1933                                  

    female                              5/ 277 (  1.8)         2/ 257 (  0.8)       2.32 ( 0.45,11.85)    2.34 ( 0.45,12.19)     0.01 ( -0.01,  0.03)       0.4524                                                   

    male                                5/ 683 (  0.7)         8/ 705 (  1.1)       0.65 ( 0.21, 1.96)    0.64 ( 0.21, 1.97)    -0.00 ( -0.02,  0.01)       0.4363                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.5212                                  

    white                               8/ 711 (  1.1)         8/ 715 (  1.1)       1.01 ( 0.38, 2.66)    1.01 ( 0.38, 2.69)     0.00 ( -0.01,  0.01)       0.9910                                                   

    black or african american           0/  44 (  0.0)         1/  46 (  2.2)       0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)       1.0000                                                   

    asian                               2/ 186 (  1.1)         1/ 186 (  0.5)       2.00 ( 0.18,21.87)    2.01 ( 0.18,22.37)     0.01 ( -0.01,  0.02)       1.0000                                                   

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.3862                                  

    North America                       4/ 137 (  2.9)         5/ 167 (  3.0)       0.98 ( 0.27, 3.56)    0.97 ( 0.26, 3.70)    -0.00 ( -0.04,  0.04)       1.0000                                                   

    South America                       2/ 185 (  1.1)         1/ 180 (  0.6)       1.95 ( 0.18,21.27)    1.96 ( 0.18,21.77)     0.01 ( -0.01,  0.02)       1.0000                                                   

    Europe                              2/ 455 (  0.4)         4/ 435 (  0.9)       0.48 ( 0.09, 2.60)    0.48 ( 0.09, 2.61)    -0.00 ( -0.02,  0.01)       0.4418                                                   

    Asia/Pacific                        2/ 183 (  1.1)         0/ 180 (  0.0)       4.92 ( 0.24,101.7)    4.97 ( 0.24,104.3)     0.01 ( -0.00,  0.03)       0.4987                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.6308                                  

    < 45  mL/min/1.73m^2                4/ 362 (  1.1)         5/ 357 (  1.4)       0.79 ( 0.21, 2.91)    0.79 ( 0.21, 2.95)    -0.00 ( -0.02,  0.01)       0.7508                                                   

    >= 45  mL/min/1.73m^2               6/ 598 (  1.0)         5/ 605 (  0.8)       1.21 ( 0.37, 3.96)    1.22 ( 0.37, 4.01)     0.00 ( -0.01,  0.02)       0.7473                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^               10/ 947 (  1.1)        10/ 951 (  1.1)       1.00 ( 0.42, 2.40)    1.00 ( 0.42, 2.42)     0.00 ( -0.01,  0.01)       0.9924                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.1228                                  

    < 130 mmHg                         10/ 661 (  1.5)         8/ 677 (  1.2)       1.28 ( 0.51, 3.22)    1.28 ( 0.50, 3.28)     0.00 ( -0.01,  0.02)       0.5992                                                   

    >=130 mmHg                          0/ 299 (  0.0)         2/ 285 (  0.7)       0.19 ( 0.01, 3.95)    0.19 ( 0.01, 3.96)    -0.01 ( -0.02,  0.00)       0.2377                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.0076                                  

    yes                                 3/ 481 (  0.6)         9/ 500 (  1.8)       0.35 ( 0.09, 1.27)    0.34 ( 0.09, 1.27)    -0.01 ( -0.03,  0.00)       0.0940                                                   

    no                                  7/ 479 (  1.5)         1/ 462 (  0.2)       6.75 ( 0.83,54.66)    6.84 ( 0.84,55.79)     0.01 (  0.00,  0.02)       0.0695                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Volume Depletion                                                                                                              

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               88/ 960 (  9.2)        77/ 962 (  8.0)       1.15 ( 0.85, 1.53)    1.16 ( 0.84, 1.60)     0.01 ( -0.01,  0.04)       0.3631                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3641                                  

    <= 65 years                        17/ 235 (  7.2)        20/ 246 (  8.1)       0.89 ( 0.48, 1.66)    0.88 ( 0.45, 1.73)    -0.01 ( -0.06,  0.04)       0.7127                                                   

    > 65 years                         71/ 725 (  9.8)        57/ 716 (  8.0)       1.23 ( 0.88, 1.72)    1.26 ( 0.87, 1.81)     0.02 ( -0.01,  0.05)       0.2217                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.2792                                  

    female                             25/ 277 (  9.0)        15/ 257 (  5.8)       1.55 ( 0.83, 2.87)    1.60 ( 0.82, 3.11)     0.03 ( -0.02,  0.08)       0.1623                                                   

    male                               63/ 683 (  9.2)        62/ 705 (  8.8)       1.05 ( 0.75, 1.47)    1.05 ( 0.73, 1.52)     0.00 ( -0.03,  0.04)       0.7799                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.1976                                  

    white                              69/ 711 (  9.7)        55/ 715 (  7.7)       1.26 ( 0.90, 1.77)    1.29 ( 0.89, 1.87)     0.02 ( -0.01,  0.05)       0.1777                                                   

    black or african american           2/  44 (  4.5)         7/  46 ( 15.2)       0.30 ( 0.07, 1.36)    0.27 ( 0.05, 1.36)    -0.11 ( -0.23,  0.01)       0.1582                                                   

    asian                              16/ 186 (  8.6)        15/ 186 (  8.1)       1.07 ( 0.54, 2.09)    1.07 ( 0.51, 2.24)     0.01 ( -0.06,  0.07)       0.8514                                                   

    other                               1/  19 (  5.3)         0/  15 (  0.0)       2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)       1.0000                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.2200                                  

    North America                      11/ 137 (  8.0)        20/ 167 ( 12.0)       0.67 ( 0.33, 1.35)    0.64 ( 0.30, 1.39)    -0.04 ( -0.11,  0.04)       0.2586                                                   

    South America                      22/ 185 ( 11.9)        12/ 180 (  6.7)       1.78 ( 0.91, 3.50)    1.89 ( 0.91, 3.94)     0.05 ( -0.01,  0.12)       0.0864                                                   

    Europe                             40/ 455 (  8.8)        30/ 435 (  6.9)       1.27 ( 0.81, 2.01)    1.30 ( 0.79, 2.13)     0.02 ( -0.02,  0.06)       0.2942                                                   

    Asia/Pacific                       15/ 183 (  8.2)        15/ 180 (  8.3)       0.98 ( 0.50, 1.95)    0.98 ( 0.47, 2.07)    -0.00 ( -0.06,  0.06)       0.9624                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.8063                                  

    < 45  mL/min/1.73m^2               40/ 362 ( 11.0)        36/ 357 ( 10.1)       1.10 ( 0.72, 1.68)    1.11 ( 0.69, 1.78)     0.01 ( -0.04,  0.06)       0.6739                                                   

    >= 45  mL/min/1.73m^2              48/ 598 (  8.0)        41/ 605 (  6.8)       1.18 ( 0.79, 1.77)    1.20 ( 0.78, 1.85)     0.01 ( -0.02,  0.04)       0.4078                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.3426                                  

    < 30  mL/min/1.73m^2                5/  13 ( 38.5)         2/  11 ( 18.2)       2.12 ( 0.51, 8.84)    2.81 ( 0.42,18.74)     0.20 ( -0.15,  0.55)       0.3864                                                   

    >= 30  mL/min/1.73m^               83/ 947 (  8.8)        75/ 951 (  7.9)       1.11 ( 0.82, 1.50)    1.12 ( 0.81, 1.55)     0.01 ( -0.02,  0.03)       0.4888                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.8151                                  

    < 130 mmHg                         71/ 661 ( 10.7)        62/ 677 (  9.2)       1.17 ( 0.85, 1.62)    1.19 ( 0.83, 1.71)     0.02 ( -0.02,  0.05)       0.3334                                                   

    >=130 mmHg                         17/ 299 (  5.7)        15/ 285 (  5.3)       1.08 ( 0.55, 2.12)    1.09 ( 0.53, 2.22)     0.00 ( -0.04,  0.04)       0.8227                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.9516                                  

    yes                                49/ 481 ( 10.2)        44/ 500 (  8.8)       1.16 ( 0.79, 1.71)    1.18 ( 0.77, 1.80)     0.01 ( -0.02,  0.05)       0.4587                                                   

    no                                 39/ 479 (  8.1)        33/ 462 (  7.1)       1.14 ( 0.73, 1.78)    1.15 ( 0.71, 1.87)     0.01 ( -0.03,  0.05)       0.5646                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Renal Events                                                                                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               97/ 960 ( 10.1)       115/ 962 ( 12.0)       0.85 ( 0.66, 1.09)    0.83 ( 0.62, 1.10)    -0.02 ( -0.05,  0.01)       0.1956                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3851                                  

    <= 65 years                        30/ 235 ( 12.8)        31/ 246 ( 12.6)       1.01 ( 0.63, 1.62)    1.01 ( 0.59, 1.74)     0.00 ( -0.06,  0.07)       0.9569                                                   

    > 65 years                         67/ 725 (  9.2)        84/ 716 ( 11.7)       0.79 ( 0.58, 1.07)    0.77 ( 0.55, 1.08)    -0.02 ( -0.06,  0.01)       0.1229                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.2115                                  

    female                             29/ 277 ( 10.5)        24/ 257 (  9.3)       1.12 ( 0.67, 1.87)    1.14 ( 0.64, 2.01)     0.01 ( -0.04,  0.07)       0.6627                                                   

    male                               68/ 683 ( 10.0)        91/ 705 ( 12.9)       0.77 ( 0.57, 1.04)    0.75 ( 0.53, 1.04)    -0.03 ( -0.06,  0.01)       0.0844                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.3196                                  

    white                              75/ 711 ( 10.5)        83/ 715 ( 11.6)       0.91 ( 0.68, 1.22)    0.90 ( 0.64, 1.25)    -0.01 ( -0.04,  0.02)       0.5239                                                   

    black or african american           8/  44 ( 18.2)         6/  46 ( 13.0)       1.39 ( 0.53, 3.69)    1.48 ( 0.47, 4.68)     0.05 ( -0.12,  0.22)       0.5038                                                   

    asian                              13/ 186 (  7.0)        25/ 186 ( 13.4)       0.52 ( 0.27, 0.98)    0.48 ( 0.24, 0.98)    -0.06 ( -0.13,  0.00)       0.0402                                                   

    other                               1/  19 (  5.3)         1/  15 (  6.7)       0.79 ( 0.05,11.61)    0.78 ( 0.04,13.56)    -0.01 ( -0.18,  0.15)       1.0000                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.3156                                  

    North America                      20/ 137 ( 14.6)        30/ 167 ( 18.0)       0.81 ( 0.48, 1.37)    0.78 ( 0.42, 1.45)    -0.03 ( -0.12,  0.06)       0.4317                                                   

    South America                      25/ 185 ( 13.5)        21/ 180 ( 11.7)       1.16 ( 0.67, 1.99)    1.18 ( 0.64, 2.20)     0.02 ( -0.05,  0.09)       0.5956                                                   

    Europe                             39/ 455 (  8.6)        40/ 435 (  9.2)       0.93 ( 0.61, 1.42)    0.93 ( 0.58, 1.47)    -0.01 ( -0.05,  0.03)       0.7437                                                   

    Asia/Pacific                       13/ 183 (  7.1)        24/ 180 ( 13.3)       0.53 ( 0.28, 1.01)    0.50 ( 0.24, 1.01)    -0.06 ( -0.13,  0.00)       0.0502                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.9288                                  

    < 45  mL/min/1.73m^2               51/ 362 ( 14.1)        60/ 357 ( 16.8)       0.84 ( 0.59, 1.18)    0.81 ( 0.54, 1.22)    -0.03 ( -0.08,  0.03)       0.3135                                                   

    >= 45  mL/min/1.73m^2              46/ 598 (  7.7)        55/ 605 (  9.1)       0.85 ( 0.58, 1.23)    0.83 ( 0.55, 1.25)    -0.01 ( -0.05,  0.02)       0.3820                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.0899                                  

    < 30  mL/min/1.73m^2                6/  13 ( 46.2)         2/  11 ( 18.2)       2.54 ( 0.64,10.13)    3.86 ( 0.59,25.29)     0.28 ( -0.07,  0.63)       0.2108                                                   

    >= 30  mL/min/1.73m^               91/ 947 (  9.6)       113/ 951 ( 11.9)       0.81 ( 0.62, 1.05)    0.79 ( 0.59, 1.06)    -0.02 ( -0.05,  0.01)       0.1100                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0071                                  

    < 130 mmHg                         62/ 661 (  9.4)        93/ 677 ( 13.7)       0.68 ( 0.50, 0.92)    0.65 ( 0.46, 0.91)    -0.04 ( -0.08, -0.01)       0.0128                                                   

    >=130 mmHg                         35/ 299 ( 11.7)        22/ 285 (  7.7)       1.52 ( 0.91, 2.52)    1.58 ( 0.91, 2.77)     0.04 ( -0.01,  0.09)       0.1050                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.5109                                  

    yes                                59/ 481 ( 12.3)        67/ 500 ( 13.4)       0.92 ( 0.66, 1.27)    0.90 ( 0.62, 1.31)    -0.01 ( -0.05,  0.03)       0.5959                                                   

    no                                 38/ 479 (  7.9)        48/ 462 ( 10.4)       0.76 ( 0.51, 1.15)    0.74 ( 0.48, 1.16)    -0.02 ( -0.06,  0.01)       0.1914                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Renal Events                                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               26/ 960 (  2.7)        43/ 962 (  4.5)       0.61 ( 0.38, 0.98)    0.59 ( 0.36, 0.98)    -0.02 ( -0.04, -0.00)       0.0380                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.0862                                  

    <= 65 years                        10/ 235 (  4.3)         9/ 246 (  3.7)       1.16 ( 0.48, 2.81)    1.17 ( 0.47, 2.93)     0.01 ( -0.03,  0.05)       0.7372                                                   

    > 65 years                         16/ 725 (  2.2)        34/ 716 (  4.7)       0.46 ( 0.26, 0.83)    0.45 ( 0.25, 0.83)    -0.03 ( -0.05, -0.01)       0.0084                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.7810                                  

    female                              8/ 277 (  2.9)        11/ 257 (  4.3)       0.67 ( 0.28, 1.65)    0.67 ( 0.26, 1.68)    -0.01 ( -0.05,  0.02)       0.3860                                                   

    male                               18/ 683 (  2.6)        32/ 705 (  4.5)       0.58 ( 0.33, 1.02)    0.57 ( 0.32, 1.02)    -0.02 ( -0.04,  0.00)       0.0572                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.4204                                  

    white                              21/ 711 (  3.0)        34/ 715 (  4.8)       0.62 ( 0.36, 1.06)    0.61 ( 0.35, 1.06)    -0.02 ( -0.04,  0.00)       0.0774                                                   

    black or african american           4/  44 (  9.1)         4/  46 (  8.7)       1.05 ( 0.28, 3.92)    1.05 ( 0.25, 4.49)     0.00 ( -0.11,  0.12)       1.0000                                                   

    asian                               1/ 186 (  0.5)         5/ 186 (  2.7)       0.20 ( 0.02, 1.70)    0.20 ( 0.02, 1.69)    -0.02 ( -0.05,  0.00)       0.2149                                                   

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.6241                                  

    North America                       9/ 137 (  6.6)        15/ 167 (  9.0)       0.73 ( 0.33, 1.62)    0.71 ( 0.30, 1.68)    -0.02 ( -0.09,  0.05)       0.4384                                                   

    South America                       7/ 185 (  3.8)         8/ 180 (  4.4)       0.85 ( 0.32, 2.30)    0.85 ( 0.30, 2.38)    -0.01 ( -0.06,  0.04)       0.7509                                                   

    Europe                              9/ 455 (  2.0)        15/ 435 (  3.4)       0.57 ( 0.25, 1.30)    0.57 ( 0.24, 1.30)    -0.01 ( -0.04,  0.01)       0.1761                                                   

    Asia/Pacific                        1/ 183 (  0.5)         5/ 180 (  2.8)       0.20 ( 0.02, 1.67)    0.19 ( 0.02, 1.66)    -0.02 ( -0.05,  0.00)       0.1194                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.7501                                  

    < 45  mL/min/1.73m^2               15/ 362 (  4.1)        26/ 357 (  7.3)       0.57 ( 0.31, 1.06)    0.55 ( 0.29, 1.06)    -0.03 ( -0.07,  0.00)       0.0697                                                   

    >= 45  mL/min/1.73m^2              11/ 598 (  1.8)        17/ 605 (  2.8)       0.65 ( 0.31, 1.39)    0.65 ( 0.30, 1.40)    -0.01 ( -0.03,  0.01)       0.2645                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.1481                                  

    < 30  mL/min/1.73m^2                3/  13 ( 23.1)         1/  11 (  9.1)       2.54 ( 0.31,21.06)    3.00 ( 0.26,33.97)     0.14 ( -0.15,  0.43)       0.5963                                                   

    >= 30  mL/min/1.73m^               23/ 947 (  2.4)        42/ 951 (  4.4)       0.55 ( 0.33, 0.91)    0.54 ( 0.32, 0.90)    -0.02 ( -0.04, -0.00)       0.0173                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0733                                  

    < 130 mmHg                         15/ 661 (  2.3)        34/ 677 (  5.0)       0.45 ( 0.25, 0.82)    0.44 ( 0.24, 0.81)    -0.03 ( -0.05, -0.01)       0.0074                                                   

    >=130 mmHg                         11/ 299 (  3.7)         9/ 285 (  3.2)       1.16 ( 0.49, 2.77)    1.17 ( 0.48, 2.87)     0.01 ( -0.03,  0.04)       0.7295                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.7265                                  

    yes                                17/ 481 (  3.5)        27/ 500 (  5.4)       0.65 ( 0.36, 1.19)    0.64 ( 0.35, 1.19)    -0.02 ( -0.05,  0.01)       0.1584                                                   

    no                                  9/ 479 (  1.9)        16/ 462 (  3.5)       0.54 ( 0.24, 1.22)    0.53 ( 0.23, 1.22)    -0.02 ( -0.04,  0.01)       0.1311                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Renal Events                                                                                                                      

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               17/ 960 (  1.8)        31/ 962 (  3.2)       0.55 ( 0.31, 0.99)    0.54 ( 0.30, 0.98)    -0.01 ( -0.03,  0.00)       0.0415                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3423                                  

    <= 65 years                         7/ 235 (  3.0)         9/ 246 (  3.7)       0.81 ( 0.31, 2.15)    0.81 ( 0.30, 2.21)    -0.01 ( -0.04,  0.03)       0.6780                                                   

    > 65 years                         10/ 725 (  1.4)        22/ 716 (  3.1)       0.45 ( 0.21, 0.94)    0.44 ( 0.21, 0.94)    -0.02 ( -0.03, -0.00)       0.0292                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.9110                                  

    female                              5/ 277 (  1.8)         8/ 257 (  3.1)       0.58 ( 0.19, 1.75)    0.57 ( 0.18, 1.77)    -0.01 ( -0.05,  0.02)       0.3277                                                   

    male                               12/ 683 (  1.8)        23/ 705 (  3.3)       0.54 ( 0.27, 1.07)    0.53 ( 0.26, 1.07)    -0.02 ( -0.03,  0.00)       0.0738                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.9913                                  

    white                              14/ 711 (  2.0)        25/ 715 (  3.5)       0.56 ( 0.30, 1.07)    0.55 ( 0.29, 1.08)    -0.02 ( -0.03,  0.00)       0.0771                                                   

    black or african american           2/  44 (  4.5)         4/  46 (  8.7)       0.52 ( 0.10, 2.71)    0.50 ( 0.09, 2.88)    -0.04 ( -0.14,  0.06)       0.6771                                                   

    asian                               1/ 186 (  0.5)         2/ 186 (  1.1)       0.50 ( 0.05, 5.47)    0.50 ( 0.04, 5.53)    -0.01 ( -0.02,  0.01)       1.0000                                                   

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.8305                                  

    North America                       7/ 137 (  5.1)        12/ 167 (  7.2)       0.71 ( 0.29, 1.76)    0.70 ( 0.27, 1.82)    -0.02 ( -0.08,  0.04)       0.4576                                                   

    South America                       4/ 185 (  2.2)         5/ 180 (  2.8)       0.78 ( 0.21, 2.85)    0.77 ( 0.20, 2.93)    -0.01 ( -0.04,  0.03)       0.7479                                                   

    Europe                              5/ 455 (  1.1)        12/ 435 (  2.8)       0.40 ( 0.14, 1.12)    0.39 ( 0.14, 1.12)    -0.02 ( -0.04,  0.00)       0.0707                                                   

    Asia/Pacific                        1/ 183 (  0.5)         2/ 180 (  1.1)       0.49 ( 0.04, 5.38)    0.49 ( 0.04, 5.44)    -0.01 ( -0.02,  0.01)       0.6209                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.9757                                  

    < 45  mL/min/1.73m^2                9/ 362 (  2.5)        16/ 357 (  4.5)       0.55 ( 0.25, 1.24)    0.54 ( 0.24, 1.25)    -0.02 ( -0.05,  0.01)       0.1445                                                   

    >= 45  mL/min/1.73m^2               8/ 598 (  1.3)        15/ 605 (  2.5)       0.54 ( 0.23, 1.26)    0.53 ( 0.22, 1.27)    -0.01 ( -0.03,  0.01)       0.1485                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.0211                                  

    < 30  mL/min/1.73m^2                3/  13 ( 23.1)         0/  11 (  0.0)       6.00 ( 0.34,104.9)    7.67 ( 0.35,166.7)     0.23 (  0.00,  0.46)       0.2228                                                   

    >= 30  mL/min/1.73m^               14/ 947 (  1.5)        31/ 951 (  3.3)       0.45 ( 0.24, 0.85)    0.45 ( 0.24, 0.84)    -0.02 ( -0.03, -0.00)       0.0108                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.9850                                  

    < 130 mmHg                         13/ 661 (  2.0)        24/ 677 (  3.5)       0.55 ( 0.28, 1.08)    0.55 ( 0.28, 1.08)    -0.02 ( -0.04,  0.00)       0.0785                                                   

    >=130 mmHg                          4/ 299 (  1.3)         7/ 285 (  2.5)       0.54 ( 0.16, 1.84)    0.54 ( 0.16, 1.86)    -0.01 ( -0.04,  0.02)       0.3208                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.3144                                  

    yes                                10/ 481 (  2.1)        23/ 500 (  4.6)       0.45 ( 0.22, 0.94)    0.44 ( 0.21, 0.94)    -0.03 ( -0.05, -0.00)       0.0287                                                   

    no                                  7/ 479 (  1.5)         8/ 462 (  1.7)       0.84 ( 0.31, 2.31)    0.84 ( 0.30, 2.34)    -0.00 ( -0.02,  0.02)       0.7409                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Renal Events                                                                                                                  

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               89/ 960 (  9.3)        86/ 962 (  8.9)       1.04 ( 0.78, 1.38)    1.04 ( 0.76, 1.42)     0.00 ( -0.02,  0.03)       0.8009                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2747                                  

    <= 65 years                        28/ 235 ( 11.9)        22/ 246 (  8.9)       1.33 ( 0.78, 2.26)    1.38 ( 0.76, 2.48)     0.03 ( -0.03,  0.09)       0.2862                                                   

    > 65 years                         61/ 725 (  8.4)        64/ 716 (  8.9)       0.94 ( 0.67, 1.32)    0.94 ( 0.65, 1.35)    -0.01 ( -0.04,  0.03)       0.7235                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.2432                                  

    female                             27/ 277 (  9.7)        18/ 257 (  7.0)       1.39 ( 0.79, 2.47)    1.43 ( 0.77, 2.67)     0.03 ( -0.02,  0.08)       0.2546                                                   

    male                               62/ 683 (  9.1)        68/ 705 (  9.6)       0.94 ( 0.68, 1.31)    0.94 ( 0.65, 1.34)    -0.01 ( -0.04,  0.03)       0.7167                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.0489                                  

    white                              69/ 711 (  9.7)        60/ 715 (  8.4)       1.16 ( 0.83, 1.61)    1.17 ( 0.82, 1.69)     0.01 ( -0.02,  0.04)       0.3876                                                   

    black or african american           7/  44 ( 15.9)         2/  46 (  4.3)       3.66 ( 0.80,16.67)    4.16 ( 0.81,21.27)     0.12 ( -0.01,  0.24)       0.0865                                                   

    asian                              12/ 186 (  6.5)        23/ 186 ( 12.4)       0.52 ( 0.27, 1.02)    0.49 ( 0.24, 1.01)    -0.06 ( -0.12,  0.00)       0.0511                                                   

    other                               1/  19 (  5.3)         1/  15 (  6.7)       0.79 ( 0.05,11.61)    0.78 ( 0.04,13.56)    -0.01 ( -0.18,  0.15)       1.0000                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.1280                                  

    North America                      16/ 137 ( 11.7)        18/ 167 ( 10.8)       1.08 ( 0.57, 2.04)    1.09 ( 0.54, 2.24)     0.01 ( -0.07,  0.09)       0.8046                                                   

    South America                      25/ 185 ( 13.5)        16/ 180 (  8.9)       1.52 ( 0.84, 2.75)    1.60 ( 0.82, 3.11)     0.05 ( -0.02,  0.12)       0.1624                                                   

    Europe                             36/ 455 (  7.9)        30/ 435 (  6.9)       1.15 ( 0.72, 1.83)    1.16 ( 0.70, 1.92)     0.01 ( -0.03,  0.05)       0.5635                                                   

    Asia/Pacific                       12/ 183 (  6.6)        22/ 180 ( 12.2)       0.54 ( 0.27, 1.05)    0.50 ( 0.24, 1.05)    -0.06 ( -0.12,  0.01)       0.0644                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.7605                                  

    < 45  mL/min/1.73m^2               48/ 362 ( 13.3)        44/ 357 ( 12.3)       1.08 ( 0.73, 1.58)    1.09 ( 0.70, 1.69)     0.01 ( -0.04,  0.06)       0.7077                                                   

    >= 45  mL/min/1.73m^2              41/ 598 (  6.9)        42/ 605 (  6.9)       0.99 ( 0.65, 1.50)    0.99 ( 0.63, 1.54)    -0.00 ( -0.03,  0.03)       0.9531                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.2857                                  

    < 30  mL/min/1.73m^2                5/  13 ( 38.5)         2/  11 ( 18.2)       2.12 ( 0.51, 8.84)    2.81 ( 0.42,18.74)     0.20 ( -0.15,  0.55)       0.3864                                                   

    >= 30  mL/min/1.73m^               84/ 947 (  8.9)        84/ 951 (  8.8)       1.00 ( 0.75, 1.34)    1.00 ( 0.73, 1.38)     0.00 ( -0.03,  0.03)       0.9772                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0029                                  

    < 130 mmHg                         55/ 661 (  8.3)        71/ 677 ( 10.5)       0.79 ( 0.57, 1.11)    0.77 ( 0.54, 1.12)    -0.02 ( -0.05,  0.01)       0.1750                                                   

    >=130 mmHg                         34/ 299 ( 11.4)        15/ 285 (  5.3)       2.16 ( 1.20, 3.88)    2.31 ( 1.23, 4.34)     0.06 (  0.01,  0.11)       0.0078                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.0807                                  

    yes                                56/ 481 ( 11.6)        45/ 500 (  9.0)       1.29 ( 0.89, 1.88)    1.33 ( 0.88, 2.02)     0.03 ( -0.01,  0.07)       0.1736                                                   

    no                                 33/ 479 (  6.9)        41/ 462 (  8.9)       0.78 ( 0.50, 1.21)    0.76 ( 0.47, 1.22)    -0.02 ( -0.06,  0.02)       0.2583                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Fractures                                                                                                                                

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               28/ 960 (  2.9)        25/ 962 (  2.6)       1.12 ( 0.66, 1.91)    1.13 ( 0.65, 1.95)     0.00 ( -0.01,  0.02)       0.6705                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.6158                                  

    <= 65 years                         3/ 235 (  1.3)         4/ 246 (  1.6)       0.79 ( 0.18, 3.47)    0.78 ( 0.17, 3.53)    -0.00 ( -0.02,  0.02)       1.0000                                                   

    > 65 years                         25/ 725 (  3.4)        21/ 716 (  2.9)       1.18 ( 0.66, 2.08)    1.18 ( 0.66, 2.13)     0.01 ( -0.01,  0.02)       0.5781                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1229                                  

    female                             13/ 277 (  4.7)         6/ 257 (  2.3)       2.01 ( 0.78, 5.21)    2.06 ( 0.77, 5.50)     0.02 ( -0.01,  0.06)       0.1419                                                   

    male                               15/ 683 (  2.2)        19/ 705 (  2.7)       0.81 ( 0.42, 1.59)    0.81 ( 0.41, 1.61)    -0.00 ( -0.02,  0.01)       0.5479                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.3357                                  

    white                              25/ 711 (  3.5)        20/ 715 (  2.8)       1.26 ( 0.70, 2.24)    1.27 ( 0.70, 2.30)     0.01 ( -0.01,  0.03)       0.4376                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               3/ 186 (  1.6)         5/ 186 (  2.7)       0.60 ( 0.15, 2.47)    0.59 ( 0.14, 2.52)    -0.01 ( -0.04,  0.02)       0.7236                                                   

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.2966                                  

    North America                       7/ 137 (  5.1)         6/ 167 (  3.6)       1.42 ( 0.49, 4.13)    1.44 ( 0.47, 4.40)     0.02 ( -0.04,  0.07)       0.5162                                                   

    South America                       3/ 185 (  1.6)         0/ 180 (  0.0)       6.81 ( 0.35,130.9)    6.92 ( 0.36,135.0)     0.02 ( -0.00,  0.03)       0.2481                                                   

    Europe                             15/ 455 (  3.3)        14/ 435 (  3.2)       1.02 ( 0.50, 2.10)    1.03 ( 0.49, 2.15)     0.00 ( -0.03,  0.03)       0.9476                                                   

    Asia/Pacific                        3/ 183 (  1.6)         5/ 180 (  2.8)       0.59 ( 0.14, 2.43)    0.58 ( 0.14, 2.48)    -0.01 ( -0.04,  0.02)       0.4999                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.3379                                  

    < 45  mL/min/1.73m^2               15/ 362 (  4.1)        10/ 357 (  2.8)       1.48 ( 0.67, 3.25)    1.50 ( 0.66, 3.38)     0.01 ( -0.02,  0.04)       0.3262                                                   

    >= 45  mL/min/1.73m^2              13/ 598 (  2.2)        15/ 605 (  2.5)       0.88 ( 0.42, 1.83)    0.87 ( 0.41, 1.85)    -0.00 ( -0.02,  0.02)       0.7255                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^               28/ 947 (  3.0)        25/ 951 (  2.6)       1.12 ( 0.66, 1.91)    1.13 ( 0.65, 1.95)     0.00 ( -0.01,  0.02)       0.6647                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.9763                                  

    < 130 mmHg                         21/ 661 (  3.2)        19/ 677 (  2.8)       1.13 ( 0.61, 2.09)    1.14 ( 0.61, 2.13)     0.00 ( -0.02,  0.02)       0.6908                                                   

    >=130 mmHg                          7/ 299 (  2.3)         6/ 285 (  2.1)       1.11 ( 0.38, 3.27)    1.11 ( 0.37, 3.36)     0.00 ( -0.03,  0.03)       0.8470                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.5905                                  

    yes                                12/ 481 (  2.5)        13/ 500 (  2.6)       0.96 ( 0.44, 2.08)    0.96 ( 0.43, 2.12)    -0.00 ( -0.02,  0.02)       0.9168                                                   

    no                                 16/ 479 (  3.3)        12/ 462 (  2.6)       1.29 ( 0.62, 2.69)    1.30 ( 0.61, 2.77)     0.01 ( -0.02,  0.03)       0.5028                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Fractures                                                                                                                        

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               19/ 960 (  2.0)        17/ 962 (  1.8)       1.12 ( 0.59, 2.14)    1.12 ( 0.58, 2.17)     0.00 ( -0.01,  0.02)       0.7318                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2579                                  

    <= 65 years                         1/ 235 (  0.4)         3/ 246 (  1.2)       0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.01 ( -0.02,  0.01)       0.6238                                                   

    > 65 years                         18/ 725 (  2.5)        14/ 716 (  2.0)       1.27 ( 0.64, 2.53)    1.28 ( 0.63, 2.59)     0.01 ( -0.01,  0.02)       0.4970                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.0784                                  

    female                              9/ 277 (  3.2)         3/ 257 (  1.2)       2.78 ( 0.76,10.17)    2.84 ( 0.76,10.62)     0.02 ( -0.01,  0.05)       0.1052                                                   

    male                               10/ 683 (  1.5)        14/ 705 (  2.0)       0.74 ( 0.33, 1.65)    0.73 ( 0.32, 1.66)    -0.01 ( -0.02,  0.01)       0.4562                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.2324                                  

    white                              18/ 711 (  2.5)        14/ 715 (  2.0)       1.29 ( 0.65, 2.58)    1.30 ( 0.64, 2.64)     0.01 ( -0.01,  0.02)       0.4648                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               1/ 186 (  0.5)         3/ 186 (  1.6)       0.33 ( 0.03, 3.18)    0.33 ( 0.03, 3.20)    -0.01 ( -0.03,  0.01)       0.6230                                                   

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.2335                                  

    North America                       5/ 137 (  3.6)         4/ 167 (  2.4)       1.52 ( 0.42, 5.56)    1.54 ( 0.41, 5.86)     0.01 ( -0.03,  0.05)       0.7361                                                   

    South America                       3/ 185 (  1.6)         0/ 180 (  0.0)       6.81 ( 0.35,130.9)    6.92 ( 0.36,135.0)     0.02 ( -0.00,  0.03)       0.2481                                                   

    Europe                             10/ 455 (  2.2)        10/ 435 (  2.3)       0.96 ( 0.40, 2.27)    0.96 ( 0.39, 2.32)    -0.00 ( -0.02,  0.02)       0.9191                                                   

    Asia/Pacific                        1/ 183 (  0.5)         3/ 180 (  1.7)       0.33 ( 0.03, 3.12)    0.32 ( 0.03, 3.15)    -0.01 ( -0.03,  0.01)       0.3688                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.1951                                  

    < 45  mL/min/1.73m^2               12/ 362 (  3.3)         7/ 357 (  2.0)       1.69 ( 0.67, 4.24)    1.71 ( 0.67, 4.41)     0.01 ( -0.01,  0.04)       0.2580                                                   

    >= 45  mL/min/1.73m^2               7/ 598 (  1.2)        10/ 605 (  1.7)       0.71 ( 0.27, 1.85)    0.70 ( 0.27, 1.86)    -0.00 ( -0.02,  0.01)       0.4787                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^               19/ 947 (  2.0)        17/ 951 (  1.8)       1.12 ( 0.59, 2.15)    1.12 ( 0.58, 2.18)     0.00 ( -0.01,  0.02)       0.7269                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.9663                                  

    < 130 mmHg                         13/ 661 (  2.0)        12/ 677 (  1.8)       1.11 ( 0.51, 2.41)    1.11 ( 0.50, 2.45)     0.00 ( -0.01,  0.02)       0.7932                                                   

    >=130 mmHg                          6/ 299 (  2.0)         5/ 285 (  1.8)       1.14 ( 0.35, 3.71)    1.15 ( 0.35, 3.80)     0.00 ( -0.03,  0.03)       0.8228                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.5614                                  

    yes                                 9/ 481 (  1.9)        10/ 500 (  2.0)       0.94 ( 0.38, 2.28)    0.93 ( 0.38, 2.32)    -0.00 ( -0.02,  0.02)       0.8836                                                   

    no                                 10/ 479 (  2.1)         7/ 462 (  1.5)       1.38 ( 0.53, 3.59)    1.39 ( 0.52, 3.67)     0.01 ( -0.01,  0.03)       0.5100                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Fractures                                                                                                                         

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               10/ 960 (  1.0)         8/ 962 (  0.8)       1.25 ( 0.50, 3.16)    1.26 ( 0.49, 3.19)     0.00 ( -0.01,  0.01)       0.6327                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2619                                  

    <= 65 years                         0/ 235 (  0.0)         1/ 246 (  0.4)       0.35 ( 0.01, 8.52)    0.35 ( 0.01, 8.57)    -0.00 ( -0.01,  0.00)       1.0000                                                   

    > 65 years                         10/ 725 (  1.4)         7/ 716 (  1.0)       1.41 ( 0.54, 3.69)    1.42 ( 0.54, 3.74)     0.00 ( -0.01,  0.02)       0.4803                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.4236                                  

    female                              3/ 277 (  1.1)         1/ 257 (  0.4)       2.78 ( 0.29,26.59)    2.80 ( 0.29,27.12)     0.01 ( -0.01,  0.02)       0.6246                                                   

    male                                7/ 683 (  1.0)         7/ 705 (  1.0)       1.03 ( 0.36, 2.93)    1.03 ( 0.36, 2.96)     0.00 ( -0.01,  0.01)       0.9525                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.3914                                  

    white                               9/ 711 (  1.3)         6/ 715 (  0.8)       1.51 ( 0.54, 4.22)    1.51 ( 0.54, 4.28)     0.00 ( -0.01,  0.02)       0.4299                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               1/ 186 (  0.5)         2/ 186 (  1.1)       0.50 ( 0.05, 5.47)    0.50 ( 0.04, 5.53)    -0.01 ( -0.02,  0.01)       1.0000                                                   

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.4424                                  

    North America                       2/ 137 (  1.5)         1/ 167 (  0.6)       2.44 ( 0.22,26.60)    2.46 ( 0.22,27.41)     0.01 ( -0.01,  0.03)       0.5904                                                   

    South America                       2/ 185 (  1.1)         0/ 180 (  0.0)       4.87 ( 0.24,100.6)    4.92 ( 0.23,103.2)     0.01 ( -0.00,  0.03)       0.4987                                                   

    Europe                              5/ 455 (  1.1)         5/ 435 (  1.1)       0.96 ( 0.28, 3.28)    0.96 ( 0.27, 3.32)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    Asia/Pacific                        1/ 183 (  0.5)         2/ 180 (  1.1)       0.49 ( 0.04, 5.38)    0.49 ( 0.04, 5.44)    -0.01 ( -0.02,  0.01)       0.6209                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.0600                                  

    < 45  mL/min/1.73m^2                7/ 362 (  1.9)         2/ 357 (  0.6)       3.45 ( 0.72,16.50)    3.50 ( 0.72,16.96)     0.01 ( -0.00,  0.03)       0.1770                                                   

    >= 45  mL/min/1.73m^2               3/ 598 (  0.5)         6/ 605 (  1.0)       0.51 ( 0.13, 2.01)    0.50 ( 0.13, 2.02)    -0.00 ( -0.01,  0.00)       0.5062                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^               10/ 947 (  1.1)         8/ 951 (  0.8)       1.26 ( 0.50, 3.17)    1.26 ( 0.49, 3.20)     0.00 ( -0.01,  0.01)       0.6294                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.7496                                  

    < 130 mmHg                          8/ 661 (  1.2)         6/ 677 (  0.9)       1.37 ( 0.48, 3.91)    1.37 ( 0.47, 3.97)     0.00 ( -0.01,  0.02)       0.5605                                                   

    >=130 mmHg                          2/ 299 (  0.7)         2/ 285 (  0.7)       0.95 ( 0.14, 6.72)    0.95 ( 0.13, 6.81)    -0.00 ( -0.01,  0.01)       1.0000                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.5494                                  

    yes                                 6/ 481 (  1.2)         6/ 500 (  1.2)       1.04 ( 0.34, 3.20)    1.04 ( 0.33, 3.25)     0.00 ( -0.02,  0.02)       0.9462                                                   

    no                                  4/ 479 (  0.8)         2/ 462 (  0.4)       1.93 ( 0.36,10.48)    1.94 ( 0.35,10.63)     0.00 ( -0.01,  0.01)       0.6868                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Fractures                                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               18/ 960 (  1.9)        18/ 962 (  1.9)       1.00 ( 0.52, 1.91)    1.00 ( 0.52, 1.94)     0.00 ( -0.01,  0.01)       0.9950                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.9477                                  

    <= 65 years                         3/ 235 (  1.3)         3/ 246 (  1.2)       1.05 ( 0.21, 5.13)    1.05 ( 0.21, 5.24)     0.00 ( -0.02,  0.02)       1.0000                                                   

    > 65 years                         15/ 725 (  2.1)        15/ 716 (  2.1)       0.99 ( 0.49, 2.01)    0.99 ( 0.48, 2.03)    -0.00 ( -0.02,  0.02)       0.9724                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1210                                  

    female                             10/ 277 (  3.6)         5/ 257 (  1.9)       1.86 ( 0.64, 5.36)    1.89 ( 0.64, 5.60)     0.02 ( -0.02,  0.05)       0.2452                                                   

    male                                8/ 683 (  1.2)        13/ 705 (  1.8)       0.64 ( 0.26, 1.52)    0.63 ( 0.26, 1.53)    -0.01 ( -0.02,  0.01)       0.3049                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.3636                                  

    white                              16/ 711 (  2.3)        14/ 715 (  2.0)       1.15 ( 0.57, 2.34)    1.15 ( 0.56, 2.38)     0.00 ( -0.01,  0.02)       0.7006                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               2/ 186 (  1.1)         4/ 186 (  2.2)       0.50 ( 0.09, 2.70)    0.49 ( 0.09, 2.73)    -0.01 ( -0.04,  0.01)       0.6850                                                   

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.6148                                  

    North America                       5/ 137 (  3.6)         5/ 167 (  3.0)       1.22 ( 0.36, 4.12)    1.23 ( 0.35, 4.33)     0.01 ( -0.03,  0.05)       0.7585                                                   

    South America                       1/ 185 (  0.5)         0/ 180 (  0.0)       2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)       1.0000                                                   

    Europe                             10/ 455 (  2.2)         9/ 435 (  2.1)       1.06 ( 0.44, 2.59)    1.06 ( 0.43, 2.64)     0.00 ( -0.02,  0.02)       0.8943                                                   

    Asia/Pacific                        2/ 183 (  1.1)         4/ 180 (  2.2)       0.49 ( 0.09, 2.65)    0.49 ( 0.09, 2.69)    -0.01 ( -0.04,  0.01)       0.4460                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.7070                                  

    < 45  mL/min/1.73m^2                8/ 362 (  2.2)         9/ 357 (  2.5)       0.88 ( 0.34, 2.25)    0.87 ( 0.33, 2.29)    -0.00 ( -0.03,  0.02)       0.7839                                                   

    >= 45  mL/min/1.73m^2              10/ 598 (  1.7)         9/ 605 (  1.5)       1.12 ( 0.46, 2.75)    1.13 ( 0.45, 2.79)     0.00 ( -0.01,  0.02)       0.7974                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^               18/ 947 (  1.9)        18/ 951 (  1.9)       1.00 ( 0.53, 1.92)    1.00 ( 0.52, 1.94)     0.00 ( -0.01,  0.01)       0.9898                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.7687                                  

    < 130 mmHg                         13/ 661 (  2.0)        14/ 677 (  2.1)       0.95 ( 0.45, 2.01)    0.95 ( 0.44, 2.04)    -0.00 ( -0.02,  0.02)       0.8953                                                   

    >=130 mmHg                          5/ 299 (  1.7)         4/ 285 (  1.4)       1.19 ( 0.32, 4.39)    1.19 ( 0.32, 4.49)     0.00 ( -0.02,  0.02)       1.0000                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.5623                                  

    yes                                 6/ 481 (  1.2)         8/ 500 (  1.6)       0.78 ( 0.27, 2.23)    0.78 ( 0.27, 2.26)    -0.00 ( -0.02,  0.01)       0.6418                                                   

    no                                 12/ 479 (  2.5)        10/ 462 (  2.2)       1.16 ( 0.50, 2.65)    1.16 ( 0.50, 2.71)     0.00 ( -0.02,  0.03)       0.7296                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Diabetic Ketoacidosis (DKA)                                                                                                              

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                0/ 960 (  0.0)         0/ 962 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         0/ 235 (  0.0)         0/ 246 (  0.0)         NE                    NE                    NE                                                                                 

    > 65 years                          0/ 725 (  0.0)         0/ 716 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              0/ 277 (  0.0)         0/ 257 (  0.0)         NE                    NE                    NE                                                                                 

    male                                0/ 683 (  0.0)         0/ 705 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               0/ 711 (  0.0)         0/ 715 (  0.0)         NE                    NE                    NE                                                                                 

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       0/ 137 (  0.0)         0/ 167 (  0.0)         NE                    NE                    NE                                                                                 

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              0/ 455 (  0.0)         0/ 435 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                0/ 362 (  0.0)         0/ 357 (  0.0)         NE                    NE                    NE                                                                                 

    >= 45  mL/min/1.73m^2               0/ 598 (  0.0)         0/ 605 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                0/ 947 (  0.0)         0/ 951 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          0/ 661 (  0.0)         0/ 677 (  0.0)         NE                    NE                    NE                                                                                 

    >=130 mmHg                          0/ 299 (  0.0)         0/ 285 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 0/ 481 (  0.0)         0/ 500 (  0.0)         NE                    NE                    NE                                                                                 

    no                                  0/ 479 (  0.0)         0/ 462 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Diabetic Ketoacidosis (DKA)                                                                                                      

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                0/ 960 (  0.0)         0/ 962 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         0/ 235 (  0.0)         0/ 246 (  0.0)         NE                    NE                    NE                                                                                 

    > 65 years                          0/ 725 (  0.0)         0/ 716 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              0/ 277 (  0.0)         0/ 257 (  0.0)         NE                    NE                    NE                                                                                 

    male                                0/ 683 (  0.0)         0/ 705 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               0/ 711 (  0.0)         0/ 715 (  0.0)         NE                    NE                    NE                                                                                 

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       0/ 137 (  0.0)         0/ 167 (  0.0)         NE                    NE                    NE                                                                                 

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              0/ 455 (  0.0)         0/ 435 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                0/ 362 (  0.0)         0/ 357 (  0.0)         NE                    NE                    NE                                                                                 

    >= 45  mL/min/1.73m^2               0/ 598 (  0.0)         0/ 605 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                0/ 947 (  0.0)         0/ 951 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          0/ 661 (  0.0)         0/ 677 (  0.0)         NE                    NE                    NE                                                                                 

    >=130 mmHg                          0/ 299 (  0.0)         0/ 285 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 0/ 481 (  0.0)         0/ 500 (  0.0)         NE                    NE                    NE                                                                                 

    no                                  0/ 479 (  0.0)         0/ 462 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Diabetic Ketoacidosis (DKA)                                                                                                       

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                0/ 960 (  0.0)         0/ 962 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         0/ 235 (  0.0)         0/ 246 (  0.0)         NE                    NE                    NE                                                                                 

    > 65 years                          0/ 725 (  0.0)         0/ 716 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              0/ 277 (  0.0)         0/ 257 (  0.0)         NE                    NE                    NE                                                                                 

    male                                0/ 683 (  0.0)         0/ 705 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               0/ 711 (  0.0)         0/ 715 (  0.0)         NE                    NE                    NE                                                                                 

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       0/ 137 (  0.0)         0/ 167 (  0.0)         NE                    NE                    NE                                                                                 

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              0/ 455 (  0.0)         0/ 435 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                0/ 362 (  0.0)         0/ 357 (  0.0)         NE                    NE                    NE                                                                                 

    >= 45  mL/min/1.73m^2               0/ 598 (  0.0)         0/ 605 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                0/ 947 (  0.0)         0/ 951 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          0/ 661 (  0.0)         0/ 677 (  0.0)         NE                    NE                    NE                                                                                 

    >=130 mmHg                          0/ 299 (  0.0)         0/ 285 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 0/ 481 (  0.0)         0/ 500 (  0.0)         NE                    NE                    NE                                                                                 

    no                                  0/ 479 (  0.0)         0/ 462 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Diabetic Ketoacidosis (DKA)                                                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                0/ 960 (  0.0)         0/ 962 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         0/ 235 (  0.0)         0/ 246 (  0.0)         NE                    NE                    NE                                                                                 

    > 65 years                          0/ 725 (  0.0)         0/ 716 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              0/ 277 (  0.0)         0/ 257 (  0.0)         NE                    NE                    NE                                                                                 

    male                                0/ 683 (  0.0)         0/ 705 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               0/ 711 (  0.0)         0/ 715 (  0.0)         NE                    NE                    NE                                                                                 

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       0/ 137 (  0.0)         0/ 167 (  0.0)         NE                    NE                    NE                                                                                 

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              0/ 455 (  0.0)         0/ 435 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                0/ 362 (  0.0)         0/ 357 (  0.0)         NE                    NE                    NE                                                                                 

    >= 45  mL/min/1.73m^2               0/ 598 (  0.0)         0/ 605 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                0/ 947 (  0.0)         0/ 951 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          0/ 661 (  0.0)         0/ 677 (  0.0)         NE                    NE                    NE                                                                                 

    >=130 mmHg                          0/ 299 (  0.0)         0/ 285 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 0/ 481 (  0.0)         0/ 500 (  0.0)         NE                    NE                    NE                                                                                 

    no                                  0/ 479 (  0.0)         0/ 462 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Events leading to Amputation                                                                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                8/ 960 (  0.8)         9/ 962 (  0.9)       0.89 ( 0.35, 2.30)    0.89 ( 0.34, 2.32)    -0.00 ( -0.01,  0.01)       0.8109                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.2075                                  

    <= 65 years                         4/ 235 (  1.7)         2/ 246 (  0.8)       2.09 ( 0.39,11.32)    2.11 ( 0.38,11.64)     0.01 ( -0.01,  0.03)       0.4404                                                   

    > 65 years                          4/ 725 (  0.6)         7/ 716 (  1.0)       0.56 ( 0.17, 1.92)    0.56 ( 0.16, 1.93)    -0.00 ( -0.02,  0.01)       0.3532                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1214                                  

    female                              1/ 277 (  0.4)         4/ 257 (  1.6)       0.23 ( 0.03, 2.06)    0.23 ( 0.03, 2.06)    -0.01 ( -0.03,  0.00)       0.2007                                                   

    male                                7/ 683 (  1.0)         5/ 705 (  0.7)       1.45 ( 0.46, 4.53)    1.45 ( 0.46, 4.59)     0.00 ( -0.01,  0.02)       0.5255                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               8/ 711 (  1.1)         9/ 715 (  1.3)       0.89 ( 0.35, 2.30)    0.89 ( 0.34, 2.33)    -0.00 ( -0.01,  0.01)       0.8163                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5662                                  

    North America                       2/ 137 (  1.5)         3/ 167 (  1.8)       0.81 ( 0.14, 4.79)    0.81 ( 0.13, 4.92)    -0.00 ( -0.03,  0.03)       1.0000                                                   

    South America                       1/ 185 (  0.5)         0/ 180 (  0.0)       2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)       1.0000                                                   

    Europe                              5/ 455 (  1.1)         6/ 435 (  1.4)       0.80 ( 0.24, 2.59)    0.79 ( 0.24, 2.62)    -0.00 ( -0.02,  0.02)       0.7052                                                   

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.4385                                  

    < 45  mL/min/1.73m^2                3/ 362 (  0.8)         5/ 357 (  1.4)       0.59 ( 0.14, 2.46)    0.59 ( 0.14, 2.48)    -0.01 ( -0.02,  0.01)       0.5027                                                   

    >= 45  mL/min/1.73m^2               5/ 598 (  0.8)         4/ 605 (  0.7)       1.26 ( 0.34, 4.69)    1.27 ( 0.34, 4.74)     0.00 ( -0.01,  0.01)       0.7517                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                8/ 947 (  0.8)         9/ 951 (  0.9)       0.89 ( 0.35, 2.30)    0.89 ( 0.34, 2.32)    -0.00 ( -0.01,  0.01)       0.8143                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.5320                                  

    < 130 mmHg                          5/ 661 (  0.8)         7/ 677 (  1.0)       0.73 ( 0.23, 2.29)    0.73 ( 0.23, 2.31)    -0.00 ( -0.02,  0.01)       0.5905                                                   

    >=130 mmHg                          3/ 299 (  1.0)         2/ 285 (  0.7)       1.43 ( 0.24, 8.49)    1.43 ( 0.24, 8.65)     0.00 ( -0.01,  0.02)       1.0000                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.5594                                  

    yes                                 7/ 481 (  1.5)         7/ 500 (  1.4)       1.04 ( 0.37, 2.94)    1.04 ( 0.36, 2.99)     0.00 ( -0.02,  0.02)       0.9418                                                   

    no                                  1/ 479 (  0.2)         2/ 462 (  0.4)       0.48 ( 0.04, 5.30)    0.48 ( 0.04, 5.32)    -0.00 ( -0.01,  0.01)       0.6179                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Events leading to Amputation                                                                                                     

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                7/ 960 (  0.7)         8/ 962 (  0.8)       0.88 ( 0.32, 2.41)    0.88 ( 0.32, 2.43)    -0.00 ( -0.01,  0.01)       0.7986                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.1837                                  

    <= 65 years                         4/ 235 (  1.7)         2/ 246 (  0.8)       2.09 ( 0.39,11.32)    2.11 ( 0.38,11.64)     0.01 ( -0.01,  0.03)       0.4404                                                   

    > 65 years                          3/ 725 (  0.4)         6/ 716 (  0.8)       0.49 ( 0.12, 1.97)    0.49 ( 0.12, 1.97)    -0.00 ( -0.01,  0.00)       0.3394                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.2676                                  

    female                              1/ 277 (  0.4)         3/ 257 (  1.2)       0.31 ( 0.03, 2.95)    0.31 ( 0.03, 2.97)    -0.01 ( -0.02,  0.01)       0.3558                                                   

    male                                6/ 683 (  0.9)         5/ 705 (  0.7)       1.24 ( 0.38, 4.04)    1.24 ( 0.38, 4.08)     0.00 ( -0.01,  0.01)       0.7223                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               7/ 711 (  1.0)         8/ 715 (  1.1)       0.88 ( 0.32, 2.41)    0.88 ( 0.32, 2.44)    -0.00 ( -0.01,  0.01)       0.8037                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5409                                  

    North America                       1/ 137 (  0.7)         2/ 167 (  1.2)       0.61 ( 0.06, 6.65)    0.61 ( 0.05, 6.76)    -0.00 ( -0.03,  0.02)       1.0000                                                   

    South America                       1/ 185 (  0.5)         0/ 180 (  0.0)       2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)       1.0000                                                   

    Europe                              5/ 455 (  1.1)         6/ 435 (  1.4)       0.80 ( 0.24, 2.59)    0.79 ( 0.24, 2.62)    -0.00 ( -0.02,  0.02)       0.7052                                                   

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.3828                                  

    < 45  mL/min/1.73m^2                2/ 362 (  0.6)         4/ 357 (  1.1)       0.49 ( 0.09, 2.68)    0.49 ( 0.09, 2.69)    -0.01 ( -0.02,  0.01)       0.4483                                                   

    >= 45  mL/min/1.73m^2               5/ 598 (  0.8)         4/ 605 (  0.7)       1.26 ( 0.34, 4.69)    1.27 ( 0.34, 4.74)     0.00 ( -0.01,  0.01)       0.7517                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                7/ 947 (  0.7)         8/ 951 (  0.8)       0.88 ( 0.32, 2.41)    0.88 ( 0.32, 2.43)    -0.00 ( -0.01,  0.01)       0.8018                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.5037                                  

    < 130 mmHg                          4/ 661 (  0.6)         6/ 677 (  0.9)       0.68 ( 0.19, 2.41)    0.68 ( 0.19, 2.42)    -0.00 ( -0.01,  0.01)       0.7532                                                   

    >=130 mmHg                          3/ 299 (  1.0)         2/ 285 (  0.7)       1.43 ( 0.24, 8.49)    1.43 ( 0.24, 8.65)     0.00 ( -0.01,  0.02)       1.0000                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.5649                                  

    yes                                 6/ 481 (  1.2)         6/ 500 (  1.2)       1.04 ( 0.34, 3.20)    1.04 ( 0.33, 3.25)     0.00 ( -0.02,  0.02)       0.9462                                                   

    no                                  1/ 479 (  0.2)         2/ 462 (  0.4)       0.48 ( 0.04, 5.30)    0.48 ( 0.04, 5.32)    -0.00 ( -0.01,  0.01)       0.6179                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Events leading to Amputation                                                                                                      

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                7/ 960 (  0.7)         5/ 962 (  0.5)       1.40 ( 0.45, 4.40)    1.41 ( 0.44, 4.45)     0.00 ( -0.01,  0.01)       0.5601                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.1798                                  

    <= 65 years                         4/ 235 (  1.7)         1/ 246 (  0.4)       4.19 ( 0.47,37.19)    4.24 ( 0.47,38.24)     0.01 ( -0.01,  0.03)       0.2065                                                   

    > 65 years                          3/ 725 (  0.4)         4/ 716 (  0.6)       0.74 ( 0.17, 3.30)    0.74 ( 0.16, 3.32)    -0.00 ( -0.01,  0.01)       0.7243                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.2708                                  

    female                              1/ 277 (  0.4)         2/ 257 (  0.8)       0.46 ( 0.04, 5.09)    0.46 ( 0.04, 5.13)    -0.00 ( -0.02,  0.01)       0.6107                                                   

    male                                6/ 683 (  0.9)         3/ 705 (  0.4)       2.06 ( 0.52, 8.22)    2.07 ( 0.52, 8.33)     0.00 ( -0.00,  0.01)       0.3350                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               7/ 711 (  1.0)         5/ 715 (  0.7)       1.41 ( 0.45, 4.42)    1.41 ( 0.45, 4.47)     0.00 ( -0.01,  0.01)       0.5556                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5426                                  

    North America                       1/ 137 (  0.7)         2/ 167 (  1.2)       0.61 ( 0.06, 6.65)    0.61 ( 0.05, 6.76)    -0.00 ( -0.03,  0.02)       1.0000                                                   

    South America                       1/ 185 (  0.5)         0/ 180 (  0.0)       2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)       1.0000                                                   

    Europe                              5/ 455 (  1.1)         3/ 435 (  0.7)       1.59 ( 0.38, 6.63)    1.60 ( 0.38, 6.74)     0.00 ( -0.01,  0.02)       0.7259                                                   

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.2654                                  

    < 45  mL/min/1.73m^2                2/ 362 (  0.6)         3/ 357 (  0.8)       0.66 ( 0.11, 3.91)    0.66 ( 0.11, 3.95)    -0.00 ( -0.02,  0.01)       0.6845                                                   

    >= 45  mL/min/1.73m^2               5/ 598 (  0.8)         2/ 605 (  0.3)       2.53 ( 0.49,12.99)    2.54 ( 0.49,13.15)     0.01 ( -0.00,  0.01)       0.2850                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                7/ 947 (  0.7)         5/ 951 (  0.5)       1.41 ( 0.45, 4.41)    1.41 ( 0.45, 4.45)     0.00 ( -0.01,  0.01)       0.5576                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.9684                                  

    < 130 mmHg                          4/ 661 (  0.6)         3/ 677 (  0.4)       1.37 ( 0.31, 6.08)    1.37 ( 0.30, 6.14)     0.00 ( -0.01,  0.01)       0.7228                                                   

    >=130 mmHg                          3/ 299 (  1.0)         2/ 285 (  0.7)       1.43 ( 0.24, 8.49)    1.43 ( 0.24, 8.65)     0.00 ( -0.01,  0.02)       1.0000                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.7542                                  

    yes                                 6/ 481 (  1.2)         4/ 500 (  0.8)       1.56 ( 0.44, 5.49)    1.57 ( 0.44, 5.59)     0.00 ( -0.01,  0.02)       0.5396                                                   

    no                                  1/ 479 (  0.2)         1/ 462 (  0.2)       0.96 ( 0.06,15.37)    0.96 ( 0.06,15.46)    -0.00 ( -0.01,  0.01)       1.0000                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Events leading to Amputation                                                                                                  

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                3/ 960 (  0.3)         4/ 962 (  0.4)       0.75 ( 0.17, 3.35)    0.75 ( 0.17, 3.36)    -0.00 ( -0.01,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.7819                                  

    <= 65 years                         1/ 235 (  0.4)         1/ 246 (  0.4)       1.05 ( 0.07,16.64)    1.05 ( 0.07,16.84)     0.00 ( -0.01,  0.01)       1.0000                                                   

    > 65 years                          2/ 725 (  0.3)         3/ 716 (  0.4)       0.66 ( 0.11, 3.93)    0.66 ( 0.11, 3.95)    -0.00 ( -0.01,  0.00)       0.6851                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1309                                  

    female                              0/ 277 (  0.0)         2/ 257 (  0.8)       0.19 ( 0.01, 3.85)    0.18 ( 0.01, 3.85)    -0.01 ( -0.02,  0.00)       0.2312                                                   

    male                                3/ 683 (  0.4)         2/ 705 (  0.3)       1.55 ( 0.26, 9.24)    1.55 ( 0.26, 9.31)     0.00 ( -0.00,  0.01)       0.6822                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               3/ 711 (  0.4)         4/ 715 (  0.6)       0.75 ( 0.17, 3.36)    0.75 ( 0.17, 3.38)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.6974                                  

    North America                       1/ 137 (  0.7)         1/ 167 (  0.6)       1.22 ( 0.08,19.31)    1.22 ( 0.08,19.70)     0.00 ( -0.02,  0.02)       1.0000                                                   

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              2/ 455 (  0.4)         3/ 435 (  0.7)       0.64 ( 0.11, 3.80)    0.64 ( 0.11, 3.82)    -0.00 ( -0.01,  0.01)       0.6800                                                   

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.6710                                  

    < 45  mL/min/1.73m^2                2/ 362 (  0.6)         2/ 357 (  0.6)       0.99 ( 0.14, 6.96)    0.99 ( 0.14, 7.04)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    >= 45  mL/min/1.73m^2               1/ 598 (  0.2)         2/ 605 (  0.3)       0.51 ( 0.05, 5.56)    0.51 ( 0.05, 5.58)    -0.00 ( -0.01,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                3/ 947 (  0.3)         4/ 951 (  0.4)       0.75 ( 0.17, 3.36)    0.75 ( 0.17, 3.37)    -0.00 ( -0.01,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0588                                  

    < 130 mmHg                          1/ 661 (  0.2)         4/ 677 (  0.6)       0.26 ( 0.03, 2.28)    0.25 ( 0.03, 2.29)    -0.00 ( -0.01,  0.00)       0.3742                                                   

    >=130 mmHg                          2/ 299 (  0.7)         0/ 285 (  0.0)       4.77 ( 0.23,98.86)    4.80 ( 0.23,100.4)     0.01 ( -0.00,  0.02)       0.4994                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.3336                                  

    yes                                 3/ 481 (  0.6)         3/ 500 (  0.6)       1.04 ( 0.21, 5.13)    1.04 ( 0.21, 5.18)     0.00 ( -0.01,  0.01)       1.0000                                                   

    no                                  0/ 479 (  0.0)         1/ 462 (  0.2)       0.32 ( 0.01, 7.87)    0.32 ( 0.01, 7.90)    -0.00 ( -0.01,  0.00)       0.4910                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Genital infection                                                                                                                        

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                6/ 960 (  0.6)         0/ 962 (  0.0)      13.03 ( 0.73,230.9)   13.11 ( 0.74,233.0)     0.01 (  0.00,  0.01)       0.0154                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         2/ 235 (  0.9)         0/ 246 (  0.0)       5.23 ( 0.25,108.4)    5.28 ( 0.25,110.5)     0.01 ( -0.00,  0.02)       0.2382                                                   

    > 65 years                          4/ 725 (  0.6)         0/ 716 (  0.0)       8.89 ( 0.48,164.8)    8.94 ( 0.48,166.3)     0.01 (  0.00,  0.01)       0.1245                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              2/ 277 (  0.7)         0/ 257 (  0.0)       4.64 ( 0.22,96.20)    4.67 ( 0.22,97.81)     0.01 ( -0.00,  0.02)       0.4998                                                   

    male                                4/ 683 (  0.6)         0/ 705 (  0.0)       9.29 ( 0.50,172.2)    9.34 ( 0.50,173.9)     0.01 (  0.00,  0.01)       0.0584                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               6/ 711 (  0.8)         0/ 715 (  0.0)      13.07 ( 0.74,231.6)   13.18 ( 0.74,234.5)     0.01 (  0.00,  0.02)       0.0152                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       3/ 137 (  2.2)         0/ 167 (  0.0)       8.52 ( 0.44,163.6)    8.72 ( 0.45,170.2)     0.02 ( -0.00,  0.05)       0.0904                                                   

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              3/ 455 (  0.7)         0/ 435 (  0.0)       6.69 ( 0.35,129.2)    6.74 ( 0.35,130.8)     0.01 ( -0.00,  0.01)       0.2495                                                   

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                1/ 362 (  0.3)         0/ 357 (  0.0)       2.96 ( 0.12,72.39)    2.97 ( 0.12,73.07)     0.00 ( -0.00,  0.01)       1.0000                                                   

    >= 45  mL/min/1.73m^2               5/ 598 (  0.8)         0/ 605 (  0.0)      11.13 ( 0.62,200.8)   11.22 ( 0.62,203.4)     0.01 (  0.00,  0.02)       0.0301                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                6/ 947 (  0.6)         0/ 951 (  0.0)      13.05 ( 0.74,231.4)   13.14 ( 0.74,233.5)     0.01 (  0.00,  0.01)       0.0153                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          4/ 661 (  0.6)         0/ 677 (  0.0)       9.22 ( 0.50,170.9)    9.27 ( 0.50,172.6)     0.01 (  0.00,  0.01)       0.0593                                                   

    >=130 mmHg                          2/ 299 (  0.7)         0/ 285 (  0.0)       4.77 ( 0.23,98.86)    4.80 ( 0.23,100.4)     0.01 ( -0.00,  0.02)       0.4994                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 2/ 481 (  0.4)         0/ 500 (  0.0)       5.20 ( 0.25,108.0)    5.22 ( 0.25,109.0)     0.00 ( -0.00,  0.01)       0.2402                                                   

    no                                  4/ 479 (  0.8)         0/ 462 (  0.0)       8.68 ( 0.47,160.8)    8.75 ( 0.47,163.0)     0.01 (  0.00,  0.02)       0.1244                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Genital infection                                                                                                                

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                0/ 960 (  0.0)         0/ 962 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         0/ 235 (  0.0)         0/ 246 (  0.0)         NE                    NE                    NE                                                                                 

    > 65 years                          0/ 725 (  0.0)         0/ 716 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              0/ 277 (  0.0)         0/ 257 (  0.0)         NE                    NE                    NE                                                                                 

    male                                0/ 683 (  0.0)         0/ 705 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               0/ 711 (  0.0)         0/ 715 (  0.0)         NE                    NE                    NE                                                                                 

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       0/ 137 (  0.0)         0/ 167 (  0.0)         NE                    NE                    NE                                                                                 

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              0/ 455 (  0.0)         0/ 435 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                0/ 362 (  0.0)         0/ 357 (  0.0)         NE                    NE                    NE                                                                                 

    >= 45  mL/min/1.73m^2               0/ 598 (  0.0)         0/ 605 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                0/ 947 (  0.0)         0/ 951 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          0/ 661 (  0.0)         0/ 677 (  0.0)         NE                    NE                    NE                                                                                 

    >=130 mmHg                          0/ 299 (  0.0)         0/ 285 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 0/ 481 (  0.0)         0/ 500 (  0.0)         NE                    NE                    NE                                                                                 

    no                                  0/ 479 (  0.0)         0/ 462 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Genital infection                                                                                                                 

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                0/ 960 (  0.0)         0/ 962 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         0/ 235 (  0.0)         0/ 246 (  0.0)         NE                    NE                    NE                                                                                 

    > 65 years                          0/ 725 (  0.0)         0/ 716 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              0/ 277 (  0.0)         0/ 257 (  0.0)         NE                    NE                    NE                                                                                 

    male                                0/ 683 (  0.0)         0/ 705 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               0/ 711 (  0.0)         0/ 715 (  0.0)         NE                    NE                    NE                                                                                 

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       0/ 137 (  0.0)         0/ 167 (  0.0)         NE                    NE                    NE                                                                                 

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              0/ 455 (  0.0)         0/ 435 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                0/ 362 (  0.0)         0/ 357 (  0.0)         NE                    NE                    NE                                                                                 

    >= 45  mL/min/1.73m^2               0/ 598 (  0.0)         0/ 605 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                0/ 947 (  0.0)         0/ 951 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          0/ 661 (  0.0)         0/ 677 (  0.0)         NE                    NE                    NE                                                                                 

    >=130 mmHg                          0/ 299 (  0.0)         0/ 285 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 0/ 481 (  0.0)         0/ 500 (  0.0)         NE                    NE                    NE                                                                                 

    no                                  0/ 479 (  0.0)         0/ 462 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Genital infection                                                                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                6/ 960 (  0.6)         0/ 962 (  0.0)      13.03 ( 0.73,230.9)   13.11 ( 0.74,233.0)     0.01 (  0.00,  0.01)       0.0154                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         2/ 235 (  0.9)         0/ 246 (  0.0)       5.23 ( 0.25,108.4)    5.28 ( 0.25,110.5)     0.01 ( -0.00,  0.02)       0.2382                                                   

    > 65 years                          4/ 725 (  0.6)         0/ 716 (  0.0)       8.89 ( 0.48,164.8)    8.94 ( 0.48,166.3)     0.01 (  0.00,  0.01)       0.1245                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              2/ 277 (  0.7)         0/ 257 (  0.0)       4.64 ( 0.22,96.20)    4.67 ( 0.22,97.81)     0.01 ( -0.00,  0.02)       0.4998                                                   

    male                                4/ 683 (  0.6)         0/ 705 (  0.0)       9.29 ( 0.50,172.2)    9.34 ( 0.50,173.9)     0.01 (  0.00,  0.01)       0.0584                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               6/ 711 (  0.8)         0/ 715 (  0.0)      13.07 ( 0.74,231.6)   13.18 ( 0.74,234.5)     0.01 (  0.00,  0.02)       0.0152                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       3/ 137 (  2.2)         0/ 167 (  0.0)       8.52 ( 0.44,163.6)    8.72 ( 0.45,170.2)     0.02 ( -0.00,  0.05)       0.0904                                                   

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              3/ 455 (  0.7)         0/ 435 (  0.0)       6.69 ( 0.35,129.2)    6.74 ( 0.35,130.8)     0.01 ( -0.00,  0.01)       0.2495                                                   

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                1/ 362 (  0.3)         0/ 357 (  0.0)       2.96 ( 0.12,72.39)    2.97 ( 0.12,73.07)     0.00 ( -0.00,  0.01)       1.0000                                                   

    >= 45  mL/min/1.73m^2               5/ 598 (  0.8)         0/ 605 (  0.0)      11.13 ( 0.62,200.8)   11.22 ( 0.62,203.4)     0.01 (  0.00,  0.02)       0.0301                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                6/ 947 (  0.6)         0/ 951 (  0.0)      13.05 ( 0.74,231.4)   13.14 ( 0.74,233.5)     0.01 (  0.00,  0.01)       0.0153                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          4/ 661 (  0.6)         0/ 677 (  0.0)       9.22 ( 0.50,170.9)    9.27 ( 0.50,172.6)     0.01 (  0.00,  0.01)       0.0593                                                   

    >=130 mmHg                          2/ 299 (  0.7)         0/ 285 (  0.0)       4.77 ( 0.23,98.86)    4.80 ( 0.23,100.4)     0.01 ( -0.00,  0.02)       0.4994                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 2/ 481 (  0.4)         0/ 500 (  0.0)       5.20 ( 0.25,108.0)    5.22 ( 0.25,109.0)     0.00 ( -0.00,  0.01)       0.2402                                                   

    no                                  4/ 479 (  0.8)         0/ 462 (  0.0)       8.68 ( 0.47,160.8)    8.75 ( 0.47,163.0)     0.01 (  0.00,  0.02)       0.1244                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Urinary tract infection                                                                                                                  

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               35/ 960 (  3.6)        40/ 962 (  4.2)       0.88 ( 0.56, 1.37)    0.87 ( 0.55, 1.39)    -0.01 ( -0.02,  0.01)       0.5622                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.1928                                  

    <= 65 years                         8/ 235 (  3.4)         5/ 246 (  2.0)       1.67 ( 0.56, 5.05)    1.70 ( 0.55, 5.27)     0.01 ( -0.02,  0.05)       0.3542                                                   

    > 65 years                         27/ 725 (  3.7)        35/ 716 (  4.9)       0.76 ( 0.47, 1.25)    0.75 ( 0.45, 1.26)    -0.01 ( -0.03,  0.01)       0.2764                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.0761                                  

    female                             22/ 277 (  7.9)        16/ 257 (  6.2)       1.28 ( 0.69, 2.37)    1.30 ( 0.67, 2.53)     0.02 ( -0.03,  0.06)       0.4412                                                   

    male                               13/ 683 (  1.9)        24/ 705 (  3.4)       0.56 ( 0.29, 1.09)    0.55 ( 0.28, 1.09)    -0.02 ( -0.03,  0.00)       0.0828                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.5094                                  

    white                              29/ 711 (  4.1)        31/ 715 (  4.3)       0.94 ( 0.57, 1.54)    0.94 ( 0.56, 1.57)    -0.00 ( -0.02,  0.02)       0.8091                                                   

    black or african american           3/  44 (  6.8)         2/  46 (  4.3)       1.57 ( 0.28, 8.94)    1.61 ( 0.26,10.13)     0.02 ( -0.07,  0.12)       0.6733                                                   

    asian                               3/ 186 (  1.6)         6/ 186 (  3.2)       0.50 ( 0.13, 1.97)    0.49 ( 0.12, 2.00)    -0.02 ( -0.05,  0.02)       0.5024                                                   

    other                               0/  19 (  0.0)         1/  15 (  6.7)       0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)       0.4412                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.9382                                  

    North America                       6/ 137 (  4.4)         7/ 167 (  4.2)       1.04 ( 0.36, 3.04)    1.05 ( 0.34, 3.19)     0.00 ( -0.05,  0.06)       0.9359                                                   

    South America                      10/ 185 (  5.4)        11/ 180 (  6.1)       0.88 ( 0.39, 2.03)    0.88 ( 0.36, 2.12)    -0.01 ( -0.06,  0.05)       0.7725                                                   

    Europe                             16/ 455 (  3.5)        17/ 435 (  3.9)       0.90 ( 0.46, 1.76)    0.90 ( 0.45, 1.80)    -0.00 ( -0.03,  0.02)       0.7574                                                   

    Asia/Pacific                        3/ 183 (  1.6)         5/ 180 (  2.8)       0.59 ( 0.14, 2.43)    0.58 ( 0.14, 2.48)    -0.01 ( -0.04,  0.02)       0.4999                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.1297                                  

    < 45  mL/min/1.73m^2               22/ 362 (  6.1)        18/ 357 (  5.0)       1.21 ( 0.66, 2.21)    1.22 ( 0.64, 2.31)     0.01 ( -0.03,  0.05)       0.5451                                                   

    >= 45  mL/min/1.73m^2              13/ 598 (  2.2)        22/ 605 (  3.6)       0.60 ( 0.30, 1.18)    0.59 ( 0.29, 1.18)    -0.01 ( -0.04,  0.01)       0.1315                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.1422                                  

    < 30  mL/min/1.73m^2                2/  13 ( 15.4)         0/  11 (  0.0)       4.29 ( 0.23,80.81)    5.00 ( 0.22,116.0)     0.15 ( -0.04,  0.35)       0.4819                                                   

    >= 30  mL/min/1.73m^               33/ 947 (  3.5)        40/ 951 (  4.2)       0.83 ( 0.53, 1.30)    0.82 ( 0.51, 1.32)    -0.01 ( -0.03,  0.01)       0.4140                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.2047                                  

    < 130 mmHg                         21/ 661 (  3.2)        30/ 677 (  4.4)       0.72 ( 0.41, 1.24)    0.71 ( 0.40, 1.25)    -0.01 ( -0.03,  0.01)       0.2311                                                   

    >=130 mmHg                         14/ 299 (  4.7)        10/ 285 (  3.5)       1.33 ( 0.60, 2.96)    1.35 ( 0.59, 3.09)     0.01 ( -0.02,  0.05)       0.4756                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.7709                                  

    yes                                18/ 481 (  3.7)        20/ 500 (  4.0)       0.94 ( 0.50, 1.75)    0.93 ( 0.49, 1.79)    -0.00 ( -0.03,  0.02)       0.8344                                                   

    no                                 17/ 479 (  3.5)        20/ 462 (  4.3)       0.82 ( 0.43, 1.55)    0.81 ( 0.42, 1.57)    -0.01 ( -0.04,  0.02)       0.5385                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Urinary tract infection                                                                                                          

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               10/ 960 (  1.0)        13/ 962 (  1.4)       0.77 ( 0.34, 1.75)    0.77 ( 0.34, 1.76)    -0.00 ( -0.01,  0.01)       0.5325                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.7297                                  

    <= 65 years                         2/ 235 (  0.9)         2/ 246 (  0.8)       1.05 ( 0.15, 7.37)    1.05 ( 0.15, 7.50)     0.00 ( -0.02,  0.02)       1.0000                                                   

    > 65 years                          8/ 725 (  1.1)        11/ 716 (  1.5)       0.72 ( 0.29, 1.78)    0.72 ( 0.29, 1.79)    -0.00 ( -0.02,  0.01)       0.4715                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.6691                                  

    female                              5/ 277 (  1.8)         5/ 257 (  1.9)       0.93 ( 0.27, 3.17)    0.93 ( 0.27, 3.24)    -0.00 ( -0.02,  0.02)       1.0000                                                   

    male                                5/ 683 (  0.7)         8/ 705 (  1.1)       0.65 ( 0.21, 1.96)    0.64 ( 0.21, 1.97)    -0.00 ( -0.02,  0.01)       0.4363                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.1855                                  

    white                               6/ 711 (  0.8)        11/ 715 (  1.5)       0.55 ( 0.20, 1.48)    0.54 ( 0.20, 1.48)    -0.01 ( -0.02,  0.01)       0.2271                                                   

    black or african american           2/  44 (  4.5)         1/  46 (  2.2)       2.09 ( 0.20,22.25)    2.14 ( 0.19,24.51)     0.02 ( -0.05,  0.10)       0.6124                                                   

    asian                               2/ 186 (  1.1)         0/ 186 (  0.0)       5.00 ( 0.24,103.4)    5.05 ( 0.24,106.0)     0.01 ( -0.00,  0.03)       0.4987                                                   

    other                               0/  19 (  0.0)         1/  15 (  6.7)       0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)       0.4412                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.2835                                  

    North America                       2/ 137 (  1.5)         3/ 167 (  1.8)       0.81 ( 0.14, 4.79)    0.81 ( 0.13, 4.92)    -0.00 ( -0.03,  0.03)       1.0000                                                   

    South America                       5/ 185 (  2.7)         6/ 180 (  3.3)       0.81 ( 0.25, 2.61)    0.81 ( 0.24, 2.69)    -0.01 ( -0.05,  0.04)       0.7250                                                   

    Europe                              1/ 455 (  0.2)         4/ 435 (  0.9)       0.24 ( 0.03, 2.13)    0.24 ( 0.03, 2.13)    -0.01 ( -0.02,  0.00)       0.2076                                                   

    Asia/Pacific                        2/ 183 (  1.1)         0/ 180 (  0.0)       4.92 ( 0.24,101.7)    4.97 ( 0.24,104.3)     0.01 ( -0.00,  0.03)       0.4987                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.1040                                  

    < 45  mL/min/1.73m^2                8/ 362 (  2.2)         6/ 357 (  1.7)       1.31 ( 0.46, 3.75)    1.32 ( 0.45, 3.85)     0.01 ( -0.02,  0.03)       0.6078                                                   

    >= 45  mL/min/1.73m^2               2/ 598 (  0.3)         7/ 605 (  1.2)       0.29 ( 0.06, 1.39)    0.29 ( 0.06, 1.39)    -0.01 ( -0.02,  0.00)       0.1781                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^               10/ 947 (  1.1)        13/ 951 (  1.4)       0.77 ( 0.34, 1.75)    0.77 ( 0.34, 1.76)    -0.00 ( -0.01,  0.01)       0.5359                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.5093                                  

    < 130 mmHg                          8/ 661 (  1.2)         9/ 677 (  1.3)       0.91 ( 0.35, 2.35)    0.91 ( 0.35, 2.37)    -0.00 ( -0.02,  0.01)       0.8459                                                   

    >=130 mmHg                          2/ 299 (  0.7)         4/ 285 (  1.4)       0.48 ( 0.09, 2.58)    0.47 ( 0.09, 2.60)    -0.01 ( -0.02,  0.01)       0.4404                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.8359                                  

    yes                                 4/ 481 (  0.8)         6/ 500 (  1.2)       0.69 ( 0.20, 2.44)    0.69 ( 0.19, 2.46)    -0.00 ( -0.02,  0.01)       0.7531                                                   

    no                                  6/ 479 (  1.3)         7/ 462 (  1.5)       0.83 ( 0.28, 2.44)    0.82 ( 0.28, 2.47)    -0.00 ( -0.02,  0.02)       0.7303                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Urinary tract infection                                                                                                           

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                5/ 960 (  0.5)         4/ 962 (  0.4)       1.25 ( 0.34, 4.65)    1.25 ( 0.34, 4.68)     0.00 ( -0.01,  0.01)       0.7531                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.1413                                  

    <= 65 years                         2/ 235 (  0.9)         0/ 246 (  0.0)       5.23 ( 0.25,108.4)    5.28 ( 0.25,110.5)     0.01 ( -0.00,  0.02)       0.2382                                                   

    > 65 years                          3/ 725 (  0.4)         4/ 716 (  0.6)       0.74 ( 0.17, 3.30)    0.74 ( 0.16, 3.32)    -0.00 ( -0.01,  0.01)       0.7243                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.0669                                  

    female                              3/ 277 (  1.1)         0/ 257 (  0.0)       6.50 ( 0.34,125.2)    6.57 ( 0.34,127.7)     0.01 ( -0.00,  0.02)       0.2496                                                   

    male                                2/ 683 (  0.3)         4/ 705 (  0.6)       0.52 ( 0.09, 2.81)    0.51 ( 0.09, 2.82)    -0.00 ( -0.01,  0.00)       0.6871                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.6408                                  

    white                               3/ 711 (  0.4)         3/ 715 (  0.4)       1.01 ( 0.20, 4.97)    1.01 ( 0.20, 5.00)     0.00 ( -0.01,  0.01)       1.0000                                                   

    black or african american           1/  44 (  2.3)         1/  46 (  2.2)       1.05 ( 0.07,16.20)    1.05 ( 0.06,17.26)     0.00 ( -0.06,  0.06)       1.0000                                                   

    asian                               1/ 186 (  0.5)         0/ 186 (  0.0)       3.00 ( 0.12,73.17)    3.02 ( 0.12,74.52)     0.01 ( -0.01,  0.02)       1.0000                                                   

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.5968                                  

    North America                       0/ 137 (  0.0)         1/ 167 (  0.6)       0.41 ( 0.02, 9.88)    0.40 ( 0.02, 9.99)    -0.01 ( -0.02,  0.01)       1.0000                                                   

    South America                       3/ 185 (  1.6)         2/ 180 (  1.1)       1.46 ( 0.25, 8.63)    1.47 ( 0.24, 8.88)     0.01 ( -0.02,  0.03)       1.0000                                                   

    Europe                              1/ 455 (  0.2)         1/ 435 (  0.2)       0.96 ( 0.06,15.24)    0.96 ( 0.06,15.33)    -0.00 ( -0.01,  0.01)       1.0000                                                   

    Asia/Pacific                        1/ 183 (  0.5)         0/ 180 (  0.0)       2.95 ( 0.12,71.97)    2.97 ( 0.12,73.32)     0.01 ( -0.01,  0.02)       1.0000                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.0751                                  

    < 45  mL/min/1.73m^2                5/ 362 (  1.4)         2/ 357 (  0.6)       2.47 ( 0.48,12.62)    2.49 ( 0.48,12.90)     0.01 ( -0.01,  0.02)       0.4509                                                   

    >= 45  mL/min/1.73m^2               0/ 598 (  0.0)         2/ 605 (  0.3)       0.20 ( 0.01, 4.21)    0.20 ( 0.01, 4.21)    -0.00 ( -0.01,  0.00)       0.4996                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                5/ 947 (  0.5)         4/ 951 (  0.4)       1.26 ( 0.34, 4.66)    1.26 ( 0.34, 4.69)     0.00 ( -0.01,  0.01)       0.7529                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0140                                  

    < 130 mmHg                          4/ 661 (  0.6)         0/ 677 (  0.0)       9.22 ( 0.50,170.9)    9.27 ( 0.50,172.6)     0.01 (  0.00,  0.01)       0.0593                                                   

    >=130 mmHg                          1/ 299 (  0.3)         4/ 285 (  1.4)       0.24 ( 0.03, 2.12)    0.24 ( 0.03, 2.12)    -0.01 ( -0.03,  0.00)       0.2064                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.6724                                  

    yes                                 3/ 481 (  0.6)         3/ 500 (  0.6)       1.04 ( 0.21, 5.13)    1.04 ( 0.21, 5.18)     0.00 ( -0.01,  0.01)       1.0000                                                   

    no                                  2/ 479 (  0.4)         1/ 462 (  0.2)       1.93 ( 0.18,21.20)    1.93 ( 0.17,21.39)     0.00 ( -0.01,  0.01)       1.0000                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Urinary tract infection                                                                                                       

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                               32/ 960 (  3.3)        37/ 962 (  3.8)       0.87 ( 0.54, 1.38)    0.86 ( 0.53, 1.40)    -0.01 ( -0.02,  0.01)       0.5458                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.1817                                  

    <= 65 years                         8/ 235 (  3.4)         5/ 246 (  2.0)       1.67 ( 0.56, 5.05)    1.70 ( 0.55, 5.27)     0.01 ( -0.02,  0.05)       0.3542                                                   

    > 65 years                         24/ 725 (  3.3)        32/ 716 (  4.5)       0.74 ( 0.44, 1.24)    0.73 ( 0.43, 1.26)    -0.01 ( -0.03,  0.01)       0.2552                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.1637                                  

    female                             20/ 277 (  7.2)        16/ 257 (  6.2)       1.16 ( 0.61, 2.19)    1.17 ( 0.59, 2.31)     0.01 ( -0.04,  0.06)       0.6473                                                   

    male                               12/ 683 (  1.8)        21/ 705 (  3.0)       0.59 ( 0.29, 1.19)    0.58 ( 0.28, 1.19)    -0.01 ( -0.03,  0.01)       0.1354                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.2405                                  

    white                              27/ 711 (  3.8)        29/ 715 (  4.1)       0.94 ( 0.56, 1.57)    0.93 ( 0.55, 1.59)    -0.00 ( -0.02,  0.02)       0.8017                                                   

    black or african american           3/  44 (  6.8)         1/  46 (  2.2)       3.14 ( 0.34,29.03)    3.29 ( 0.33,32.92)     0.05 ( -0.04,  0.13)       0.3554                                                   

    asian                               2/ 186 (  1.1)         6/ 186 (  3.2)       0.33 ( 0.07, 1.63)    0.33 ( 0.06, 1.64)    -0.02 ( -0.05,  0.01)       0.2837                                                   

    other                               0/  19 (  0.0)         1/  15 (  6.7)       0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)       0.4412                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.7096                                  

    North America                       6/ 137 (  4.4)         6/ 167 (  3.6)       1.22 ( 0.40, 3.69)    1.23 ( 0.39, 3.90)     0.01 ( -0.04,  0.07)       0.7264                                                   

    South America                       9/ 185 (  4.9)         9/ 180 (  5.0)       0.97 ( 0.40, 2.40)    0.97 ( 0.38, 2.51)    -0.00 ( -0.05,  0.05)       0.9525                                                   

    Europe                             15/ 455 (  3.3)        17/ 435 (  3.9)       0.84 ( 0.43, 1.67)    0.84 ( 0.41, 1.70)    -0.01 ( -0.03,  0.02)       0.6246                                                   

    Asia/Pacific                        2/ 183 (  1.1)         5/ 180 (  2.8)       0.39 ( 0.08, 2.00)    0.39 ( 0.07, 2.02)    -0.02 ( -0.05,  0.01)       0.2809                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.1928                                  

    < 45  mL/min/1.73m^2               19/ 362 (  5.2)        16/ 357 (  4.5)       1.17 ( 0.61, 2.24)    1.18 ( 0.60, 2.33)     0.01 ( -0.03,  0.04)       0.6331                                                   

    >= 45  mL/min/1.73m^2              13/ 598 (  2.2)        21/ 605 (  3.5)       0.63 ( 0.32, 1.24)    0.62 ( 0.31, 1.25)    -0.01 ( -0.03,  0.01)       0.1748                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.1395                                  

    < 30  mL/min/1.73m^2                2/  13 ( 15.4)         0/  11 (  0.0)       4.29 ( 0.23,80.81)    5.00 ( 0.22,116.0)     0.15 ( -0.04,  0.35)       0.4819                                                   

    >= 30  mL/min/1.73m^               30/ 947 (  3.2)        37/ 951 (  3.9)       0.81 ( 0.51, 1.31)    0.81 ( 0.50, 1.32)    -0.01 ( -0.03,  0.01)       0.3937                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.0603                                  

    < 130 mmHg                         19/ 661 (  2.9)        30/ 677 (  4.4)       0.65 ( 0.37, 1.14)    0.64 ( 0.36, 1.15)    -0.02 ( -0.04,  0.01)       0.1297                                                   

    >=130 mmHg                         13/ 299 (  4.3)         7/ 285 (  2.5)       1.77 ( 0.72, 4.37)    1.81 ( 0.71, 4.59)     0.02 ( -0.01,  0.05)       0.2093                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.7850                                  

    yes                                16/ 481 (  3.3)        18/ 500 (  3.6)       0.92 ( 0.48, 1.79)    0.92 ( 0.46, 1.83)    -0.00 ( -0.03,  0.02)       0.8149                                                   

    no                                 16/ 479 (  3.3)        19/ 462 (  4.1)       0.81 ( 0.42, 1.56)    0.81 ( 0.41, 1.59)    -0.01 ( -0.03,  0.02)       0.5317                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Adverse Events of Special Interest: Major Hypoglycaemic Events                                                                                                               

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                3/ 960 (  0.3)         0/ 962 (  0.0)       7.01 ( 0.36,135.6)    7.04 ( 0.36,136.4)     0.00 ( -0.00,  0.01)       0.1244                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         0/ 235 (  0.0)         0/ 246 (  0.0)         NE                    NE                    NE                                                                                 

    > 65 years                          3/ 725 (  0.4)         0/ 716 (  0.0)       6.91 ( 0.36,133.6)    6.94 ( 0.36,134.6)     0.00 ( -0.00,  0.01)       0.2495                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              2/ 277 (  0.7)         0/ 257 (  0.0)       4.64 ( 0.22,96.20)    4.67 ( 0.22,97.81)     0.01 ( -0.00,  0.02)       0.4998                                                   

    male                                1/ 683 (  0.1)         0/ 705 (  0.0)       3.10 ( 0.13,75.88)    3.10 ( 0.13,76.26)     0.00 ( -0.00,  0.00)       0.4921                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               3/ 711 (  0.4)         0/ 715 (  0.0)       7.04 ( 0.36,136.0)    7.07 ( 0.36,137.1)     0.00 ( -0.00,  0.01)       0.1237                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       1/ 137 (  0.7)         0/ 167 (  0.0)       3.65 ( 0.15,88.94)    3.68 ( 0.15,91.09)     0.01 ( -0.01,  0.02)       0.4507                                                   

    South America                       1/ 185 (  0.5)         0/ 180 (  0.0)       2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)       1.0000                                                   

    Europe                              1/ 455 (  0.2)         0/ 435 (  0.0)       2.87 ( 0.12,70.22)    2.87 ( 0.12,70.75)     0.00 ( -0.00,  0.01)       1.0000                                                   

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                1/ 362 (  0.3)         0/ 357 (  0.0)       2.96 ( 0.12,72.39)    2.97 ( 0.12,73.07)     0.00 ( -0.00,  0.01)       1.0000                                                   

    >= 45  mL/min/1.73m^2               2/ 598 (  0.3)         0/ 605 (  0.0)       5.06 ( 0.24,105.1)    5.08 ( 0.24,105.9)     0.00 ( -0.00,  0.01)       0.2469                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                3/ 947 (  0.3)         0/ 951 (  0.0)       7.03 ( 0.36,135.9)    7.05 ( 0.36,136.7)     0.00 ( -0.00,  0.01)       0.1240                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          1/ 661 (  0.2)         0/ 677 (  0.0)       3.07 ( 0.13,75.29)    3.08 ( 0.13,75.67)     0.00 ( -0.00,  0.00)       0.4940                                                   

    >=130 mmHg                          2/ 299 (  0.7)         0/ 285 (  0.0)       4.77 ( 0.23,98.86)    4.80 ( 0.23,100.4)     0.01 ( -0.00,  0.02)       0.4994                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 3/ 481 (  0.6)         0/ 500 (  0.0)       7.28 ( 0.38,140.5)    7.32 ( 0.38,142.1)     0.01 ( -0.00,  0.01)       0.1175                                                   

    no                                  0/ 479 (  0.0)         0/ 462 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Events of Special Interest: Major Hypoglycaemic Events                                                                                                       

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                0/ 960 (  0.0)         0/ 962 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         0/ 235 (  0.0)         0/ 246 (  0.0)         NE                    NE                    NE                                                                                 

    > 65 years                          0/ 725 (  0.0)         0/ 716 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              0/ 277 (  0.0)         0/ 257 (  0.0)         NE                    NE                    NE                                                                                 

    male                                0/ 683 (  0.0)         0/ 705 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               0/ 711 (  0.0)         0/ 715 (  0.0)         NE                    NE                    NE                                                                                 

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       0/ 137 (  0.0)         0/ 167 (  0.0)         NE                    NE                    NE                                                                                 

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              0/ 455 (  0.0)         0/ 435 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                0/ 362 (  0.0)         0/ 357 (  0.0)         NE                    NE                    NE                                                                                 

    >= 45  mL/min/1.73m^2               0/ 598 (  0.0)         0/ 605 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                0/ 947 (  0.0)         0/ 951 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          0/ 661 (  0.0)         0/ 677 (  0.0)         NE                    NE                    NE                                                                                 

    >=130 mmHg                          0/ 299 (  0.0)         0/ 285 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 0/ 481 (  0.0)         0/ 500 (  0.0)         NE                    NE                    NE                                                                                 

    no                                  0/ 479 (  0.0)         0/ 462 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Severe Adverse Events of Special Interest: Major Hypoglycaemic Events                                                                                                        

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                1/ 960 (  0.1)         0/ 962 (  0.0)       3.01 ( 0.12,73.70)    3.01 ( 0.12,73.96)     0.00 ( -0.00,  0.00)       0.4995                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         0/ 235 (  0.0)         0/ 246 (  0.0)         NE                    NE                    NE                                                                                 

    > 65 years                          1/ 725 (  0.1)         0/ 716 (  0.0)       2.96 ( 0.12,72.61)    2.97 ( 0.12,72.95)     0.00 ( -0.00,  0.00)       1.0000                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              1/ 277 (  0.4)         0/ 257 (  0.0)       2.78 ( 0.11,68.04)    2.79 ( 0.11,68.89)     0.00 ( -0.00,  0.01)       1.0000                                                   

    male                                0/ 683 (  0.0)         0/ 705 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               1/ 711 (  0.1)         0/ 715 (  0.0)       3.02 ( 0.12,73.93)    3.02 ( 0.12,74.29)     0.00 ( -0.00,  0.00)       0.4986                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       0/ 137 (  0.0)         0/ 167 (  0.0)         NE                    NE                    NE                                                                                 

    South America                       1/ 185 (  0.5)         0/ 180 (  0.0)       2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)       1.0000                                                   

    Europe                              0/ 455 (  0.0)         0/ 435 (  0.0)         NE                    NE                    NE                                                                                 

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                0/ 362 (  0.0)         0/ 357 (  0.0)         NE                    NE                    NE                                                                                 

    >= 45  mL/min/1.73m^2               1/ 598 (  0.2)         0/ 605 (  0.0)       3.04 ( 0.12,74.35)    3.04 ( 0.12,74.78)     0.00 ( -0.00,  0.00)       0.4971                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                1/ 947 (  0.1)         0/ 951 (  0.0)       3.01 ( 0.12,73.86)    3.02 ( 0.12,74.13)     0.00 ( -0.00,  0.00)       0.4989                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          0/ 661 (  0.0)         0/ 677 (  0.0)         NE                    NE                    NE                                                                                 

    >=130 mmHg                          1/ 299 (  0.3)         0/ 285 (  0.0)       2.86 ( 0.12,69.92)    2.87 ( 0.12,70.73)     0.00 ( -0.00,  0.01)       1.0000                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 1/ 481 (  0.2)         0/ 500 (  0.0)       3.12 ( 0.13,76.36)    3.12 ( 0.13,76.90)     0.00 ( -0.00,  0.01)       0.4903                                                   

    no                                  0/ 479 (  0.0)         0/ 462 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Non-Severe Adverse Events of Special Interest: Major Hypoglycaemic Events                                                                                                    

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                                2/ 960 (  0.2)         0/ 962 (  0.0)       5.01 ( 0.24,104.2)    5.02 ( 0.24,104.7)     0.00 ( -0.00,  0.00)       0.2493                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                          NE                                     

    <= 65 years                         0/ 235 (  0.0)         0/ 246 (  0.0)         NE                    NE                    NE                                                                                 

    > 65 years                          2/ 725 (  0.3)         0/ 716 (  0.0)       4.94 ( 0.24,102.7)    4.95 ( 0.24,103.3)     0.00 ( -0.00,  0.01)       0.4997                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                       NE                                     

    female                              1/ 277 (  0.4)         0/ 257 (  0.0)       2.78 ( 0.11,68.04)    2.79 ( 0.11,68.89)     0.00 ( -0.00,  0.01)       1.0000                                                   

    male                                1/ 683 (  0.1)         0/ 705 (  0.0)       3.10 ( 0.13,75.88)    3.10 ( 0.13,76.26)     0.00 ( -0.00,  0.00)       0.4921                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                         NE                                     

    white                               2/ 711 (  0.3)         0/ 715 (  0.0)       5.03 ( 0.24,104.5)    5.04 ( 0.24,105.2)     0.00 ( -0.00,  0.01)       0.2484                                                   

    black or african american           0/  44 (  0.0)         0/  46 (  0.0)         NE                    NE                    NE                                                                                 

    asian                               0/ 186 (  0.0)         0/ 186 (  0.0)         NE                    NE                    NE                                                                                 

    other                               0/  19 (  0.0)         0/  15 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                            NE                                     

    North America                       1/ 137 (  0.7)         0/ 167 (  0.0)       3.65 ( 0.15,88.94)    3.68 ( 0.15,91.09)     0.01 ( -0.01,  0.02)       0.4507                                                   

    South America                       0/ 185 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

    Europe                              1/ 455 (  0.2)         0/ 435 (  0.0)       2.87 ( 0.12,70.22)    2.87 ( 0.12,70.75)     0.00 ( -0.00,  0.01)       1.0000                                                   

    Asia/Pacific                        0/ 183 (  0.0)         0/ 180 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                                NE                                     

    < 45  mL/min/1.73m^2                1/ 362 (  0.3)         0/ 357 (  0.0)       2.96 ( 0.12,72.39)    2.97 ( 0.12,73.07)     0.00 ( -0.00,  0.01)       1.0000                                                   

    >= 45  mL/min/1.73m^2               1/ 598 (  0.2)         0/ 605 (  0.0)       3.04 ( 0.12,74.35)    3.04 ( 0.12,74.78)     0.00 ( -0.00,  0.00)       0.4971                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                        NE                                     

    < 30  mL/min/1.73m^2                0/  13 (  0.0)         0/  11 (  0.0)         NE                    NE                    NE                                                                                 

    >= 30  mL/min/1.73m^                2/ 947 (  0.2)         0/ 951 (  0.0)       5.02 ( 0.24,104.4)    5.03 ( 0.24,104.9)     0.00 ( -0.00,  0.01)       0.2488                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                             NE                                     

    < 130 mmHg                          1/ 661 (  0.2)         0/ 677 (  0.0)       3.07 ( 0.13,75.29)    3.08 ( 0.13,75.67)     0.00 ( -0.00,  0.00)       0.4940                                                   

    >=130 mmHg                          1/ 299 (  0.3)         0/ 285 (  0.0)       2.86 ( 0.12,69.92)    2.87 ( 0.12,70.73)     0.00 ( -0.00,  0.01)       1.0000                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                  NE                                     

    yes                                 2/ 481 (  0.4)         0/ 500 (  0.0)       5.20 ( 0.25,108.0)    5.22 ( 0.25,109.0)     0.00 ( -0.00,  0.01)       0.2402                                                   

    no                                  0/ 479 (  0.0)         0/ 462 (  0.0)         NE                    NE                    NE                                                                                 

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Blood and lymphatic system   Overall                         19/ 960 (  2.0)       24/ 962 (  2.5)      0.79 ( 0.44, 1.44)    0.79 ( 0.43, 1.45)    -0.01 ( -0.02,  0.01)     0.4448                           

 disorders                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7024            

                                      <= 65 years                   3/ 235 (  1.3)        3/ 246 (  1.2)      1.05 ( 0.21, 5.13)    1.05 ( 0.21, 5.24)     0.00 ( -0.02,  0.02)     1.0000                           

                                      > 65 years                   16/ 725 (  2.2)       21/ 716 (  2.9)      0.75 ( 0.40, 1.43)    0.75 ( 0.39, 1.44)    -0.01 ( -0.03,  0.01)     0.3838                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0804            

                                      female                        3/ 277 (  1.1)        9/ 257 (  3.5)      0.31 ( 0.08, 1.13)    0.30 ( 0.08, 1.13)    -0.02 ( -0.06,  0.01)     0.0598                           

                                      male                         16/ 683 (  2.3)       15/ 705 (  2.1)      1.10 ( 0.55, 2.21)    1.10 ( 0.54, 2.25)     0.00 ( -0.02,  0.02)     0.7865                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2421            

                                      white                        18/ 711 (  2.5)       20/ 715 (  2.8)      0.91 ( 0.48, 1.70)    0.90 ( 0.47, 1.72)    -0.00 ( -0.02,  0.02)     0.7556                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         1/ 186 (  0.5)        4/ 186 (  2.2)      0.25 ( 0.03, 2.22)    0.25 ( 0.03, 2.22)    -0.02 ( -0.04,  0.01)     0.3716                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5089            

                                      North America                 3/ 137 (  2.2)        6/ 167 (  3.6)      0.61 ( 0.16, 2.39)    0.60 ( 0.15, 2.45)    -0.01 ( -0.05,  0.02)     0.5207                           

                                      South America                 1/ 185 (  0.5)        2/ 180 (  1.1)      0.49 ( 0.04, 5.32)    0.48 ( 0.04, 5.38)    -0.01 ( -0.02,  0.01)     0.6189                           

                                      Europe                       14/ 455 (  3.1)       12/ 435 (  2.8)      1.12 ( 0.52, 2.38)    1.12 ( 0.51, 2.45)     0.00 ( -0.02,  0.03)     0.7782                           

                                      Asia/Pacific                  1/ 183 (  0.5)        4/ 180 (  2.2)      0.25 ( 0.03, 2.18)    0.24 ( 0.03, 2.18)    -0.02 ( -0.04,  0.01)     0.2123                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6693            

                                      < 45  mL/min/1.73m^2         10/ 362 (  2.8)       14/ 357 (  3.9)      0.70 ( 0.32, 1.56)    0.70 ( 0.31, 1.59)    -0.01 ( -0.04,  0.02)     0.3873                           

                                      >= 45  mL/min/1.73m^2         9/ 598 (  1.5)       10/ 605 (  1.7)      0.91 ( 0.37, 2.22)    0.91 ( 0.37, 2.25)    -0.00 ( -0.02,  0.02)     0.8371                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         19/ 947 (  2.0)       24/ 951 (  2.5)      0.80 ( 0.44, 1.44)    0.79 ( 0.43, 1.45)    -0.01 ( -0.02,  0.01)     0.4490                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2857            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   12/ 661 (  1.8)       19/ 677 (  2.8)      0.65 ( 0.32, 1.32)    0.64 ( 0.31, 1.33)    -0.01 ( -0.03,  0.01)     0.2285                           

                                      >=130 mmHg                    7/ 299 (  2.3)        5/ 285 (  1.8)      1.33 ( 0.43, 4.16)    1.34 ( 0.42, 4.28)     0.01 ( -0.02,  0.03)     0.6177                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.3777            

                                      yes                           9/ 481 (  1.9)       15/ 500 (  3.0)      0.62 ( 0.28, 1.41)    0.62 ( 0.27, 1.42)    -0.01 ( -0.03,  0.01)     0.2528                           

                                      no                           10/ 479 (  2.1)        9/ 462 (  1.9)      1.07 ( 0.44, 2.61)    1.07 ( 0.43, 2.67)     0.00 ( -0.02,  0.02)     0.8791                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Blood and lymphatic system   Overall                          8/ 960 (  0.8)       10/ 962 (  1.0)      0.80 ( 0.32, 2.02)    0.80 ( 0.31, 2.04)    -0.00 ( -0.01,  0.01)     0.6390                           

 disorders, PT: Anaemia                                                                                                                                                                                              

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1905            

                                      <= 65 years                   0/ 235 (  0.0)        2/ 246 (  0.8)      0.21 ( 0.01, 4.34)    0.21 ( 0.01, 4.35)    -0.01 ( -0.02,  0.00)     0.4992                           

                                      > 65 years                    8/ 725 (  1.1)        8/ 716 (  1.1)      0.99 ( 0.37, 2.62)    0.99 ( 0.37, 2.65)    -0.00 ( -0.01,  0.01)     0.9800                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0734            

                                      female                        1/ 277 (  0.4)        5/ 257 (  1.9)      0.19 ( 0.02, 1.58)    0.18 ( 0.02, 1.57)    -0.02 ( -0.03,  0.00)     0.1105                           

                                      male                          7/ 683 (  1.0)        5/ 705 (  0.7)      1.45 ( 0.46, 4.53)    1.45 ( 0.46, 4.59)     0.00 ( -0.01,  0.02)     0.5255                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                             NE               

                                      white                         8/ 711 (  1.1)       10/ 715 (  1.4)      0.80 ( 0.32, 2.03)    0.80 ( 0.31, 2.04)    -0.00 ( -0.02,  0.01)     0.6439                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         0/ 186 (  0.0)        0/ 186 (  0.0)        NE                    NE                    NE                                                       

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8147            

                                      North America                 3/ 137 (  2.2)        3/ 167 (  1.8)      1.22 ( 0.25, 5.94)    1.22 ( 0.24, 6.16)     0.00 ( -0.03,  0.04)     1.0000                           

                                      South America                 1/ 185 (  0.5)        1/ 180 (  0.6)      0.97 ( 0.06,15.44)    0.97 ( 0.06,15.67)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      Europe                        4/ 455 (  0.9)        6/ 435 (  1.4)      0.64 ( 0.18, 2.24)    0.63 ( 0.18, 2.26)    -0.01 ( -0.02,  0.01)     0.5384                           

                                      Asia/Pacific                  0/ 183 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1572            

                                      < 45  mL/min/1.73m^2          3/ 362 (  0.8)        7/ 357 (  2.0)      0.42 ( 0.11, 1.62)    0.42 ( 0.11, 1.63)    -0.01 ( -0.03,  0.01)     0.2204                           

                                      >= 45  mL/min/1.73m^2         5/ 598 (  0.8)        3/ 605 (  0.5)      1.69 ( 0.40, 7.02)    1.69 ( 0.40, 7.11)     0.00 ( -0.01,  0.01)     0.5040                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          8/ 947 (  0.8)       10/ 951 (  1.1)      0.80 ( 0.32, 2.03)    0.80 ( 0.32, 2.04)    -0.00 ( -0.01,  0.01)     0.6423                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3413            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    7/ 661 (  1.1)        7/ 677 (  1.0)      1.02 ( 0.36, 2.90)    1.02 ( 0.36, 2.94)     0.00 ( -0.01,  0.01)     0.9641                           

                                      >=130 mmHg                    1/ 299 (  0.3)        3/ 285 (  1.1)      0.32 ( 0.03, 3.04)    0.32 ( 0.03, 3.05)    -0.01 ( -0.02,  0.01)     0.3621                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.3822            

                                      yes                           3/ 481 (  0.6)        6/ 500 (  1.2)      0.52 ( 0.13, 2.07)    0.52 ( 0.13, 2.08)    -0.01 ( -0.02,  0.01)     0.5065                           

                                      no                            5/ 479 (  1.0)        4/ 462 (  0.9)      1.21 ( 0.33, 4.46)    1.21 ( 0.32, 4.53)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders            Overall                        297/ 960 ( 30.9)      371/ 962 ( 38.6)      0.80 ( 0.71, 0.91)    0.71 ( 0.59, 0.86)    -0.08 ( -0.12, -0.03)     0.0004                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9305            

                                      <= 65 years                  80/ 235 ( 34.0)      104/ 246 ( 42.3)      0.81 ( 0.64, 1.01)    0.70 ( 0.49, 1.02)    -0.08 ( -0.17,  0.01)     0.0635                           

                                      > 65 years                  217/ 725 ( 29.9)      267/ 716 ( 37.3)      0.80 ( 0.69, 0.93)    0.72 ( 0.58, 0.89)    -0.07 ( -0.12, -0.02)     0.0031                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7687            

                                      female                       82/ 277 ( 29.6)       98/ 257 ( 38.1)      0.78 ( 0.61, 0.99)    0.68 ( 0.48, 0.98)    -0.09 ( -0.17, -0.00)     0.0374                           

                                      male                        215/ 683 ( 31.5)      273/ 705 ( 38.7)      0.81 ( 0.70, 0.94)    0.73 ( 0.58, 0.91)    -0.07 ( -0.12, -0.02)     0.0047                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1785            

                                      white                       215/ 711 ( 30.2)      270/ 715 ( 37.8)      0.80 ( 0.69, 0.93)    0.71 ( 0.57, 0.89)    -0.08 ( -0.12, -0.03)     0.0027                           

                                      black or african american    19/  44 ( 43.2)       22/  46 ( 47.8)      0.90 ( 0.57, 1.42)    0.83 ( 0.36, 1.90)    -0.05 ( -0.26,  0.17)     0.6601                           

                                      asian                        53/ 186 ( 28.5)       75/ 186 ( 40.3)      0.71 ( 0.53, 0.94)    0.59 ( 0.38, 0.91)    -0.12 ( -0.22, -0.02)     0.0165                           

                                      other                        10/  19 ( 52.6)        4/  15 ( 26.7)      1.97 ( 0.77, 5.06)    3.06 ( 0.71,13.11)     0.26 ( -0.11,  0.54)     0.1324                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2478            

                                      North America                51/ 137 ( 37.2)       60/ 167 ( 35.9)      1.04 ( 0.77, 1.39)    1.06 ( 0.66, 1.69)     0.01 ( -0.10,  0.13)     0.8154                           

                                      South America                63/ 185 ( 34.1)       71/ 180 ( 39.4)      0.86 ( 0.66, 1.13)    0.79 ( 0.52, 1.21)    -0.05 ( -0.15,  0.05)     0.2861                           

                                      Europe                      130/ 455 ( 28.6)      167/ 435 ( 38.4)      0.74 ( 0.62, 0.90)    0.64 ( 0.48, 0.85)    -0.10 ( -0.16, -0.03)     0.0019                           

                                      Asia/Pacific                 53/ 183 ( 29.0)       73/ 180 ( 40.6)      0.71 ( 0.54, 0.95)    0.60 ( 0.39, 0.92)    -0.12 ( -0.21, -0.01)     0.0205                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0133            

                                      < 45  mL/min/1.73m^2        112/ 362 ( 30.9)      164/ 357 ( 45.9)      0.67 ( 0.56, 0.81)    0.53 ( 0.39, 0.72)    -0.15 ( -0.22, -0.08)     <.0001                           

                                      >= 45  mL/min/1.73m^2       185/ 598 ( 30.9)      207/ 605 ( 34.2)      0.90 ( 0.77, 1.06)    0.86 ( 0.68, 1.10)    -0.03 ( -0.09,  0.02)     0.2253                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.5433            

                                      < 30  mL/min/1.73m^2         10/  13 ( 76.9)        8/  11 ( 72.7)      1.06 ( 0.66, 1.69)    1.25 ( 0.20, 7.96)     0.04 ( -0.31,  0.39)     1.0000                           

                                      >= 30  mL/min/1.73m^        287/ 947 ( 30.3)      363/ 951 ( 38.2)      0.79 ( 0.70, 0.90)    0.70 ( 0.58, 0.85)    -0.08 ( -0.12, -0.04)     0.0003                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7216            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                  215/ 661 ( 32.5)      276/ 677 ( 40.8)      0.80 ( 0.69, 0.92)    0.70 ( 0.56, 0.88)    -0.08 ( -0.13, -0.03)     0.0018                           

                                      >=130 mmHg                   82/ 299 ( 27.4)       95/ 285 ( 33.3)      0.82 ( 0.64, 1.05)    0.76 ( 0.53, 1.08)    -0.06 ( -0.14,  0.02)     0.1207                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7597            

                                      yes                         164/ 481 ( 34.1)      213/ 500 ( 42.6)      0.80 ( 0.68, 0.94)    0.70 ( 0.54, 0.90)    -0.09 ( -0.15, -0.02)     0.0062                           

                                      no                          133/ 479 ( 27.8)      158/ 462 ( 34.2)      0.81 ( 0.67, 0.98)    0.74 ( 0.56, 0.98)    -0.06 ( -0.12, -0.00)     0.0329                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         21/ 960 (  2.2)       28/ 962 (  2.9)      0.75 ( 0.43, 1.31)    0.75 ( 0.42, 1.32)    -0.01 ( -0.02,  0.01)     0.3147                           

 Acute myocardial infarction                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4131            

                                      <= 65 years                   5/ 235 (  2.1)       10/ 246 (  4.1)      0.52 ( 0.18, 1.51)    0.51 ( 0.17, 1.52)    -0.02 ( -0.06,  0.02)     0.2222                           

                                      > 65 years                   16/ 725 (  2.2)       18/ 716 (  2.5)      0.88 ( 0.45, 1.71)    0.88 ( 0.44, 1.73)    -0.00 ( -0.02,  0.01)     0.7011                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2477            

                                      female                        9/ 277 (  3.2)        7/ 257 (  2.7)      1.19 ( 0.45, 3.16)    1.20 ( 0.44, 3.27)     0.01 ( -0.03,  0.04)     0.7222                           

                                      male                         12/ 683 (  1.8)       21/ 705 (  3.0)      0.59 ( 0.29, 1.19)    0.58 ( 0.28, 1.19)    -0.01 ( -0.03,  0.01)     0.1354                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9919            

                                      white                        16/ 711 (  2.3)       22/ 715 (  3.1)      0.73 ( 0.39, 1.38)    0.73 ( 0.38, 1.39)    -0.01 ( -0.03,  0.01)     0.3327                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         4/ 186 (  2.2)        5/ 186 (  2.7)      0.80 ( 0.22, 2.93)    0.80 ( 0.21, 3.01)    -0.01 ( -0.04,  0.03)     1.0000                           

                                      other                         1/  19 (  5.3)        1/  15 (  6.7)      0.79 ( 0.05,11.61)    0.78 ( 0.04,13.56)    -0.01 ( -0.18,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6559            

                                      North America                 2/ 137 (  1.5)        4/ 167 (  2.4)      0.61 ( 0.11, 3.28)    0.60 ( 0.11, 3.35)    -0.01 ( -0.04,  0.02)     0.6936                           

                                      South America                 6/ 185 (  3.2)        4/ 180 (  2.2)      1.46 ( 0.42, 5.09)    1.47 ( 0.41, 5.32)     0.01 ( -0.02,  0.04)     0.7507                           

                                      Europe                        9/ 455 (  2.0)       15/ 435 (  3.4)      0.57 ( 0.25, 1.30)    0.57 ( 0.24, 1.30)    -0.01 ( -0.04,  0.01)     0.1761                           

                                      Asia/Pacific                  4/ 183 (  2.2)        5/ 180 (  2.8)      0.79 ( 0.21, 2.88)    0.78 ( 0.21, 2.96)    -0.01 ( -0.04,  0.03)     0.7491                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.7739            

                                      < 45  mL/min/1.73m^2         10/ 362 (  2.8)       12/ 357 (  3.4)      0.82 ( 0.36, 1.88)    0.82 ( 0.35, 1.92)    -0.01 ( -0.04,  0.02)     0.6413                           

                                      >= 45  mL/min/1.73m^2        11/ 598 (  1.8)       16/ 605 (  2.6)      0.70 ( 0.33, 1.49)    0.69 ( 0.32, 1.50)    -0.01 ( -0.03,  0.01)     0.3461                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.9360            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        1/  11 (  9.1)      0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)     1.0000                           

                                      >= 30  mL/min/1.73m^         20/ 947 (  2.1)       27/ 951 (  2.8)      0.74 ( 0.42, 1.32)    0.74 ( 0.41, 1.33)    -0.01 ( -0.02,  0.01)     0.3082                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2491            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   14/ 661 (  2.1)       23/ 677 (  3.4)      0.62 ( 0.32, 1.20)    0.62 ( 0.31, 1.21)    -0.01 ( -0.03,  0.01)     0.1538                           

                                      >=130 mmHg                    7/ 299 (  2.3)        5/ 285 (  1.8)      1.33 ( 0.43, 4.16)    1.34 ( 0.42, 4.28)     0.01 ( -0.02,  0.03)     0.6177                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2238            

                                      yes                          12/ 481 (  2.5)       21/ 500 (  4.2)      0.59 ( 0.30, 1.19)    0.58 ( 0.28, 1.20)    -0.02 ( -0.04,  0.01)     0.1389                           

                                      no                            9/ 479 (  1.9)        7/ 462 (  1.5)      1.24 ( 0.47, 3.30)    1.24 ( 0.46, 3.37)     0.00 ( -0.02,  0.02)     0.6663                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                          7/ 960 (  0.7)       10/ 962 (  1.0)      0.70 ( 0.27, 1.84)    0.70 ( 0.27, 1.84)    -0.00 ( -0.01,  0.01)     0.4676                           

 Angina pectoris                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1410            

                                      <= 65 years                   1/ 235 (  0.4)        5/ 246 (  2.0)      0.21 ( 0.02, 1.78)    0.21 ( 0.02, 1.78)    -0.02 ( -0.04,  0.00)     0.2166                           

                                      > 65 years                    6/ 725 (  0.8)        5/ 716 (  0.7)      1.19 ( 0.36, 3.87)    1.19 ( 0.36, 3.91)     0.00 ( -0.01,  0.01)     0.7781                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3655            

                                      female                        2/ 277 (  0.7)        1/ 257 (  0.4)      1.86 ( 0.17,20.34)    1.86 ( 0.17,20.66)     0.00 ( -0.01,  0.02)     1.0000                           

                                      male                          5/ 683 (  0.7)        9/ 705 (  1.3)      0.57 ( 0.19, 1.70)    0.57 ( 0.19, 1.71)    -0.01 ( -0.02,  0.01)     0.3103                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7572            

                                      white                         6/ 711 (  0.8)        8/ 715 (  1.1)      0.75 ( 0.26, 2.16)    0.75 ( 0.26, 2.18)    -0.00 ( -0.02,  0.01)     0.5986                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         1/ 186 (  0.5)        2/ 186 (  1.1)      0.50 ( 0.05, 5.47)    0.50 ( 0.04, 5.53)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7269            

                                      North America                 1/ 137 (  0.7)        1/ 167 (  0.6)      1.22 ( 0.08,19.31)    1.22 ( 0.08,19.70)     0.00 ( -0.02,  0.02)     1.0000                           

                                      South America                 2/ 185 (  1.1)        1/ 180 (  0.6)      1.95 ( 0.18,21.27)    1.96 ( 0.18,21.77)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                        3/ 455 (  0.7)        6/ 435 (  1.4)      0.48 ( 0.12, 1.90)    0.47 ( 0.12, 1.91)    -0.01 ( -0.02,  0.01)     0.3314                           

                                      Asia/Pacific                  1/ 183 (  0.5)        2/ 180 (  1.1)      0.49 ( 0.04, 5.38)    0.49 ( 0.04, 5.44)    -0.01 ( -0.02,  0.01)     0.6209                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6089            

                                      < 45  mL/min/1.73m^2          2/ 362 (  0.6)        4/ 357 (  1.1)      0.49 ( 0.09, 2.68)    0.49 ( 0.09, 2.69)    -0.01 ( -0.02,  0.01)     0.4483                           

                                      >= 45  mL/min/1.73m^2         5/ 598 (  0.8)        6/ 605 (  1.0)      0.84 ( 0.26, 2.75)    0.84 ( 0.26, 2.77)    -0.00 ( -0.02,  0.01)     0.7769                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2484            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^          6/ 947 (  0.6)       10/ 951 (  1.1)      0.60 ( 0.22, 1.65)    0.60 ( 0.22, 1.66)    -0.00 ( -0.01,  0.01)     0.3195                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7270            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    5/ 661 (  0.8)        8/ 677 (  1.2)      0.64 ( 0.21, 1.95)    0.64 ( 0.21, 1.96)    -0.00 ( -0.02,  0.01)     0.4280                           

                                      >=130 mmHg                    2/ 299 (  0.7)        2/ 285 (  0.7)      0.95 ( 0.14, 6.72)    0.95 ( 0.13, 6.81)    -0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1743            

                                      yes                           5/ 481 (  1.0)        4/ 500 (  0.8)      1.30 ( 0.35, 4.81)    1.30 ( 0.35, 4.88)     0.00 ( -0.01,  0.01)     0.7485                           

                                      no                            2/ 479 (  0.4)        6/ 462 (  1.3)      0.32 ( 0.07, 1.58)    0.32 ( 0.06, 1.59)    -0.01 ( -0.02,  0.00)     0.1706                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         12/ 960 (  1.3)       19/ 962 (  2.0)      0.63 ( 0.31, 1.30)    0.63 ( 0.30, 1.30)    -0.01 ( -0.02,  0.01)     0.2072                           

 Angina unstable                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3868            

                                      <= 65 years                   2/ 235 (  0.9)        6/ 246 (  2.4)      0.35 ( 0.07, 1.71)    0.34 ( 0.07, 1.72)    -0.02 ( -0.04,  0.01)     0.2860                           

                                      > 65 years                   10/ 725 (  1.4)       13/ 716 (  1.8)      0.76 ( 0.34, 1.72)    0.76 ( 0.33, 1.74)    -0.00 ( -0.02,  0.01)     0.5089                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6660            

                                      female                        5/ 277 (  1.8)        6/ 257 (  2.3)      0.77 ( 0.24, 2.50)    0.77 ( 0.23, 2.55)    -0.01 ( -0.04,  0.02)     0.6671                           

                                      male                          7/ 683 (  1.0)       13/ 705 (  1.8)      0.56 ( 0.22, 1.38)    0.55 ( 0.22, 1.39)    -0.01 ( -0.02,  0.01)     0.2006                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7575            

                                      white                        10/ 711 (  1.4)       15/ 715 (  2.1)      0.67 ( 0.30, 1.48)    0.67 ( 0.30, 1.49)    -0.01 ( -0.02,  0.01)     0.3200                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         2/ 186 (  1.1)        4/ 186 (  2.2)      0.50 ( 0.09, 2.70)    0.49 ( 0.09, 2.73)    -0.01 ( -0.04,  0.01)     0.6850                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7694            

                                      North America                 2/ 137 (  1.5)        5/ 167 (  3.0)      0.49 ( 0.10, 2.47)    0.48 ( 0.09, 2.51)    -0.02 ( -0.05,  0.02)     0.4638                           

                                      South America                 2/ 185 (  1.1)        1/ 180 (  0.6)      1.95 ( 0.18,21.27)    1.96 ( 0.18,21.77)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                        6/ 455 (  1.3)        9/ 435 (  2.1)      0.64 ( 0.23, 1.78)    0.63 ( 0.22, 1.79)    -0.01 ( -0.03,  0.01)     0.3850                           

                                      Asia/Pacific                  2/ 183 (  1.1)        4/ 180 (  2.2)      0.49 ( 0.09, 2.65)    0.49 ( 0.09, 2.69)    -0.01 ( -0.04,  0.01)     0.4460                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1173            

                                      < 45  mL/min/1.73m^2          3/ 362 (  0.8)       10/ 357 (  2.8)      0.30 ( 0.08, 1.07)    0.29 ( 0.08, 1.06)    -0.02 ( -0.05,  0.00)     0.0473                           

                                      >= 45  mL/min/1.73m^2         9/ 598 (  1.5)        9/ 605 (  1.5)      1.01 ( 0.40, 2.53)    1.01 ( 0.40, 2.57)     0.00 ( -0.02,  0.02)     0.9802                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1826            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        2/  11 ( 18.2)      0.17 ( 0.01, 3.23)    0.14 ( 0.01, 3.28)    -0.18 ( -0.41,  0.05)     0.1993                           

                                      >= 30  mL/min/1.73m^         12/ 947 (  1.3)       17/ 951 (  1.8)      0.71 ( 0.34, 1.48)    0.71 ( 0.33, 1.48)    -0.01 ( -0.02,  0.01)     0.3555                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2507            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    7/ 661 (  1.1)       15/ 677 (  2.2)      0.48 ( 0.20, 1.16)    0.47 ( 0.19, 1.17)    -0.01 ( -0.03,  0.00)     0.0964                           

                                      >=130 mmHg                    5/ 299 (  1.7)        4/ 285 (  1.4)      1.19 ( 0.32, 4.39)    1.19 ( 0.32, 4.49)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.6195            

                                      yes                           5/ 481 (  1.0)       10/ 500 (  2.0)      0.52 ( 0.18, 1.51)    0.51 ( 0.17, 1.52)    -0.01 ( -0.03,  0.01)     0.2206                           

                                      no                            7/ 479 (  1.5)        9/ 462 (  1.9)      0.75 ( 0.28, 2.00)    0.75 ( 0.28, 2.02)    -0.00 ( -0.03,  0.01)     0.5640                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         33/ 960 (  3.4)       44/ 962 (  4.6)      0.75 ( 0.48, 1.17)    0.74 ( 0.47, 1.18)    -0.01 ( -0.03,  0.01)     0.2042                           

 Atrial fibrillation                                                                                                                                                                                                 

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1458            

                                      <= 65 years                  12/ 235 (  5.1)       10/ 246 (  4.1)      1.26 ( 0.55, 2.85)    1.27 ( 0.54, 3.00)     0.01 ( -0.03,  0.05)     0.5851                           

                                      > 65 years                   21/ 725 (  2.9)       34/ 716 (  4.7)      0.61 ( 0.36, 1.04)    0.60 ( 0.34, 1.04)    -0.02 ( -0.04,  0.00)     0.0667                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7126            

                                      female                       10/ 277 (  3.6)       14/ 257 (  5.4)      0.66 ( 0.30, 1.47)    0.65 ( 0.28, 1.49)    -0.02 ( -0.06,  0.02)     0.3063                           

                                      male                         23/ 683 (  3.4)       30/ 705 (  4.3)      0.79 ( 0.46, 1.35)    0.78 ( 0.45, 1.36)    -0.01 ( -0.03,  0.01)     0.3884                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1070            

                                      white                        28/ 711 (  3.9)       36/ 715 (  5.0)      0.78 ( 0.48, 1.27)    0.77 ( 0.47, 1.28)    -0.01 ( -0.03,  0.01)     0.3174                           

                                      black or african american     2/  44 (  4.5)        1/  46 (  2.2)      2.09 ( 0.20,22.25)    2.14 ( 0.19,24.51)     0.02 ( -0.05,  0.10)     0.6124                           

                                      asian                         1/ 186 (  0.5)        7/ 186 (  3.8)      0.14 ( 0.02, 1.15)    0.14 ( 0.02, 1.13)    -0.03 ( -0.06, -0.00)     0.0674                           

                                      other                         2/  19 ( 10.5)        0/  15 (  0.0)      4.00 ( 0.21,77.53)    4.43 ( 0.20,99.53)     0.11 ( -0.03,  0.24)     0.4920                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2232            

                                      North America                 8/ 137 (  5.8)        8/ 167 (  4.8)      1.22 ( 0.47, 3.16)    1.23 ( 0.45, 3.37)     0.01 ( -0.05,  0.07)     0.6841                           

                                      South America                 6/ 185 (  3.2)        9/ 180 (  5.0)      0.65 ( 0.24, 1.79)    0.64 ( 0.22, 1.83)    -0.02 ( -0.07,  0.03)     0.3986                           

                                      Europe                       18/ 455 (  4.0)       20/ 435 (  4.6)      0.86 ( 0.46, 1.60)    0.85 ( 0.45, 1.64)    -0.01 ( -0.04,  0.02)     0.6362                           

                                      Asia/Pacific                  1/ 183 (  0.5)        7/ 180 (  3.9)      0.14 ( 0.02, 1.13)    0.14 ( 0.02, 1.12)    -0.03 ( -0.06, -0.00)     0.0358                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1060            

                                      < 45  mL/min/1.73m^2         19/ 362 (  5.2)       17/ 357 (  4.8)      1.10 ( 0.58, 2.09)    1.11 ( 0.57, 2.17)     0.00 ( -0.03,  0.04)     0.7649                           

                                      >= 45  mL/min/1.73m^2        14/ 598 (  2.3)       27/ 605 (  4.5)      0.52 ( 0.28, 0.99)    0.51 ( 0.27, 0.99)    -0.02 ( -0.04,  0.00)     0.0427                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1142            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        0/  11 (  0.0)      4.29 ( 0.23,80.81)    5.00 ( 0.22,116.0)     0.15 ( -0.04,  0.35)     0.4819                           

                                      >= 30  mL/min/1.73m^         31/ 947 (  3.3)       44/ 951 (  4.6)      0.71 ( 0.45, 1.11)    0.70 ( 0.44, 1.11)    -0.01 ( -0.03,  0.00)     0.1304                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7157            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   24/ 661 (  3.6)       31/ 677 (  4.6)      0.79 ( 0.47, 1.34)    0.79 ( 0.46, 1.35)    -0.01 ( -0.03,  0.01)     0.3826                           

                                      >=130 mmHg                    9/ 299 (  3.0)       13/ 285 (  4.6)      0.66 ( 0.29, 1.52)    0.65 ( 0.27, 1.54)    -0.02 ( -0.05,  0.02)     0.3254                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.6151            

                                      yes                          14/ 481 (  2.9)       22/ 500 (  4.4)      0.66 ( 0.34, 1.28)    0.65 ( 0.33, 1.29)    -0.01 ( -0.04,  0.01)     0.2151                           

                                      no                           19/ 479 (  4.0)       22/ 462 (  4.8)      0.83 ( 0.46, 1.52)    0.83 ( 0.44, 1.55)    -0.01 ( -0.04,  0.02)     0.5504                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                        155/ 960 ( 16.1)      224/ 962 ( 23.3)      0.69 ( 0.58, 0.83)    0.63 ( 0.51, 0.80)    -0.07 ( -0.11, -0.04)     <.0001                           

 Cardiac failure                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6894            

                                      <= 65 years                  41/ 235 ( 17.4)       65/ 246 ( 26.4)      0.66 ( 0.47, 0.93)    0.59 ( 0.38, 0.91)    -0.09 ( -0.17, -0.01)     0.0177                           

                                      > 65 years                  114/ 725 ( 15.7)      159/ 716 ( 22.2)      0.71 ( 0.57, 0.88)    0.65 ( 0.50, 0.85)    -0.06 ( -0.11, -0.02)     0.0017                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8468            

                                      female                       43/ 277 ( 15.5)       56/ 257 ( 21.8)      0.71 ( 0.50, 1.02)    0.66 ( 0.42, 1.02)    -0.06 ( -0.13,  0.01)     0.0629                           

                                      male                        112/ 683 ( 16.4)      168/ 705 ( 23.8)      0.69 ( 0.56, 0.85)    0.63 ( 0.48, 0.82)    -0.07 ( -0.12, -0.03)     0.0006                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4689            

                                      white                       114/ 711 ( 16.0)      167/ 715 ( 23.4)      0.69 ( 0.55, 0.85)    0.63 ( 0.48, 0.82)    -0.07 ( -0.12, -0.03)     0.0005                           

                                      black or african american    11/  44 ( 25.0)       10/  46 ( 21.7)      1.15 ( 0.54, 2.43)    1.20 ( 0.45, 3.19)     0.03 ( -0.16,  0.22)     0.7162                           

                                      asian                        25/ 186 ( 13.4)       43/ 186 ( 23.1)      0.58 ( 0.37, 0.91)    0.52 ( 0.30, 0.89)    -0.10 ( -0.18, -0.01)     0.0159                           

                                      other                         5/  19 ( 26.3)        4/  15 ( 26.7)      0.99 ( 0.32, 3.05)    0.98 ( 0.21, 4.55)    -0.00 ( -0.30,  0.30)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8077            

                                      North America                 9/ 137 (  6.6)       17/ 167 ( 10.2)      0.65 ( 0.30, 1.40)    0.62 ( 0.27, 1.44)    -0.04 ( -0.10,  0.03)     0.2635                           

                                      South America                37/ 185 ( 20.0)       46/ 180 ( 25.6)      0.78 ( 0.53, 1.15)    0.73 ( 0.45, 1.19)    -0.06 ( -0.14,  0.03)     0.2061                           

                                      Europe                       84/ 455 ( 18.5)      118/ 435 ( 27.1)      0.68 ( 0.53, 0.87)    0.61 ( 0.44, 0.84)    -0.09 ( -0.14, -0.03)     0.0020                           

                                      Asia/Pacific                 25/ 183 ( 13.7)       43/ 180 ( 23.9)      0.57 ( 0.37, 0.90)    0.50 ( 0.29, 0.87)    -0.10 ( -0.19, -0.02)     0.0126                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0913            

                                      < 45  mL/min/1.73m^2         58/ 362 ( 16.0)       99/ 357 ( 27.7)      0.58 ( 0.43, 0.77)    0.50 ( 0.35, 0.72)    -0.12 ( -0.18, -0.05)     0.0001                           

                                      >= 45  mL/min/1.73m^2        97/ 598 ( 16.2)      125/ 605 ( 20.7)      0.79 ( 0.62, 1.00)    0.74 ( 0.55, 1.00)    -0.04 ( -0.09,  0.00)     0.0472                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1303            

                                      < 30  mL/min/1.73m^2          6/  13 ( 46.2)        3/  11 ( 27.3)      1.69 ( 0.55, 5.24)    2.29 ( 0.41,12.73)     0.19 ( -0.19,  0.57)     0.4225                           

                                      >= 30  mL/min/1.73m^        149/ 947 ( 15.7)      221/ 951 ( 23.2)      0.68 ( 0.56, 0.82)    0.62 ( 0.49, 0.78)    -0.08 ( -0.11, -0.04)     <.0001                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3841            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                  108/ 661 ( 16.3)      167/ 677 ( 24.7)      0.66 ( 0.53, 0.82)    0.60 ( 0.46, 0.78)    -0.08 ( -0.13, -0.04)     0.0002                           

                                      >=130 mmHg                   47/ 299 ( 15.7)       57/ 285 ( 20.0)      0.79 ( 0.55, 1.12)    0.75 ( 0.49, 1.14)    -0.04 ( -0.11,  0.02)     0.1769                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.6088            

                                      yes                          91/ 481 ( 18.9)      139/ 500 ( 27.8)      0.68 ( 0.54, 0.86)    0.61 ( 0.45, 0.82)    -0.09 ( -0.14, -0.03)     0.0010                           

                                      no                           64/ 479 ( 13.4)       85/ 462 ( 18.4)      0.73 ( 0.54, 0.98)    0.68 ( 0.48, 0.97)    -0.05 ( -0.10, -0.00)     0.0344                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         25/ 960 (  2.6)       25/ 962 (  2.6)      1.00 ( 0.58, 1.73)    1.00 ( 0.57, 1.76)     0.00 ( -0.02,  0.02)     0.9941                           

 Cardiac failure acute                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4841            

                                      <= 65 years                  10/ 235 (  4.3)        8/ 246 (  3.3)      1.31 ( 0.53, 3.26)    1.32 ( 0.51, 3.41)     0.01 ( -0.03,  0.05)     0.5626                           

                                      > 65 years                   15/ 725 (  2.1)       17/ 716 (  2.4)      0.87 ( 0.44, 1.73)    0.87 ( 0.43, 1.75)    -0.00 ( -0.02,  0.01)     0.6942                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0368            

                                      female                        4/ 277 (  1.4)       10/ 257 (  3.9)      0.37 ( 0.12, 1.17)    0.36 ( 0.11, 1.17)    -0.02 ( -0.06,  0.01)     0.0773                           

                                      male                         21/ 683 (  3.1)       15/ 705 (  2.1)      1.45 ( 0.75, 2.78)    1.46 ( 0.75, 2.85)     0.01 ( -0.01,  0.03)     0.2673                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8609            

                                      white                        16/ 711 (  2.3)       16/ 715 (  2.2)      1.01 ( 0.51, 2.00)    1.01 ( 0.50, 2.03)     0.00 ( -0.02,  0.02)     0.9872                           

                                      black or african american     4/  44 (  9.1)        3/  46 (  6.5)      1.39 ( 0.33, 5.88)    1.43 ( 0.30, 6.80)     0.03 ( -0.09,  0.14)     0.7107                           

                                      asian                         5/ 186 (  2.7)        6/ 186 (  3.2)      0.83 ( 0.26, 2.68)    0.83 ( 0.25, 2.76)    -0.01 ( -0.05,  0.04)     0.7599                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4176            

                                      North America                11/ 137 (  8.0)       11/ 167 (  6.6)      1.22 ( 0.55, 2.73)    1.24 ( 0.52, 2.95)     0.01 ( -0.05,  0.08)     0.6297                           

                                      South America                 0/ 185 (  0.0)        2/ 180 (  1.1)      0.19 ( 0.01, 4.03)    0.19 ( 0.01, 4.04)    -0.01 ( -0.03,  0.00)     0.2425                           

                                      Europe                        9/ 455 (  2.0)        6/ 435 (  1.4)      1.43 ( 0.51, 4.00)    1.44 ( 0.51, 4.09)     0.01 ( -0.01,  0.03)     0.4882                           

                                      Asia/Pacific                  5/ 183 (  2.7)        6/ 180 (  3.3)      0.82 ( 0.25, 2.64)    0.81 ( 0.24, 2.72)    -0.01 ( -0.05,  0.04)     0.7387                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2297            

                                      < 45  mL/min/1.73m^2          9/ 362 (  2.5)       13/ 357 (  3.6)      0.68 ( 0.30, 1.58)    0.67 ( 0.28, 1.60)    -0.01 ( -0.04,  0.02)     0.3688                           

                                      >= 45  mL/min/1.73m^2        16/ 598 (  2.7)       12/ 605 (  2.0)      1.35 ( 0.64, 2.83)    1.36 ( 0.64, 2.90)     0.01 ( -0.01,  0.03)     0.4262                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         25/ 947 (  2.6)       25/ 951 (  2.6)      1.00 ( 0.58, 1.74)    1.00 ( 0.57, 1.76)     0.00 ( -0.02,  0.02)     0.9880                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6515            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   20/ 661 (  3.0)       19/ 677 (  2.8)      1.08 ( 0.58, 2.00)    1.08 ( 0.57, 2.04)     0.00 ( -0.02,  0.02)     0.8117                           

                                      >=130 mmHg                    5/ 299 (  1.7)        6/ 285 (  2.1)      0.79 ( 0.25, 2.57)    0.79 ( 0.24, 2.62)    -0.00 ( -0.03,  0.02)     0.7007                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1170            

                                      yes                          15/ 481 (  3.1)       10/ 500 (  2.0)      1.56 ( 0.71, 3.44)    1.58 ( 0.70, 3.55)     0.01 ( -0.01,  0.03)     0.2667                           

                                      no                           10/ 479 (  2.1)       15/ 462 (  3.2)      0.64 ( 0.29, 1.42)    0.64 ( 0.28, 1.43)    -0.01 ( -0.04,  0.01)     0.2693                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         11/ 960 (  1.1)       19/ 962 (  2.0)      0.58 ( 0.28, 1.21)    0.58 ( 0.27, 1.22)    -0.01 ( -0.02,  0.00)     0.1426                           

 Cardiac failure chronic                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1106            

                                      <= 65 years                   0/ 235 (  0.0)        4/ 246 (  1.6)      0.12 ( 0.01, 2.15)    0.11 ( 0.01, 2.14)    -0.02 ( -0.03, -0.00)     0.1238                           

                                      > 65 years                   11/ 725 (  1.5)       15/ 716 (  2.1)      0.72 ( 0.33, 1.57)    0.72 ( 0.33, 1.58)    -0.01 ( -0.02,  0.01)     0.4102                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6535            

                                      female                        4/ 277 (  1.4)        5/ 257 (  1.9)      0.74 ( 0.20, 2.73)    0.74 ( 0.20, 2.78)    -0.01 ( -0.03,  0.02)     0.7441                           

                                      male                          7/ 683 (  1.0)       14/ 705 (  2.0)      0.52 ( 0.21, 1.27)    0.51 ( 0.21, 1.27)    -0.01 ( -0.02,  0.00)     0.1427                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3827            

                                      white                         7/ 711 (  1.0)       14/ 715 (  2.0)      0.50 ( 0.20, 1.24)    0.50 ( 0.20, 1.24)    -0.01 ( -0.02,  0.00)     0.1272                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         3/ 186 (  1.6)        5/ 186 (  2.7)      0.60 ( 0.15, 2.47)    0.59 ( 0.14, 2.52)    -0.01 ( -0.04,  0.02)     0.7236                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3681            

                                      North America                 0/ 137 (  0.0)        3/ 167 (  1.8)      0.17 ( 0.01, 3.34)    0.17 ( 0.01, 3.34)    -0.02 ( -0.04,  0.00)     0.2549                           

                                      South America                 1/ 185 (  0.5)        0/ 180 (  0.0)      2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                        7/ 455 (  1.5)       11/ 435 (  2.5)      0.61 ( 0.24, 1.56)    0.60 ( 0.23, 1.57)    -0.01 ( -0.03,  0.01)     0.2944                           

                                      Asia/Pacific                  3/ 183 (  1.6)        5/ 180 (  2.8)      0.59 ( 0.14, 2.43)    0.58 ( 0.14, 2.48)    -0.01 ( -0.04,  0.02)     0.4999                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1521            

                                      < 45  mL/min/1.73m^2          1/ 362 (  0.3)        6/ 357 (  1.7)      0.16 ( 0.02, 1.36)    0.16 ( 0.02, 1.35)    -0.01 ( -0.03,  0.00)     0.0673                           

                                      >= 45  mL/min/1.73m^2        10/ 598 (  1.7)       13/ 605 (  2.1)      0.78 ( 0.34, 1.76)    0.77 ( 0.34, 1.78)    -0.00 ( -0.02,  0.01)     0.5464                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         11/ 947 (  1.2)       19/ 951 (  2.0)      0.58 ( 0.28, 1.22)    0.58 ( 0.27, 1.22)    -0.01 ( -0.02,  0.00)     0.1442                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3765            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    9/ 661 (  1.4)       13/ 677 (  1.9)      0.71 ( 0.31, 1.65)    0.71 ( 0.30, 1.66)    -0.01 ( -0.02,  0.01)     0.4219                           

                                      >=130 mmHg                    2/ 299 (  0.7)        6/ 285 (  2.1)      0.32 ( 0.06, 1.56)    0.31 ( 0.06, 1.56)    -0.01 ( -0.03,  0.00)     0.1674                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0822            

                                      yes                          10/ 481 (  2.1)       12/ 500 (  2.4)      0.87 ( 0.38, 1.99)    0.86 ( 0.37, 2.02)    -0.00 ( -0.02,  0.02)     0.7344                           

                                      no                            1/ 479 (  0.2)        7/ 462 (  1.5)      0.14 ( 0.02, 1.12)    0.14 ( 0.02, 1.11)    -0.01 ( -0.02, -0.00)     0.0352                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         34/ 960 (  3.5)       38/ 962 (  4.0)      0.90 ( 0.57, 1.41)    0.89 ( 0.56, 1.43)    -0.00 ( -0.02,  0.01)     0.6374                           

 Cardiac failure congestive                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3656            

                                      <= 65 years                   8/ 235 (  3.4)       13/ 246 (  5.3)      0.64 ( 0.27, 1.53)    0.63 ( 0.26, 1.55)    -0.02 ( -0.06,  0.02)     0.3136                           

                                      > 65 years                   26/ 725 (  3.6)       25/ 716 (  3.5)      1.03 ( 0.60, 1.76)    1.03 ( 0.59, 1.80)     0.00 ( -0.02,  0.02)     0.9226                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2553            

                                      female                       10/ 277 (  3.6)       15/ 257 (  5.8)      0.62 ( 0.28, 1.35)    0.60 ( 0.27, 1.37)    -0.02 ( -0.06,  0.02)     0.2241                           

                                      male                         24/ 683 (  3.5)       23/ 705 (  3.3)      1.08 ( 0.61, 1.89)    1.08 ( 0.60, 1.93)     0.00 ( -0.02,  0.02)     0.7957                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3350            

                                      white                        27/ 711 (  3.8)       26/ 715 (  3.6)      1.04 ( 0.62, 1.77)    1.05 ( 0.60, 1.81)     0.00 ( -0.02,  0.02)     0.8723                           

                                      black or african american     3/  44 (  6.8)        8/  46 ( 17.4)      0.39 ( 0.11, 1.38)    0.35 ( 0.09, 1.41)    -0.11 ( -0.26,  0.05)     0.1279                           

                                      asian                         4/ 186 (  2.2)        4/ 186 (  2.2)      1.00 ( 0.25, 3.94)    1.00 ( 0.25, 4.06)     0.00 ( -0.03,  0.03)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2364            

                                      North America                16/ 137 ( 11.7)       22/ 167 ( 13.2)      0.89 ( 0.49, 1.62)    0.87 ( 0.44, 1.73)    -0.01 ( -0.09,  0.07)     0.6955                           

                                      South America                10/ 185 (  5.4)       12/ 180 (  6.7)      0.81 ( 0.36, 1.83)    0.80 ( 0.34, 1.90)    -0.01 ( -0.07,  0.04)     0.6132                           

                                      Europe                        4/ 455 (  0.9)        0/ 435 (  0.0)      8.61 ( 0.46,159.4)    8.68 ( 0.47,161.7)     0.01 (  0.00,  0.02)     0.1245                           

                                      Asia/Pacific                  4/ 183 (  2.2)        4/ 180 (  2.2)      0.98 ( 0.25, 3.87)    0.98 ( 0.24, 3.99)    -0.00 ( -0.03,  0.03)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1065            

                                      < 45  mL/min/1.73m^2         20/ 362 (  5.5)       15/ 357 (  4.2)      1.31 ( 0.68, 2.53)    1.33 ( 0.67, 2.65)     0.01 ( -0.02,  0.05)     0.4101                           

                                      >= 45  mL/min/1.73m^2        14/ 598 (  2.3)       23/ 605 (  3.8)      0.62 ( 0.32, 1.19)    0.61 ( 0.31, 1.19)    -0.01 ( -0.04,  0.01)     0.1426                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.6672            

                                      < 30  mL/min/1.73m^2          3/  13 ( 23.1)        2/  11 ( 18.2)      1.27 ( 0.26, 6.28)    1.35 ( 0.18,10.01)     0.05 ( -0.27,  0.37)     1.0000                           

                                      >= 30  mL/min/1.73m^         31/ 947 (  3.3)       36/ 951 (  3.8)      0.86 ( 0.54, 1.39)    0.86 ( 0.53, 1.40)    -0.01 ( -0.02,  0.01)     0.5457                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4782            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   27/ 661 (  4.1)       28/ 677 (  4.1)      0.99 ( 0.59, 1.66)    0.99 ( 0.58, 1.69)    -0.00 ( -0.02,  0.02)     0.9624                           

                                      >=130 mmHg                    7/ 299 (  2.3)       10/ 285 (  3.5)      0.67 ( 0.26, 1.73)    0.66 ( 0.25, 1.76)    -0.01 ( -0.04,  0.02)     0.4019                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.4501            

                                      yes                          17/ 481 (  3.5)       23/ 500 (  4.6)      0.77 ( 0.42, 1.42)    0.76 ( 0.40, 1.44)    -0.01 ( -0.04,  0.02)     0.3991                           

                                      no                           17/ 479 (  3.5)       15/ 462 (  3.2)      1.09 ( 0.55, 2.16)    1.10 ( 0.54, 2.22)     0.00 ( -0.02,  0.03)     0.7982                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                          4/ 960 (  0.4)       10/ 962 (  1.0)      0.40 ( 0.13, 1.27)    0.40 ( 0.12, 1.27)    -0.01 ( -0.02,  0.00)     0.1085                           

 Cardiogenic shock                                                                                                                                                                                                   

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0830            

                                      <= 65 years                   0/ 235 (  0.0)        5/ 246 (  2.0)      0.10 ( 0.01, 1.71)    0.09 ( 0.01, 1.70)    -0.02 ( -0.04, -0.00)     0.0615                           

                                      > 65 years                    4/ 725 (  0.6)        5/ 716 (  0.7)      0.79 ( 0.21, 2.93)    0.79 ( 0.21, 2.95)    -0.00 ( -0.01,  0.01)     0.7517                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5383            

                                      female                        2/ 277 (  0.7)        3/ 257 (  1.2)      0.62 ( 0.10, 3.67)    0.62 ( 0.10, 3.72)    -0.00 ( -0.02,  0.01)     0.6754                           

                                      male                          2/ 683 (  0.3)        7/ 705 (  1.0)      0.29 ( 0.06, 1.41)    0.29 ( 0.06, 1.41)    -0.01 ( -0.02,  0.00)     0.1788                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6301            

                                      white                         4/ 711 (  0.6)        8/ 715 (  1.1)      0.50 ( 0.15, 1.66)    0.50 ( 0.15, 1.67)    -0.01 ( -0.02,  0.01)     0.2504                           

                                      black or african american     0/  44 (  0.0)        1/  46 (  2.2)      0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)     1.0000                           

                                      asian                         0/ 186 (  0.0)        1/ 186 (  0.5)      0.33 ( 0.01, 8.13)    0.33 ( 0.01, 8.19)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7079            

                                      North America                 0/ 137 (  0.0)        2/ 167 (  1.2)      0.24 ( 0.01, 5.03)    0.24 ( 0.01, 5.06)    -0.01 ( -0.03,  0.00)     0.5032                           

                                      South America                 2/ 185 (  1.1)        4/ 180 (  2.2)      0.49 ( 0.09, 2.62)    0.48 ( 0.09, 2.66)    -0.01 ( -0.04,  0.01)     0.4436                           

                                      Europe                        2/ 455 (  0.4)        3/ 435 (  0.7)      0.64 ( 0.11, 3.80)    0.64 ( 0.11, 3.82)    -0.00 ( -0.01,  0.01)     0.6800                           

                                      Asia/Pacific                  0/ 183 (  0.0)        1/ 180 (  0.6)      0.33 ( 0.01, 8.00)    0.33 ( 0.01, 8.06)    -0.01 ( -0.02,  0.01)     0.4959                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2260            

                                      < 45  mL/min/1.73m^2          1/ 362 (  0.3)        6/ 357 (  1.7)      0.16 ( 0.02, 1.36)    0.16 ( 0.02, 1.35)    -0.01 ( -0.03,  0.00)     0.0673                           

                                      >= 45  mL/min/1.73m^2         3/ 598 (  0.5)        4/ 605 (  0.7)      0.76 ( 0.17, 3.38)    0.76 ( 0.17, 3.40)    -0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          4/ 947 (  0.4)       10/ 951 (  1.1)      0.40 ( 0.13, 1.28)    0.40 ( 0.12, 1.28)    -0.01 ( -0.02,  0.00)     0.1093                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                          NE               

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    4/ 661 (  0.6)       10/ 677 (  1.5)      0.41 ( 0.13, 1.30)    0.41 ( 0.13, 1.30)    -0.01 ( -0.02,  0.00)     0.1172                           

                                      >=130 mmHg                    0/ 299 (  0.0)        0/ 285 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.5576            

                                      yes                           3/ 481 (  0.6)        6/ 500 (  1.2)      0.52 ( 0.13, 2.07)    0.52 ( 0.13, 2.08)    -0.01 ( -0.02,  0.01)     0.5065                           

                                      no                            1/ 479 (  0.2)        4/ 462 (  0.9)      0.24 ( 0.03, 2.15)    0.24 ( 0.03, 2.15)    -0.01 ( -0.02,  0.00)     0.2096                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                          5/ 960 (  0.5)       11/ 962 (  1.1)      0.46 ( 0.16, 1.31)    0.45 ( 0.16, 1.31)    -0.01 ( -0.02,  0.00)     0.1332                           

 Myocardial infarction                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4991            

                                      <= 65 years                   0/ 235 (  0.0)        1/ 246 (  0.4)      0.35 ( 0.01, 8.52)    0.35 ( 0.01, 8.57)    -0.00 ( -0.01,  0.00)     1.0000                           

                                      > 65 years                    5/ 725 (  0.7)       10/ 716 (  1.4)      0.49 ( 0.17, 1.44)    0.49 ( 0.17, 1.44)    -0.01 ( -0.02,  0.01)     0.1863                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1279            

                                      female                        4/ 277 (  1.4)        4/ 257 (  1.6)      0.93 ( 0.23, 3.67)    0.93 ( 0.23, 3.74)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      male                          1/ 683 (  0.1)        7/ 705 (  1.0)      0.15 ( 0.02, 1.20)    0.15 ( 0.02, 1.19)    -0.01 ( -0.02, -0.00)     0.0698                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4857            

                                      white                         5/ 711 (  0.7)       10/ 715 (  1.4)      0.50 ( 0.17, 1.46)    0.50 ( 0.17, 1.47)    -0.01 ( -0.02,  0.01)     0.1983                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         0/ 186 (  0.0)        1/ 186 (  0.5)      0.33 ( 0.01, 8.13)    0.33 ( 0.01, 8.19)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5831            

                                      North America                 1/ 137 (  0.7)        2/ 167 (  1.2)      0.61 ( 0.06, 6.65)    0.61 ( 0.05, 6.76)    -0.00 ( -0.03,  0.02)     1.0000                           

                                      South America                 0/ 185 (  0.0)        2/ 180 (  1.1)      0.19 ( 0.01, 4.03)    0.19 ( 0.01, 4.04)    -0.01 ( -0.03,  0.00)     0.2425                           

                                      Europe                        4/ 455 (  0.9)        7/ 435 (  1.6)      0.55 ( 0.16, 1.85)    0.54 ( 0.16, 1.87)    -0.01 ( -0.03,  0.01)     0.3247                           

                                      Asia/Pacific                  0/ 183 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.3892            

                                      < 45  mL/min/1.73m^2          3/ 362 (  0.8)        4/ 357 (  1.1)      0.74 ( 0.17, 3.28)    0.74 ( 0.16, 3.32)    -0.00 ( -0.02,  0.01)     0.7235                           

                                      >= 45  mL/min/1.73m^2         2/ 598 (  0.3)        7/ 605 (  1.2)      0.29 ( 0.06, 1.39)    0.29 ( 0.06, 1.39)    -0.01 ( -0.02,  0.00)     0.1781                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1538            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^          4/ 947 (  0.4)       11/ 951 (  1.2)      0.37 ( 0.12, 1.14)    0.36 ( 0.12, 1.14)    -0.01 ( -0.02,  0.00)     0.0709                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7837            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    3/ 661 (  0.5)        6/ 677 (  0.9)      0.51 ( 0.13, 2.04)    0.51 ( 0.13, 2.05)    -0.00 ( -0.01,  0.00)     0.5066                           

                                      >=130 mmHg                    2/ 299 (  0.7)        5/ 285 (  1.8)      0.38 ( 0.07, 1.95)    0.38 ( 0.07, 1.96)    -0.01 ( -0.03,  0.01)     0.2755                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1083            

                                      yes                           5/ 481 (  1.0)        7/ 500 (  1.4)      0.74 ( 0.24, 2.32)    0.74 ( 0.23, 2.35)    -0.00 ( -0.02,  0.01)     0.6078                           

                                      no                            0/ 479 (  0.0)        4/ 462 (  0.9)      0.11 ( 0.01, 1.99)    0.11 ( 0.01, 1.98)    -0.01 ( -0.02, -0.00)     0.0577                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         25/ 960 (  2.6)       25/ 962 (  2.6)      1.00 ( 0.58, 1.73)    1.00 ( 0.57, 1.76)     0.00 ( -0.02,  0.02)     0.9941                           

 Ventricular tachycardia                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9198            

                                      <= 65 years                   9/ 235 (  3.8)        9/ 246 (  3.7)      1.05 ( 0.42, 2.59)    1.05 ( 0.41, 2.69)     0.00 ( -0.04,  0.04)     0.9213                           

                                      > 65 years                   16/ 725 (  2.2)       16/ 716 (  2.2)      0.99 ( 0.50, 1.96)    0.99 ( 0.49, 1.99)    -0.00 ( -0.02,  0.02)     0.9715                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1720            

                                      female                        2/ 277 (  0.7)        5/ 257 (  1.9)      0.37 ( 0.07, 1.90)    0.37 ( 0.07, 1.91)    -0.01 ( -0.03,  0.01)     0.2698                           

                                      male                         23/ 683 (  3.4)       20/ 705 (  2.8)      1.19 ( 0.66, 2.14)    1.19 ( 0.65, 2.19)     0.01 ( -0.01,  0.03)     0.5685                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5732            

                                      white                        21/ 711 (  3.0)       22/ 715 (  3.1)      0.96 ( 0.53, 1.73)    0.96 ( 0.52, 1.76)    -0.00 ( -0.02,  0.02)     0.8917                           

                                      black or african american     1/  44 (  2.3)        2/  46 (  4.3)      0.52 ( 0.05, 5.56)    0.51 ( 0.04, 5.85)    -0.02 ( -0.09,  0.05)     1.0000                           

                                      asian                         1/ 186 (  0.5)        1/ 186 (  0.5)      1.00 ( 0.06,15.87)    1.00 ( 0.06,16.11)     0.00 ( -0.01,  0.01)     1.0000                           

                                      other                         2/  19 ( 10.5)        0/  15 (  0.0)      4.00 ( 0.21,77.53)    4.43 ( 0.20,99.53)     0.11 ( -0.03,  0.24)     0.4920                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1273            

                                      North America                 7/ 137 (  5.1)        2/ 167 (  1.2)      4.27 ( 0.90,20.20)    4.44 ( 0.91,21.74)     0.04 ( -0.00,  0.08)     0.0838                           

                                      South America                 6/ 185 (  3.2)        5/ 180 (  2.8)      1.17 ( 0.36, 3.76)    1.17 ( 0.35, 3.91)     0.00 ( -0.04,  0.05)     0.7951                           

                                      Europe                       11/ 455 (  2.4)       17/ 435 (  3.9)      0.62 ( 0.29, 1.31)    0.61 ( 0.28, 1.32)    -0.01 ( -0.04,  0.01)     0.2032                           

                                      Asia/Pacific                  1/ 183 (  0.5)        1/ 180 (  0.6)      0.98 ( 0.06,15.61)    0.98 ( 0.06,15.85)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.9660            

                                      < 45  mL/min/1.73m^2          8/ 362 (  2.2)        8/ 357 (  2.2)      0.99 ( 0.37, 2.60)    0.99 ( 0.37, 2.66)    -0.00 ( -0.03,  0.03)     0.9776                           

                                      >= 45  mL/min/1.73m^2        17/ 598 (  2.8)       17/ 605 (  2.8)      1.01 ( 0.52, 1.96)    1.01 ( 0.51, 2.00)     0.00 ( -0.02,  0.02)     0.9726                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1655            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        0/  11 (  0.0)      4.29 ( 0.23,80.81)    5.00 ( 0.22,116.0)     0.15 ( -0.04,  0.35)     0.4819                           

                                      >= 30  mL/min/1.73m^         23/ 947 (  2.4)       25/ 951 (  2.6)      0.92 ( 0.53, 1.62)    0.92 ( 0.52, 1.64)    -0.00 ( -0.02,  0.01)     0.7814                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8114            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   19/ 661 (  2.9)       20/ 677 (  3.0)      0.97 ( 0.52, 1.81)    0.97 ( 0.51, 1.84)    -0.00 ( -0.02,  0.02)     0.9309                           

                                      >=130 mmHg                    6/ 299 (  2.0)        5/ 285 (  1.8)      1.14 ( 0.35, 3.71)    1.15 ( 0.35, 3.80)     0.00 ( -0.03,  0.03)     0.8228                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1922            

                                      yes                          11/ 481 (  2.3)       16/ 500 (  3.2)      0.71 ( 0.34, 1.52)    0.71 ( 0.33, 1.54)    -0.01 ( -0.03,  0.01)     0.3824                           

                                      no                           14/ 479 (  2.9)        9/ 462 (  1.9)      1.50 ( 0.66, 3.43)    1.52 ( 0.65, 3.54)     0.01 ( -0.01,  0.03)     0.3333                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Ear and labyrinth disorders  Overall                          6/ 960 (  0.6)       11/ 962 (  1.1)      0.55 ( 0.20, 1.47)    0.54 ( 0.20, 1.48)    -0.01 ( -0.02,  0.00)     0.2250                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4597            

                                      <= 65 years                   0/ 235 (  0.0)        1/ 246 (  0.4)      0.35 ( 0.01, 8.52)    0.35 ( 0.01, 8.57)    -0.00 ( -0.01,  0.00)     1.0000                           

                                      > 65 years                    6/ 725 (  0.8)       10/ 716 (  1.4)      0.59 ( 0.22, 1.62)    0.59 ( 0.21, 1.63)    -0.01 ( -0.02,  0.01)     0.3028                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8689            

                                      female                        2/ 277 (  0.7)        3/ 257 (  1.2)      0.62 ( 0.10, 3.67)    0.62 ( 0.10, 3.72)    -0.00 ( -0.02,  0.01)     0.6754                           

                                      male                          4/ 683 (  0.6)        8/ 705 (  1.1)      0.52 ( 0.16, 1.71)    0.51 ( 0.15, 1.71)    -0.01 ( -0.02,  0.01)     0.2695                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4831            

                                      white                         4/ 711 (  0.6)        9/ 715 (  1.3)      0.45 ( 0.14, 1.44)    0.44 ( 0.14, 1.45)    -0.01 ( -0.02,  0.00)     0.1668                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         2/ 186 (  1.1)        2/ 186 (  1.1)      1.00 ( 0.14, 7.02)    1.00 ( 0.14, 7.17)     0.00 ( -0.02,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4036            

                                      North America                 2/ 137 (  1.5)        2/ 167 (  1.2)      1.22 ( 0.17, 8.54)    1.22 ( 0.17, 8.79)     0.00 ( -0.02,  0.03)     1.0000                           

                                      South America                 0/ 185 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                      Europe                        2/ 455 (  0.4)        7/ 435 (  1.6)      0.27 ( 0.06, 1.31)    0.27 ( 0.06, 1.31)    -0.01 ( -0.02,  0.00)     0.1006                           

                                      Asia/Pacific                  2/ 183 (  1.1)        2/ 180 (  1.1)      0.98 ( 0.14, 6.91)    0.98 ( 0.14, 7.06)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8815            

                                      < 45  mL/min/1.73m^2          2/ 362 (  0.6)        4/ 357 (  1.1)      0.49 ( 0.09, 2.68)    0.49 ( 0.09, 2.69)    -0.01 ( -0.02,  0.01)     0.4483                           

                                      >= 45  mL/min/1.73m^2         4/ 598 (  0.7)        7/ 605 (  1.2)      0.58 ( 0.17, 1.96)    0.58 ( 0.17, 1.98)    -0.00 ( -0.02,  0.01)     0.3740                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          6/ 947 (  0.6)       11/ 951 (  1.2)      0.55 ( 0.20, 1.48)    0.54 ( 0.20, 1.48)    -0.01 ( -0.02,  0.00)     0.2266                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8967            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    5/ 661 (  0.8)        9/ 677 (  1.3)      0.57 ( 0.19, 1.69)    0.57 ( 0.19, 1.70)    -0.01 ( -0.02,  0.01)     0.3033                           

                                      >=130 mmHg                    1/ 299 (  0.3)        2/ 285 (  0.7)      0.48 ( 0.04, 5.23)    0.47 ( 0.04, 5.27)    -0.00 ( -0.02,  0.01)     0.6155                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.5325            

                                      yes                           3/ 481 (  0.6)        4/ 500 (  0.8)      0.78 ( 0.18, 3.47)    0.78 ( 0.17, 3.50)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      no                            3/ 479 (  0.6)        7/ 462 (  1.5)      0.41 ( 0.11, 1.59)    0.41 ( 0.11, 1.59)    -0.01 ( -0.02,  0.00)     0.2165                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Eye disorders                Overall                          7/ 960 (  0.7)       21/ 962 (  2.2)      0.33 ( 0.14, 0.78)    0.33 ( 0.14, 0.78)    -0.01 ( -0.03, -0.00)     0.0078                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9571            

                                      <= 65 years                   1/ 235 (  0.4)        3/ 246 (  1.2)      0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.01 ( -0.02,  0.01)     0.6238                           

                                      > 65 years                    6/ 725 (  0.8)       18/ 716 (  2.5)      0.33 ( 0.13, 0.82)    0.32 ( 0.13, 0.82)    -0.02 ( -0.03, -0.00)     0.0124                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3929            

                                      female                        1/ 277 (  0.4)        6/ 257 (  2.3)      0.15 ( 0.02, 1.28)    0.15 ( 0.02, 1.27)    -0.02 ( -0.04,  0.00)     0.0597                           

                                      male                          6/ 683 (  0.9)       15/ 705 (  2.1)      0.41 ( 0.16, 1.06)    0.41 ( 0.16, 1.06)    -0.01 ( -0.03,  0.00)     0.0567                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8432            

                                      white                         5/ 711 (  0.7)       14/ 715 (  2.0)      0.36 ( 0.13, 0.99)    0.35 ( 0.13, 0.99)    -0.01 ( -0.03,  0.00)     0.0389                           

                                      black or african american     0/  44 (  0.0)        1/  46 (  2.2)      0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)     1.0000                           

                                      asian                         2/ 186 (  1.1)        6/ 186 (  3.2)      0.33 ( 0.07, 1.63)    0.33 ( 0.06, 1.64)    -0.02 ( -0.05,  0.01)     0.2837                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8219            

                                      North America                 2/ 137 (  1.5)        5/ 167 (  3.0)      0.49 ( 0.10, 2.47)    0.48 ( 0.09, 2.51)    -0.02 ( -0.05,  0.02)     0.4638                           

                                      South America                 0/ 185 (  0.0)        2/ 180 (  1.1)      0.19 ( 0.01, 4.03)    0.19 ( 0.01, 4.04)    -0.01 ( -0.03,  0.00)     0.2425                           

                                      Europe                        3/ 455 (  0.7)        9/ 435 (  2.1)      0.32 ( 0.09, 1.17)    0.31 ( 0.08, 1.17)    -0.01 ( -0.03,  0.00)     0.0685                           

                                      Asia/Pacific                  2/ 183 (  1.1)        5/ 180 (  2.8)      0.39 ( 0.08, 2.00)    0.39 ( 0.07, 2.02)    -0.02 ( -0.05,  0.01)     0.2809                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.9735            

                                      < 45  mL/min/1.73m^2          3/ 362 (  0.8)        9/ 357 (  2.5)      0.33 ( 0.09, 1.20)    0.32 ( 0.09, 1.20)    -0.02 ( -0.04,  0.01)     0.0768                           

                                      >= 45  mL/min/1.73m^2         4/ 598 (  0.7)       12/ 605 (  2.0)      0.34 ( 0.11, 1.04)    0.33 ( 0.11, 1.04)    -0.01 ( -0.03,  0.00)     0.0467                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          7/ 947 (  0.7)       21/ 951 (  2.2)      0.33 ( 0.14, 0.78)    0.33 ( 0.14, 0.78)    -0.01 ( -0.03, -0.00)     0.0080                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9412            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    5/ 661 (  0.8)       15/ 677 (  2.2)      0.34 ( 0.12, 0.93)    0.34 ( 0.12, 0.93)    -0.01 ( -0.03, -0.00)     0.0279                           

                                      >=130 mmHg                    2/ 299 (  0.7)        6/ 285 (  2.1)      0.32 ( 0.06, 1.56)    0.31 ( 0.06, 1.56)    -0.01 ( -0.03,  0.00)     0.1674                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7250            

                                      yes                           3/ 481 (  0.6)       11/ 500 (  2.2)      0.28 ( 0.08, 1.01)    0.28 ( 0.08, 1.01)    -0.02 ( -0.03,  0.00)     0.0375                           

                                      no                            4/ 479 (  0.8)       10/ 462 (  2.2)      0.39 ( 0.12, 1.22)    0.38 ( 0.12, 1.22)    -0.01 ( -0.03,  0.00)     0.0924                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Gastrointestinal disorders   Overall                         85/ 960 (  8.9)       86/ 962 (  8.9)      0.99 ( 0.74, 1.32)    0.99 ( 0.72, 1.35)    -0.00 ( -0.03,  0.03)     0.9475                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4187            

                                      <= 65 years                  17/ 235 (  7.2)       14/ 246 (  5.7)      1.27 ( 0.64, 2.52)    1.29 ( 0.62, 2.68)     0.02 ( -0.03,  0.06)     0.4913                           

                                      > 65 years                   68/ 725 (  9.4)       72/ 716 ( 10.1)      0.93 ( 0.68, 1.28)    0.93 ( 0.65, 1.31)    -0.01 ( -0.04,  0.02)     0.6647                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1123            

                                      female                       26/ 277 (  9.4)       16/ 257 (  6.2)      1.51 ( 0.83, 2.74)    1.56 ( 0.82, 2.98)     0.03 ( -0.02,  0.08)     0.1756                           

                                      male                         59/ 683 (  8.6)       70/ 705 (  9.9)      0.87 ( 0.63, 1.21)    0.86 ( 0.60, 1.23)    -0.01 ( -0.04,  0.02)     0.4078                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7364            

                                      white                        59/ 711 (  8.3)       55/ 715 (  7.7)      1.08 ( 0.76, 1.53)    1.09 ( 0.74, 1.59)     0.01 ( -0.02,  0.04)     0.6733                           

                                      black or african american     5/  44 ( 11.4)        5/  46 ( 10.9)      1.05 ( 0.32, 3.36)    1.05 ( 0.28, 3.92)     0.00 ( -0.12,  0.13)     1.0000                           

                                      asian                        20/ 186 ( 10.8)       24/ 186 ( 12.9)      0.83 ( 0.48, 1.46)    0.81 ( 0.43, 1.53)    -0.02 ( -0.09,  0.05)     0.5213                           

                                      other                         1/  19 (  5.3)        2/  15 ( 13.3)      0.39 ( 0.04, 3.95)    0.36 ( 0.03, 4.42)    -0.08 ( -0.28,  0.12)     0.5714                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4681            

                                      North America                16/ 137 ( 11.7)       24/ 167 ( 14.4)      0.81 ( 0.45, 1.47)    0.79 ( 0.40, 1.55)    -0.03 ( -0.11,  0.06)     0.4903                           

                                      South America                12/ 185 (  6.5)       12/ 180 (  6.7)      0.97 ( 0.45, 2.11)    0.97 ( 0.42, 2.22)    -0.00 ( -0.06,  0.06)     0.9447                           

                                      Europe                       37/ 455 (  8.1)       26/ 435 (  6.0)      1.36 ( 0.84, 2.21)    1.39 ( 0.83, 2.34)     0.02 ( -0.01,  0.06)     0.2105                           

                                      Asia/Pacific                 20/ 183 ( 10.9)       24/ 180 ( 13.3)      0.82 ( 0.47, 1.43)    0.80 ( 0.42, 1.50)    -0.02 ( -0.10,  0.05)     0.4834                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0689            

                                      < 45  mL/min/1.73m^2         29/ 362 (  8.0)       40/ 357 ( 11.2)      0.71 ( 0.45, 1.13)    0.69 ( 0.42, 1.14)    -0.03 ( -0.08,  0.01)     0.1464                           

                                      >= 45  mL/min/1.73m^2        56/ 598 (  9.4)       46/ 605 (  7.6)      1.23 ( 0.85, 1.79)    1.26 ( 0.84, 1.89)     0.02 ( -0.02,  0.05)     0.2731                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.0843            

                                      < 30  mL/min/1.73m^2          3/  13 ( 23.1)        0/  11 (  0.0)      6.00 ( 0.34,104.9)    7.67 ( 0.35,166.7)     0.23 (  0.00,  0.46)     0.2228                           

                                      >= 30  mL/min/1.73m^         82/ 947 (  8.7)       86/ 951 (  9.0)      0.96 ( 0.72, 1.28)    0.95 ( 0.69, 1.31)    -0.00 ( -0.03,  0.02)     0.7683                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1914            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   69/ 661 ( 10.4)       64/ 677 (  9.5)      1.10 ( 0.80, 1.52)    1.12 ( 0.78, 1.60)     0.01 ( -0.02,  0.04)     0.5472                           

                                      >=130 mmHg                   16/ 299 (  5.4)       22/ 285 (  7.7)      0.69 ( 0.37, 1.29)    0.68 ( 0.35, 1.31)    -0.02 ( -0.07,  0.02)     0.2465                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8589            

                                      yes                          43/ 481 (  8.9)       44/ 500 (  8.8)      1.02 ( 0.68, 1.52)    1.02 ( 0.66, 1.58)     0.00 ( -0.04,  0.04)     0.9387                           

                                      no                           42/ 479 (  8.8)       42/ 462 (  9.1)      0.96 ( 0.64, 1.45)    0.96 ( 0.61, 1.50)    -0.00 ( -0.04,  0.04)     0.8623                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Gastrointestinal disorders,  Overall                          4/ 960 (  0.4)       11/ 962 (  1.1)      0.36 ( 0.12, 1.14)    0.36 ( 0.11, 1.14)    -0.01 ( -0.02,  0.00)     0.0703                           

 PT: Constipation                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9641            

                                      <= 65 years                   1/ 235 (  0.4)        3/ 246 (  1.2)      0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.01 ( -0.02,  0.01)     0.6238                           

                                      > 65 years                    3/ 725 (  0.4)        8/ 716 (  1.1)      0.37 ( 0.10, 1.39)    0.37 ( 0.10, 1.39)    -0.01 ( -0.02,  0.00)     0.1251                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6178            

                                      female                        1/ 277 (  0.4)        4/ 257 (  1.6)      0.23 ( 0.03, 2.06)    0.23 ( 0.03, 2.06)    -0.01 ( -0.03,  0.00)     0.2007                           

                                      male                          3/ 683 (  0.4)        7/ 705 (  1.0)      0.44 ( 0.11, 1.70)    0.44 ( 0.11, 1.71)    -0.01 ( -0.01,  0.00)     0.3426                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1626            

                                      white                         0/ 711 (  0.0)        4/ 715 (  0.6)      0.11 ( 0.01, 2.07)    0.11 ( 0.01, 2.07)    -0.01 ( -0.01, -0.00)     0.1245                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         4/ 186 (  2.2)        7/ 186 (  3.8)      0.57 ( 0.17, 1.92)    0.56 ( 0.16, 1.95)    -0.02 ( -0.06,  0.03)     0.3592                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4203            

                                      North America                 0/ 137 (  0.0)        3/ 167 (  1.8)      0.17 ( 0.01, 3.34)    0.17 ( 0.01, 3.34)    -0.02 ( -0.04,  0.00)     0.2549                           

                                      South America                 0/ 185 (  0.0)        1/ 180 (  0.6)      0.32 ( 0.01, 7.91)    0.32 ( 0.01, 7.97)    -0.01 ( -0.02,  0.01)     0.4932                           

                                      Europe                        0/ 455 (  0.0)        0/ 435 (  0.0)        NE                    NE                    NE                                                       

                                      Asia/Pacific                  4/ 183 (  2.2)        7/ 180 (  3.9)      0.56 ( 0.17, 1.89)    0.55 ( 0.16, 1.92)    -0.02 ( -0.06,  0.03)     0.3446                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6651            

                                      < 45  mL/min/1.73m^2          1/ 362 (  0.3)        4/ 357 (  1.1)      0.25 ( 0.03, 2.20)    0.24 ( 0.03, 2.20)    -0.01 ( -0.02,  0.00)     0.2142                           

                                      >= 45  mL/min/1.73m^2         3/ 598 (  0.5)        7/ 605 (  1.2)      0.43 ( 0.11, 1.67)    0.43 ( 0.11, 1.67)    -0.01 ( -0.02,  0.00)     0.3418                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          4/ 947 (  0.4)       11/ 951 (  1.2)      0.37 ( 0.12, 1.14)    0.36 ( 0.12, 1.14)    -0.01 ( -0.02,  0.00)     0.0709                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8080            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    3/ 661 (  0.5)        9/ 677 (  1.3)      0.34 ( 0.09, 1.26)    0.34 ( 0.09, 1.26)    -0.01 ( -0.02,  0.00)     0.0896                           

                                      >=130 mmHg                    1/ 299 (  0.3)        2/ 285 (  0.7)      0.48 ( 0.04, 5.23)    0.47 ( 0.04, 5.27)    -0.00 ( -0.02,  0.01)     0.6155                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2807            

                                      yes                           3/ 481 (  0.6)        5/ 500 (  1.0)      0.62 ( 0.15, 2.60)    0.62 ( 0.15, 2.61)    -0.00 ( -0.01,  0.01)     0.7259                           

                                      no                            1/ 479 (  0.2)        6/ 462 (  1.3)      0.16 ( 0.02, 1.33)    0.16 ( 0.02, 1.33)    -0.01 ( -0.02,  0.00)     0.0648                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Gastrointestinal disorders,  Overall                         14/ 960 (  1.5)       20/ 962 (  2.1)      0.70 ( 0.36, 1.38)    0.70 ( 0.35, 1.39)    -0.01 ( -0.02,  0.01)     0.3022                           

 PT: Diarrhoea                                                                                                                                                                                                       

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5783            

                                      <= 65 years                   3/ 235 (  1.3)        3/ 246 (  1.2)      1.05 ( 0.21, 5.13)    1.05 ( 0.21, 5.24)     0.00 ( -0.02,  0.02)     1.0000                           

                                      > 65 years                   11/ 725 (  1.5)       17/ 716 (  2.4)      0.64 ( 0.30, 1.35)    0.63 ( 0.29, 1.36)    -0.01 ( -0.03,  0.01)     0.2388                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2015            

                                      female                        5/ 277 (  1.8)        3/ 257 (  1.2)      1.55 ( 0.37, 6.41)    1.56 ( 0.37, 6.58)     0.01 ( -0.01,  0.03)     0.7261                           

                                      male                          9/ 683 (  1.3)       17/ 705 (  2.4)      0.55 ( 0.25, 1.22)    0.54 ( 0.24, 1.22)    -0.01 ( -0.03,  0.00)     0.1331                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0143            

                                      white                        13/ 711 (  1.8)       12/ 715 (  1.7)      1.09 ( 0.50, 2.37)    1.09 ( 0.49, 2.41)     0.00 ( -0.01,  0.02)     0.8291                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         0/ 186 (  0.0)        8/ 186 (  4.3)      0.06 ( 0.00, 1.01)    0.06 ( 0.00, 0.98)    -0.04 ( -0.07, -0.01)     0.0072                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0441            

                                      North America                 4/ 137 (  2.9)        5/ 167 (  3.0)      0.98 ( 0.27, 3.56)    0.97 ( 0.26, 3.70)    -0.00 ( -0.04,  0.04)     1.0000                           

                                      South America                 2/ 185 (  1.1)        1/ 180 (  0.6)      1.95 ( 0.18,21.27)    1.96 ( 0.18,21.77)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                        8/ 455 (  1.8)        6/ 435 (  1.4)      1.27 ( 0.45, 3.64)    1.28 ( 0.44, 3.72)     0.00 ( -0.02,  0.02)     0.6499                           

                                      Asia/Pacific                  0/ 183 (  0.0)        8/ 180 (  4.4)      0.06 ( 0.00, 1.00)    0.06 ( 0.00, 0.97)    -0.04 ( -0.07, -0.01)     0.0034                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.9665            

                                      < 45  mL/min/1.73m^2          7/ 362 (  1.9)       10/ 357 (  2.8)      0.69 ( 0.27, 1.79)    0.68 ( 0.26, 1.82)    -0.01 ( -0.04,  0.02)     0.4444                           

                                      >= 45  mL/min/1.73m^2         7/ 598 (  1.2)       10/ 605 (  1.7)      0.71 ( 0.27, 1.85)    0.70 ( 0.27, 1.86)    -0.00 ( -0.02,  0.01)     0.4787                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2561            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         13/ 947 (  1.4)       20/ 951 (  2.1)      0.65 ( 0.33, 1.30)    0.65 ( 0.32, 1.31)    -0.01 ( -0.02,  0.01)     0.2237                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7989            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    9/ 661 (  1.4)       14/ 677 (  2.1)      0.66 ( 0.29, 1.51)    0.65 ( 0.28, 1.52)    -0.01 ( -0.02,  0.01)     0.3205                           

                                      >=130 mmHg                    5/ 299 (  1.7)        6/ 285 (  2.1)      0.79 ( 0.25, 2.57)    0.79 ( 0.24, 2.62)    -0.00 ( -0.03,  0.02)     0.7007                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.3482            

                                      yes                           9/ 481 (  1.9)       10/ 500 (  2.0)      0.94 ( 0.38, 2.28)    0.93 ( 0.38, 2.32)    -0.00 ( -0.02,  0.02)     0.8836                           

                                      no                            5/ 479 (  1.0)       10/ 462 (  2.2)      0.48 ( 0.17, 1.40)    0.48 ( 0.16, 1.41)    -0.01 ( -0.03,  0.01)     0.1702                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         79/ 960 (  8.2)       99/ 962 ( 10.3)      0.80 ( 0.60, 1.06)    0.78 ( 0.57, 1.07)    -0.02 ( -0.05,  0.01)     0.1191                           

 administration site conditions                                                                                                                                                                                      

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8223            

                                      <= 65 years                  21/ 235 (  8.9)       26/ 246 ( 10.6)      0.85 ( 0.49, 1.46)    0.83 ( 0.45, 1.52)    -0.02 ( -0.07,  0.04)     0.5470                           

                                      > 65 years                   58/ 725 (  8.0)       73/ 716 ( 10.2)      0.78 ( 0.56, 1.09)    0.77 ( 0.53, 1.10)    -0.02 ( -0.05,  0.01)     0.1473                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6897            

                                      female                       21/ 277 (  7.6)       22/ 257 (  8.6)      0.89 ( 0.50, 1.57)    0.88 ( 0.47, 1.63)    -0.01 ( -0.06,  0.04)     0.6781                           

                                      male                         58/ 683 (  8.5)       77/ 705 ( 10.9)      0.78 ( 0.56, 1.08)    0.76 ( 0.53, 1.08)    -0.02 ( -0.06,  0.01)     0.1268                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7987            

                                      white                        57/ 711 (  8.0)       66/ 715 (  9.2)      0.87 ( 0.62, 1.22)    0.86 ( 0.59, 1.24)    -0.01 ( -0.04,  0.02)     0.4144                           

                                      black or african american     3/  44 (  6.8)        5/  46 ( 10.9)      0.63 ( 0.16, 2.47)    0.60 ( 0.13, 2.68)    -0.04 ( -0.16,  0.08)     0.7142                           

                                      asian                        18/ 186 (  9.7)       26/ 186 ( 14.0)      0.69 ( 0.39, 1.22)    0.66 ( 0.35, 1.25)    -0.04 ( -0.11,  0.03)     0.1996                           

                                      other                         1/  19 (  5.3)        2/  15 ( 13.3)      0.39 ( 0.04, 3.95)    0.36 ( 0.03, 4.42)    -0.08 ( -0.28,  0.12)     0.5714                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5254            

                                      North America                19/ 137 ( 13.9)       20/ 167 ( 12.0)      1.16 ( 0.64, 2.08)    1.18 ( 0.60, 2.32)     0.02 ( -0.06,  0.10)     0.6240                           

                                      South America                 9/ 185 (  4.9)       15/ 180 (  8.3)      0.58 ( 0.26, 1.30)    0.56 ( 0.24, 1.32)    -0.03 ( -0.09,  0.02)     0.1819                           

                                      Europe                       33/ 455 (  7.3)       39/ 435 (  9.0)      0.81 ( 0.52, 1.26)    0.79 ( 0.49, 1.29)    -0.02 ( -0.06,  0.02)     0.3492                           

                                      Asia/Pacific                 18/ 183 (  9.8)       25/ 180 ( 13.9)      0.71 ( 0.40, 1.25)    0.68 ( 0.36, 1.29)    -0.04 ( -0.11,  0.03)     0.2328                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0405            

                                      < 45  mL/min/1.73m^2         29/ 362 (  8.0)       50/ 357 ( 14.0)      0.57 ( 0.37, 0.88)    0.53 ( 0.33, 0.87)    -0.06 ( -0.11, -0.01)     0.0102                           

                                      >= 45  mL/min/1.73m^2        50/ 598 (  8.4)       49/ 605 (  8.1)      1.03 ( 0.71, 1.51)    1.04 ( 0.69, 1.56)     0.00 ( -0.03,  0.04)     0.8687                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.9649            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        2/  11 ( 18.2)      0.85 ( 0.14, 5.06)    0.82 ( 0.10, 7.02)    -0.03 ( -0.33,  0.27)     1.0000                           

                                      >= 30  mL/min/1.73m^         77/ 947 (  8.1)       97/ 951 ( 10.2)      0.80 ( 0.60, 1.06)    0.78 ( 0.57, 1.07)    -0.02 ( -0.05,  0.01)     0.1185                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1115            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   65/ 661 (  9.8)       73/ 677 ( 10.8)      0.91 ( 0.66, 1.25)    0.90 ( 0.63, 1.28)    -0.01 ( -0.04,  0.02)     0.5683                           

                                      >=130 mmHg                   14/ 299 (  4.7)       26/ 285 (  9.1)      0.51 ( 0.27, 0.96)    0.49 ( 0.25, 0.96)    -0.04 ( -0.09, -0.00)     0.0339                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8432            

                                      yes                          43/ 481 (  8.9)       57/ 500 ( 11.4)      0.78 ( 0.54, 1.14)    0.76 ( 0.50, 1.16)    -0.02 ( -0.06,  0.02)     0.2032                           

                                      no                           36/ 479 (  7.5)       42/ 462 (  9.1)      0.83 ( 0.54, 1.27)    0.81 ( 0.51, 1.29)    -0.02 ( -0.05,  0.02)     0.3812                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         17/ 960 (  1.8)       25/ 962 (  2.6)      0.68 ( 0.37, 1.25)    0.68 ( 0.36, 1.26)    -0.01 ( -0.02,  0.01)     0.2146                           

 administration site conditions,                                                                                                                                                                                     

 PT: Death                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9720            

                                      <= 65 years                   6/ 235 (  2.6)        9/ 246 (  3.7)      0.70 ( 0.25, 1.93)    0.69 ( 0.24, 1.97)    -0.01 ( -0.05,  0.03)     0.4862                           

                                      > 65 years                   11/ 725 (  1.5)       16/ 716 (  2.2)      0.68 ( 0.32, 1.45)    0.67 ( 0.31, 1.46)    -0.01 ( -0.02,  0.01)     0.3155                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6299            

                                      female                        4/ 277 (  1.4)        4/ 257 (  1.6)      0.93 ( 0.23, 3.67)    0.93 ( 0.23, 3.74)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      male                         13/ 683 (  1.9)       21/ 705 (  3.0)      0.64 ( 0.32, 1.27)    0.63 ( 0.31, 1.27)    -0.01 ( -0.03,  0.01)     0.1952                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5174            

                                      white                        13/ 711 (  1.8)       15/ 715 (  2.1)      0.87 ( 0.42, 1.82)    0.87 ( 0.41, 1.84)    -0.00 ( -0.02,  0.01)     0.7139                           

                                      black or african american     1/  44 (  2.3)        2/  46 (  4.3)      0.52 ( 0.05, 5.56)    0.51 ( 0.04, 5.85)    -0.02 ( -0.09,  0.05)     1.0000                           

                                      asian                         3/ 186 (  1.6)        8/ 186 (  4.3)      0.38 ( 0.10, 1.39)    0.36 ( 0.10, 1.40)    -0.03 ( -0.07,  0.01)     0.1264                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7959            

                                      North America                 2/ 137 (  1.5)        3/ 167 (  1.8)      0.81 ( 0.14, 4.79)    0.81 ( 0.13, 4.92)    -0.00 ( -0.03,  0.03)     1.0000                           

                                      South America                 2/ 185 (  1.1)        4/ 180 (  2.2)      0.49 ( 0.09, 2.62)    0.48 ( 0.09, 2.66)    -0.01 ( -0.04,  0.01)     0.4436                           

                                      Europe                       10/ 455 (  2.2)       11/ 435 (  2.5)      0.87 ( 0.37, 2.03)    0.87 ( 0.36, 2.06)    -0.00 ( -0.03,  0.02)     0.7452                           

                                      Asia/Pacific                  3/ 183 (  1.6)        7/ 180 (  3.9)      0.42 ( 0.11, 1.60)    0.41 ( 0.10, 1.62)    -0.02 ( -0.06,  0.01)     0.2169                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.9317            

                                      < 45  mL/min/1.73m^2          6/ 362 (  1.7)        9/ 357 (  2.5)      0.66 ( 0.24, 1.83)    0.65 ( 0.23, 1.85)    -0.01 ( -0.03,  0.02)     0.4182                           

                                      >= 45  mL/min/1.73m^2        11/ 598 (  1.8)       16/ 605 (  2.6)      0.70 ( 0.33, 1.49)    0.69 ( 0.32, 1.50)    -0.01 ( -0.03,  0.01)     0.3461                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.3521            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         17/ 947 (  1.8)       24/ 951 (  2.5)      0.71 ( 0.38, 1.32)    0.71 ( 0.38, 1.32)    -0.01 ( -0.02,  0.01)     0.2751                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2523            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   14/ 661 (  2.1)       17/ 677 (  2.5)      0.84 ( 0.42, 1.70)    0.84 ( 0.41, 1.72)    -0.00 ( -0.02,  0.01)     0.6329                           

                                      >=130 mmHg                    3/ 299 (  1.0)        8/ 285 (  2.8)      0.36 ( 0.10, 1.33)    0.35 ( 0.09, 1.34)    -0.02 ( -0.05,  0.01)     0.1093                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7322            

                                      yes                           9/ 481 (  1.9)       15/ 500 (  3.0)      0.62 ( 0.28, 1.41)    0.62 ( 0.27, 1.42)    -0.01 ( -0.03,  0.01)     0.2528                           

                                      no                            8/ 479 (  1.7)       10/ 462 (  2.2)      0.77 ( 0.31, 1.94)    0.77 ( 0.30, 1.96)    -0.00 ( -0.03,  0.02)     0.5801                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                          4/ 960 (  0.4)       10/ 962 (  1.0)      0.40 ( 0.13, 1.27)    0.40 ( 0.12, 1.27)    -0.01 ( -0.02,  0.00)     0.1085                           

 administration site conditions,                                                                                                                                                                                     

 PT: Non-cardiac chest pain                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6252            

                                      <= 65 years                   1/ 235 (  0.4)        4/ 246 (  1.6)      0.26 ( 0.03, 2.32)    0.26 ( 0.03, 2.33)    -0.01 ( -0.03,  0.01)     0.3730                           

                                      > 65 years                    3/ 725 (  0.4)        6/ 716 (  0.8)      0.49 ( 0.12, 1.97)    0.49 ( 0.12, 1.97)    -0.00 ( -0.01,  0.00)     0.3394                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9230            

                                      female                        2/ 277 (  0.7)        5/ 257 (  1.9)      0.37 ( 0.07, 1.90)    0.37 ( 0.07, 1.91)    -0.01 ( -0.03,  0.01)     0.2698                           

                                      male                          2/ 683 (  0.3)        5/ 705 (  0.7)      0.41 ( 0.08, 2.12)    0.41 ( 0.08, 2.13)    -0.00 ( -0.01,  0.00)     0.4524                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4674            

                                      white                         4/ 711 (  0.6)        7/ 715 (  1.0)      0.57 ( 0.17, 1.95)    0.57 ( 0.17, 1.96)    -0.00 ( -0.02,  0.01)     0.3690                           

                                      black or african american     0/  44 (  0.0)        2/  46 (  4.3)      0.21 ( 0.01, 4.23)    0.20 ( 0.01, 4.29)    -0.04 ( -0.10,  0.02)     0.4946                           

                                      asian                         0/ 186 (  0.0)        1/ 186 (  0.5)      0.33 ( 0.01, 8.13)    0.33 ( 0.01, 8.19)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4291            

                                      North America                 3/ 137 (  2.2)        4/ 167 (  2.4)      0.91 ( 0.21, 4.02)    0.91 ( 0.20, 4.15)    -0.00 ( -0.04,  0.03)     1.0000                           

                                      South America                 0/ 185 (  0.0)        3/ 180 (  1.7)      0.14 ( 0.01, 2.67)    0.14 ( 0.01, 2.67)    -0.02 ( -0.04,  0.00)     0.1189                           

                                      Europe                        1/ 455 (  0.2)        2/ 435 (  0.5)      0.48 ( 0.04, 5.25)    0.48 ( 0.04, 5.28)    -0.00 ( -0.01,  0.01)     0.6163                           

                                      Asia/Pacific                  0/ 183 (  0.0)        1/ 180 (  0.6)      0.33 ( 0.01, 8.00)    0.33 ( 0.01, 8.06)    -0.01 ( -0.02,  0.01)     0.4959                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0380            

                                      < 45  mL/min/1.73m^2          0/ 362 (  0.0)        6/ 357 (  1.7)      0.08 ( 0.00, 1.34)    0.07 ( 0.00, 1.33)    -0.02 ( -0.03, -0.00)     0.0147                           

                                      >= 45  mL/min/1.73m^2         4/ 598 (  0.7)        4/ 605 (  0.7)      1.01 ( 0.25, 4.03)    1.01 ( 0.25, 4.06)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          4/ 947 (  0.4)       10/ 951 (  1.1)      0.40 ( 0.13, 1.28)    0.40 ( 0.12, 1.28)    -0.01 ( -0.02,  0.00)     0.1093                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5565            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    3/ 661 (  0.5)        6/ 677 (  0.9)      0.51 ( 0.13, 2.04)    0.51 ( 0.13, 2.05)    -0.00 ( -0.01,  0.00)     0.5066                           

                                      >=130 mmHg                    1/ 299 (  0.3)        4/ 285 (  1.4)      0.24 ( 0.03, 2.12)    0.24 ( 0.03, 2.12)    -0.01 ( -0.03,  0.00)     0.2064                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0599            

                                      yes                           1/ 481 (  0.2)        8/ 500 (  1.6)      0.13 ( 0.02, 1.03)    0.13 ( 0.02, 1.03)    -0.01 ( -0.03, -0.00)     0.0385                           

                                      no                            3/ 479 (  0.6)        2/ 462 (  0.4)      1.45 ( 0.24, 8.62)    1.45 ( 0.24, 8.72)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                          6/ 960 (  0.6)       20/ 962 (  2.1)      0.30 ( 0.12, 0.75)    0.30 ( 0.12, 0.74)    -0.01 ( -0.03, -0.00)     0.0058                           

 administration site conditions,                                                                                                                                                                                     

 PT: Oedema peripheral                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8791            

                                      <= 65 years                   1/ 235 (  0.4)        3/ 246 (  1.2)      0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.01 ( -0.02,  0.01)     0.6238                           

                                      > 65 years                    5/ 725 (  0.7)       17/ 716 (  2.4)      0.29 ( 0.11, 0.78)    0.29 ( 0.10, 0.78)    -0.02 ( -0.03, -0.00)     0.0091                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5623            

                                      female                        2/ 277 (  0.7)        4/ 257 (  1.6)      0.46 ( 0.09, 2.51)    0.46 ( 0.08, 2.53)    -0.01 ( -0.03,  0.01)     0.4349                           

                                      male                          4/ 683 (  0.6)       16/ 705 (  2.3)      0.26 ( 0.09, 0.77)    0.25 ( 0.08, 0.76)    -0.02 ( -0.03, -0.00)     0.0085                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0419            

                                      white                         5/ 711 (  0.7)       12/ 715 (  1.7)      0.42 ( 0.15, 1.18)    0.41 ( 0.15, 1.18)    -0.01 ( -0.02,  0.00)     0.0899                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         0/ 186 (  0.0)        8/ 186 (  4.3)      0.06 ( 0.00, 1.01)    0.06 ( 0.00, 0.98)    -0.04 ( -0.07, -0.01)     0.0072                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1468            

                                      North America                 3/ 137 (  2.2)        5/ 167 (  3.0)      0.73 ( 0.18, 3.01)    0.73 ( 0.17, 3.09)    -0.01 ( -0.04,  0.03)     0.7337                           

                                      South America                 0/ 185 (  0.0)        2/ 180 (  1.1)      0.19 ( 0.01, 4.03)    0.19 ( 0.01, 4.04)    -0.01 ( -0.03,  0.00)     0.2425                           

                                      Europe                        3/ 455 (  0.7)        5/ 435 (  1.1)      0.57 ( 0.14, 2.39)    0.57 ( 0.14, 2.40)    -0.00 ( -0.02,  0.01)     0.4969                           

                                      Asia/Pacific                  0/ 183 (  0.0)        8/ 180 (  4.4)      0.06 ( 0.00, 1.00)    0.06 ( 0.00, 0.97)    -0.04 ( -0.07, -0.01)     0.0034                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0087            

                                      < 45  mL/min/1.73m^2          0/ 362 (  0.0)       12/ 357 (  3.4)      0.00 (     ,     )    0.00 (     ,     )    -0.03 ( -0.06, -0.01)     0.0004                           

                                      >= 45  mL/min/1.73m^2         6/ 598 (  1.0)        8/ 605 (  1.3)      0.76 ( 0.26, 2.17)    0.76 ( 0.26, 2.19)    -0.00 ( -0.02,  0.01)     0.6062                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.5305            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^          6/ 947 (  0.6)       19/ 951 (  2.0)      0.32 ( 0.13, 0.79)    0.31 ( 0.12, 0.79)    -0.01 ( -0.03, -0.00)     0.0092                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6866            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    5/ 661 (  0.8)       18/ 677 (  2.7)      0.28 ( 0.11, 0.76)    0.28 ( 0.10, 0.76)    -0.02 ( -0.04, -0.00)     0.0075                           

                                      >=130 mmHg                    1/ 299 (  0.3)        2/ 285 (  0.7)      0.48 ( 0.04, 5.23)    0.47 ( 0.04, 5.27)    -0.00 ( -0.02,  0.01)     0.6155                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.3602            

                                      yes                           5/ 481 (  1.0)       13/ 500 (  2.6)      0.40 ( 0.14, 1.11)    0.39 ( 0.14, 1.11)    -0.02 ( -0.04,  0.00)     0.0688                           

                                      no                            1/ 479 (  0.2)        7/ 462 (  1.5)      0.14 ( 0.02, 1.12)    0.14 ( 0.02, 1.11)    -0.01 ( -0.02, -0.00)     0.0352                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         13/ 960 (  1.4)        2/ 962 (  0.2)      6.51 ( 1.47,28.79)    6.59 ( 1.48,29.28)     0.01 (  0.00,  0.02)     0.0043                           

 administration site conditions,                                                                                                                                                                                     

 PT: Sudden death                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4357            

                                      <= 65 years                   3/ 235 (  1.3)        0/ 246 (  0.0)      7.33 ( 0.38,141.1)    7.42 ( 0.38,144.5)     0.01 ( -0.00,  0.03)     0.1159                           

                                      > 65 years                   10/ 725 (  1.4)        2/ 716 (  0.3)      4.94 ( 1.09,22.46)    4.99 ( 1.09,22.87)     0.01 (  0.00,  0.02)     0.0216                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3802            

                                      female                        3/ 277 (  1.1)        1/ 257 (  0.4)      2.78 ( 0.29,26.59)    2.80 ( 0.29,27.12)     0.01 ( -0.01,  0.02)     0.6246                           

                                      male                         10/ 683 (  1.5)        1/ 705 (  0.1)     10.32 ( 1.32,80.42)   10.46 ( 1.34,81.94)     0.01 (  0.00,  0.03)     0.0055                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2812            

                                      white                         8/ 711 (  1.1)        2/ 715 (  0.3)      4.02 ( 0.86,18.88)    4.06 ( 0.86,19.17)     0.01 ( -0.00,  0.02)     0.0639                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         5/ 186 (  2.7)        0/ 186 (  0.0)     11.00 ( 0.61,197.5)   11.30 ( 0.62,205.9)     0.03 (  0.00,  0.05)     0.0608                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1706            

                                      North America                 0/ 137 (  0.0)        0/ 167 (  0.0)        NE                    NE                    NE                                                       

                                      South America                 4/ 185 (  2.2)        0/ 180 (  0.0)      8.76 ( 0.47,161.5)    8.95 ( 0.48,167.5)     0.02 (  0.00,  0.04)     0.1231                           

                                      Europe                        4/ 455 (  0.9)        2/ 435 (  0.5)      1.91 ( 0.35,10.39)    1.92 ( 0.35,10.54)     0.00 ( -0.01,  0.01)     0.6869                           

                                      Asia/Pacific                  5/ 183 (  2.7)        0/ 180 (  0.0)     10.82 ( 0.60,194.3)   11.12 ( 0.61,202.6)     0.03 (  0.00,  0.05)     0.0608                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.5778            

                                      < 45  mL/min/1.73m^2          4/ 362 (  1.1)        1/ 357 (  0.3)      3.94 ( 0.44,35.12)    3.98 ( 0.44,35.76)     0.01 ( -0.00,  0.02)     0.3733                           

                                      >= 45  mL/min/1.73m^2         9/ 598 (  1.5)        1/ 605 (  0.2)      9.11 ( 1.16,71.65)    9.23 ( 1.17,73.07)     0.01 (  0.00,  0.02)     0.0110                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         13/ 947 (  1.4)        2/ 951 (  0.2)      6.53 ( 1.48,28.85)    6.60 ( 1.49,29.35)     0.01 (  0.00,  0.02)     0.0043                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5657            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   11/ 661 (  1.7)        2/ 677 (  0.3)      5.63 ( 1.25,25.32)    5.71 ( 1.26,25.87)     0.01 (  0.00,  0.03)     0.0107                           

                                      >=130 mmHg                    2/ 299 (  0.7)        0/ 285 (  0.0)      4.77 ( 0.23,98.86)    4.80 ( 0.23,100.4)     0.01 ( -0.00,  0.02)     0.4994                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8792            

                                      yes                           7/ 481 (  1.5)        1/ 500 (  0.2)      7.28 ( 0.90,58.92)    7.37 ( 0.90,60.12)     0.01 (  0.00,  0.02)     0.0350                           

                                      no                            6/ 479 (  1.3)        1/ 462 (  0.2)      5.79 ( 0.70,47.88)    5.85 ( 0.70,48.76)     0.01 ( -0.00,  0.02)     0.1240                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Hepatobiliary disorders      Overall                         13/ 960 (  1.4)       19/ 962 (  2.0)      0.69 ( 0.34, 1.38)    0.68 ( 0.33, 1.39)    -0.01 ( -0.02,  0.01)     0.2876                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0493            

                                      <= 65 years                   5/ 235 (  2.1)        2/ 246 (  0.8)      2.62 ( 0.51,13.36)    2.65 ( 0.51,13.81)     0.01 ( -0.01,  0.03)     0.2754                           

                                      > 65 years                    8/ 725 (  1.1)       17/ 716 (  2.4)      0.46 ( 0.20, 1.07)    0.46 ( 0.20, 1.07)    -0.01 ( -0.03,  0.00)     0.0648                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7542            

                                      female                        2/ 277 (  0.7)        2/ 257 (  0.8)      0.93 ( 0.13, 6.54)    0.93 ( 0.13, 6.63)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      male                         11/ 683 (  1.6)       17/ 705 (  2.4)      0.67 ( 0.32, 1.42)    0.66 ( 0.31, 1.42)    -0.01 ( -0.02,  0.01)     0.2889                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1111            

                                      white                        11/ 711 (  1.5)       12/ 715 (  1.7)      0.92 ( 0.41, 2.08)    0.92 ( 0.40, 2.10)    -0.00 ( -0.02,  0.01)     0.8442                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         1/ 186 (  0.5)        7/ 186 (  3.8)      0.14 ( 0.02, 1.15)    0.14 ( 0.02, 1.13)    -0.03 ( -0.06, -0.00)     0.0674                           

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2255            

                                      North America                 2/ 137 (  1.5)        1/ 167 (  0.6)      2.44 ( 0.22,26.60)    2.46 ( 0.22,27.41)     0.01 ( -0.01,  0.03)     0.5904                           

                                      South America                 3/ 185 (  1.6)        3/ 180 (  1.7)      0.97 ( 0.20, 4.76)    0.97 ( 0.19, 4.88)    -0.00 ( -0.03,  0.03)     1.0000                           

                                      Europe                        7/ 455 (  1.5)        8/ 435 (  1.8)      0.84 ( 0.31, 2.29)    0.83 ( 0.30, 2.32)    -0.00 ( -0.02,  0.02)     0.7278                           

                                      Asia/Pacific                  1/ 183 (  0.5)        7/ 180 (  3.9)      0.14 ( 0.02, 1.13)    0.14 ( 0.02, 1.12)    -0.03 ( -0.06, -0.00)     0.0358                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0852            

                                      < 45  mL/min/1.73m^2          3/ 362 (  0.8)       10/ 357 (  2.8)      0.30 ( 0.08, 1.07)    0.29 ( 0.08, 1.06)    -0.02 ( -0.05,  0.00)     0.0473                           

                                      >= 45  mL/min/1.73m^2        10/ 598 (  1.7)        9/ 605 (  1.5)      1.12 ( 0.46, 2.75)    1.13 ( 0.45, 2.79)     0.00 ( -0.01,  0.02)     0.7974                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2504            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         12/ 947 (  1.3)       19/ 951 (  2.0)      0.63 ( 0.31, 1.30)    0.63 ( 0.30, 1.30)    -0.01 ( -0.02,  0.01)     0.2093                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1550            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   11/ 661 (  1.7)       12/ 677 (  1.8)      0.94 ( 0.42, 2.11)    0.94 ( 0.41, 2.14)    -0.00 ( -0.02,  0.01)     0.8788                           

                                      >=130 mmHg                    2/ 299 (  0.7)        7/ 285 (  2.5)      0.27 ( 0.06, 1.30)    0.27 ( 0.06, 1.30)    -0.02 ( -0.04,  0.00)     0.0993                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.4440            

                                      yes                           7/ 481 (  1.5)        8/ 500 (  1.6)      0.91 ( 0.33, 2.49)    0.91 ( 0.33, 2.52)    -0.00 ( -0.02,  0.02)     0.8536                           

                                      no                            6/ 479 (  1.3)       11/ 462 (  2.4)      0.53 ( 0.20, 1.41)    0.52 ( 0.19, 1.42)    -0.01 ( -0.03,  0.01)     0.1941                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and infestations  Overall                        176/ 960 ( 18.3)      215/ 962 ( 22.3)      0.82 ( 0.69, 0.98)    0.78 ( 0.62, 0.97)    -0.04 ( -0.08, -0.00)     0.0288                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4019            

                                      <= 65 years                  43/ 235 ( 18.3)       48/ 246 ( 19.5)      0.94 ( 0.65, 1.36)    0.92 ( 0.58, 1.46)    -0.01 ( -0.08,  0.06)     0.7342                           

                                      > 65 years                  133/ 725 ( 18.3)      167/ 716 ( 23.3)      0.79 ( 0.64, 0.96)    0.74 ( 0.57, 0.95)    -0.05 ( -0.09, -0.01)     0.0200                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1122            

                                      female                       54/ 277 ( 19.5)       48/ 257 ( 18.7)      1.04 ( 0.74, 1.48)    1.05 ( 0.68, 1.62)     0.01 ( -0.06,  0.08)     0.8104                           

                                      male                        122/ 683 ( 17.9)      167/ 705 ( 23.7)      0.75 ( 0.61, 0.93)    0.70 ( 0.54, 0.91)    -0.06 ( -0.10, -0.01)     0.0076                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5202            

                                      white                       123/ 711 ( 17.3)      140/ 715 ( 19.6)      0.88 ( 0.71, 1.10)    0.86 ( 0.66, 1.12)    -0.02 ( -0.06,  0.02)     0.2670                           

                                      black or african american     7/  44 ( 15.9)       10/  46 ( 21.7)      0.73 ( 0.31, 1.75)    0.68 ( 0.23, 1.98)    -0.06 ( -0.23,  0.12)     0.4824                           

                                      asian                        43/ 186 ( 23.1)       63/ 186 ( 33.9)      0.68 ( 0.49, 0.95)    0.59 ( 0.37, 0.93)    -0.11 ( -0.20, -0.01)     0.0218                           

                                      other                         3/  19 ( 15.8)        2/  15 ( 13.3)      1.18 ( 0.23, 6.20)    1.22 ( 0.18, 8.42)     0.02 ( -0.21,  0.26)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2374            

                                      North America                34/ 137 ( 24.8)       35/ 167 ( 21.0)      1.18 ( 0.78, 1.79)    1.24 ( 0.73, 2.13)     0.04 ( -0.06,  0.14)     0.4249                           

                                      South America                31/ 185 ( 16.8)       34/ 180 ( 18.9)      0.89 ( 0.57, 1.38)    0.86 ( 0.51, 1.48)    -0.02 ( -0.10,  0.06)     0.5950                           

                                      Europe                       68/ 455 ( 14.9)       87/ 435 ( 20.0)      0.75 ( 0.56, 1.00)    0.70 ( 0.50, 1.00)    -0.05 ( -0.10,  0.00)     0.0470                           

                                      Asia/Pacific                 43/ 183 ( 23.5)       59/ 180 ( 32.8)      0.72 ( 0.51, 1.00)    0.63 ( 0.40, 1.00)    -0.09 ( -0.19,  0.00)     0.0495                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6062            

                                      < 45  mL/min/1.73m^2         78/ 362 ( 21.5)       98/ 357 ( 27.5)      0.78 ( 0.61, 1.02)    0.73 ( 0.52, 1.02)    -0.06 ( -0.12,  0.01)     0.0658                           

                                      >= 45  mL/min/1.73m^2        98/ 598 ( 16.4)      117/ 605 ( 19.3)      0.85 ( 0.66, 1.08)    0.82 ( 0.61, 1.10)    -0.03 ( -0.07,  0.02)     0.1818                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.0446            

                                      < 30  mL/min/1.73m^2          8/  13 ( 61.5)        3/  11 ( 27.3)      2.26 ( 0.78, 6.49)    4.27 ( 0.75,24.18)     0.34 ( -0.10,  0.65)     0.1003                           

                                      >= 30  mL/min/1.73m^        168/ 947 ( 17.7)      212/ 951 ( 22.3)      0.80 ( 0.66, 0.95)    0.75 ( 0.60, 0.94)    -0.05 ( -0.08, -0.01)     0.0132                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7561            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                  123/ 661 ( 18.6)      156/ 677 ( 23.0)      0.81 ( 0.65, 1.00)    0.76 ( 0.59, 1.00)    -0.04 ( -0.09,  0.00)     0.0460                           

                                      >=130 mmHg                   53/ 299 ( 17.7)       59/ 285 ( 20.7)      0.86 ( 0.61, 1.20)    0.83 ( 0.55, 1.25)    -0.03 ( -0.10,  0.04)     0.3616                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8189            

                                      yes                          92/ 481 ( 19.1)      114/ 500 ( 22.8)      0.84 ( 0.66, 1.07)    0.80 ( 0.59, 1.09)    -0.04 ( -0.09,  0.02)     0.1581                           

                                      no                           84/ 479 ( 17.5)      101/ 462 ( 21.9)      0.80 ( 0.62, 1.04)    0.76 ( 0.55, 1.05)    -0.04 ( -0.10,  0.01)     0.0953                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         15/ 960 (  1.6)       13/ 962 (  1.4)      1.16 ( 0.55, 2.42)    1.16 ( 0.55, 2.45)     0.00 ( -0.01,  0.01)     0.6994                           

 infestations, PT: Bronchitis                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0075            

                                      <= 65 years                   8/ 235 (  3.4)        1/ 246 (  0.4)      8.37 ( 1.06,66.44)    8.63 ( 1.07,69.58)     0.03 (  0.01,  0.05)     0.0180                           

                                      > 65 years                    7/ 725 (  1.0)       12/ 716 (  1.7)      0.58 ( 0.23, 1.45)    0.57 ( 0.22, 1.46)    -0.01 ( -0.02,  0.01)     0.2373                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4035            

                                      female                        3/ 277 (  1.1)        1/ 257 (  0.4)      2.78 ( 0.29,26.59)    2.80 ( 0.29,27.12)     0.01 ( -0.01,  0.02)     0.6246                           

                                      male                         12/ 683 (  1.8)       12/ 705 (  1.7)      1.03 ( 0.47, 2.28)    1.03 ( 0.46, 2.32)     0.00 ( -0.02,  0.02)     0.9376                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0688            

                                      white                         8/ 711 (  1.1)       12/ 715 (  1.7)      0.67 ( 0.28, 1.63)    0.67 ( 0.27, 1.64)    -0.01 ( -0.02,  0.01)     0.3746                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         6/ 186 (  3.2)        1/ 186 (  0.5)      6.00 ( 0.73,49.35)    6.17 ( 0.74,51.73)     0.03 ( -0.00,  0.05)     0.1215                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0781            

                                      North America                 3/ 137 (  2.2)        2/ 167 (  1.2)      1.83 ( 0.31,10.79)    1.85 ( 0.30,11.21)     0.01 ( -0.02,  0.04)     0.6607                           

                                      South America                 0/ 185 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                      Europe                        6/ 455 (  1.3)       10/ 435 (  2.3)      0.57 ( 0.21, 1.56)    0.57 ( 0.20, 1.58)    -0.01 ( -0.03,  0.01)     0.2716                           

                                      Asia/Pacific                  6/ 183 (  3.3)        1/ 180 (  0.6)      5.90 ( 0.72,48.53)    6.07 ( 0.72,50.92)     0.03 ( -0.00,  0.06)     0.1215                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.9095            

                                      < 45  mL/min/1.73m^2          5/ 362 (  1.4)        4/ 357 (  1.1)      1.23 ( 0.33, 4.55)    1.24 ( 0.33, 4.64)     0.00 ( -0.01,  0.02)     1.0000                           

                                      >= 45  mL/min/1.73m^2        10/ 598 (  1.7)        9/ 605 (  1.5)      1.12 ( 0.46, 2.75)    1.13 ( 0.45, 2.79)     0.00 ( -0.01,  0.02)     0.7974                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         15/ 947 (  1.6)       13/ 951 (  1.4)      1.16 ( 0.55, 2.42)    1.16 ( 0.55, 2.45)     0.00 ( -0.01,  0.01)     0.6951                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2266            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   13/ 661 (  2.0)        9/ 677 (  1.3)      1.48 ( 0.64, 3.44)    1.49 ( 0.63, 3.51)     0.01 ( -0.01,  0.02)     0.3596                           

                                      >=130 mmHg                    2/ 299 (  0.7)        4/ 285 (  1.4)      0.48 ( 0.09, 2.58)    0.47 ( 0.09, 2.60)    -0.01 ( -0.02,  0.01)     0.4404                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1088            

                                      yes                          10/ 481 (  2.1)        5/ 500 (  1.0)      2.08 ( 0.72, 6.04)    2.10 ( 0.71, 6.20)     0.01 ( -0.01,  0.03)     0.1688                           

                                      no                            5/ 479 (  1.0)        8/ 462 (  1.7)      0.60 ( 0.20, 1.83)    0.60 ( 0.19, 1.84)    -0.01 ( -0.03,  0.01)     0.3665                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                          9/ 960 (  0.9)       17/ 962 (  1.8)      0.53 ( 0.24, 1.18)    0.53 ( 0.23, 1.19)    -0.01 ( -0.02,  0.00)     0.1155                           

 infestations, PT: Cellulitis                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9878            

                                      <= 65 years                   2/ 235 (  0.9)        4/ 246 (  1.6)      0.52 ( 0.10, 2.83)    0.52 ( 0.09, 2.86)    -0.01 ( -0.03,  0.01)     0.6860                           

                                      > 65 years                    7/ 725 (  1.0)       13/ 716 (  1.8)      0.53 ( 0.21, 1.33)    0.53 ( 0.21, 1.33)    -0.01 ( -0.02,  0.01)     0.1680                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8550            

                                      female                        2/ 277 (  0.7)        4/ 257 (  1.6)      0.46 ( 0.09, 2.51)    0.46 ( 0.08, 2.53)    -0.01 ( -0.03,  0.01)     0.4349                           

                                      male                          7/ 683 (  1.0)       13/ 705 (  1.8)      0.56 ( 0.22, 1.38)    0.55 ( 0.22, 1.39)    -0.01 ( -0.02,  0.01)     0.2006                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4106            

                                      white                         8/ 711 (  1.1)       10/ 715 (  1.4)      0.80 ( 0.32, 2.03)    0.80 ( 0.31, 2.04)    -0.00 ( -0.02,  0.01)     0.6439                           

                                      black or african american     0/  44 (  0.0)        1/  46 (  2.2)      0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)     1.0000                           

                                      asian                         1/ 186 (  0.5)        5/ 186 (  2.7)      0.20 ( 0.02, 1.70)    0.20 ( 0.02, 1.69)    -0.02 ( -0.05,  0.00)     0.2149                           

                                      other                         0/  19 (  0.0)        1/  15 (  6.7)      0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)     0.4412                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4478            

                                      North America                 5/ 137 (  3.6)        8/ 167 (  4.8)      0.76 ( 0.26, 2.28)    0.75 ( 0.24, 2.36)    -0.01 ( -0.06,  0.05)     0.6253                           

                                      South America                 1/ 185 (  0.5)        3/ 180 (  1.7)      0.32 ( 0.03, 3.09)    0.32 ( 0.03, 3.11)    -0.01 ( -0.03,  0.01)     0.3662                           

                                      Europe                        2/ 455 (  0.4)        1/ 435 (  0.2)      1.91 ( 0.17,21.01)    1.92 ( 0.17,21.21)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  1/ 183 (  0.5)        5/ 180 (  2.8)      0.20 ( 0.02, 1.67)    0.19 ( 0.02, 1.66)    -0.02 ( -0.05,  0.00)     0.1194                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6167            

                                      < 45  mL/min/1.73m^2          5/ 362 (  1.4)       11/ 357 (  3.1)      0.45 ( 0.16, 1.28)    0.44 ( 0.15, 1.28)    -0.02 ( -0.04,  0.01)     0.1226                           

                                      >= 45  mL/min/1.73m^2         4/ 598 (  0.7)        6/ 605 (  1.0)      0.67 ( 0.19, 2.38)    0.67 ( 0.19, 2.39)    -0.00 ( -0.01,  0.01)     0.7529                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1914            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^          8/ 947 (  0.8)       17/ 951 (  1.8)      0.47 ( 0.20, 1.09)    0.47 ( 0.20, 1.09)    -0.01 ( -0.02,  0.00)     0.0717                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4077            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    8/ 661 (  1.2)       13/ 677 (  1.9)      0.63 ( 0.26, 1.51)    0.63 ( 0.26, 1.52)    -0.01 ( -0.02,  0.01)     0.2964                           

                                      >=130 mmHg                    1/ 299 (  0.3)        4/ 285 (  1.4)      0.24 ( 0.03, 2.12)    0.24 ( 0.03, 2.12)    -0.01 ( -0.03,  0.00)     0.2064                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7091            

                                      yes                           5/ 481 (  1.0)       11/ 500 (  2.2)      0.47 ( 0.17, 1.35)    0.47 ( 0.16, 1.35)    -0.01 ( -0.03,  0.01)     0.1516                           

                                      no                            4/ 479 (  0.8)        6/ 462 (  1.3)      0.64 ( 0.18, 2.26)    0.64 ( 0.18, 2.28)    -0.00 ( -0.02,  0.01)     0.5400                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                          2/ 960 (  0.2)       12/ 962 (  1.2)      0.17 ( 0.04, 0.74)    0.17 ( 0.04, 0.74)    -0.01 ( -0.02, -0.00)     0.0074                           

 infestations, PT: Gastroenteritis                                                                                                                                                                                   

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8003            

                                      <= 65 years                   1/ 235 (  0.4)        5/ 246 (  2.0)      0.21 ( 0.02, 1.78)    0.21 ( 0.02, 1.78)    -0.02 ( -0.04,  0.00)     0.2166                           

                                      > 65 years                    1/ 725 (  0.1)        7/ 716 (  1.0)      0.14 ( 0.02, 1.14)    0.14 ( 0.02, 1.14)    -0.01 ( -0.02, -0.00)     0.0375                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1380            

                                      female                        1/ 277 (  0.4)        1/ 257 (  0.4)      0.93 ( 0.06,14.76)    0.93 ( 0.06,14.91)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      male                          1/ 683 (  0.1)       11/ 705 (  1.6)      0.09 ( 0.01, 0.72)    0.09 ( 0.01, 0.72)    -0.01 ( -0.03, -0.00)     0.0045                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0330            

                                      white                         1/ 711 (  0.1)        9/ 715 (  1.3)      0.11 ( 0.01, 0.88)    0.11 ( 0.01, 0.87)    -0.01 ( -0.02, -0.00)     0.0211                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         0/ 186 (  0.0)        3/ 186 (  1.6)      0.14 ( 0.01, 2.75)    0.14 ( 0.01, 2.74)    -0.02 ( -0.03,  0.00)     0.2480                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2264            

                                      North America                 1/ 137 (  0.7)        1/ 167 (  0.6)      1.22 ( 0.08,19.31)    1.22 ( 0.08,19.70)     0.00 ( -0.02,  0.02)     1.0000                           

                                      South America                 1/ 185 (  0.5)        3/ 180 (  1.7)      0.32 ( 0.03, 3.09)    0.32 ( 0.03, 3.11)    -0.01 ( -0.03,  0.01)     0.3662                           

                                      Europe                        0/ 455 (  0.0)        5/ 435 (  1.1)      0.09 ( 0.00, 1.57)    0.09 ( 0.00, 1.56)    -0.01 ( -0.02, -0.00)     0.0276                           

                                      Asia/Pacific                  0/ 183 (  0.0)        3/ 180 (  1.7)      0.14 ( 0.01, 2.70)    0.14 ( 0.01, 2.69)    -0.02 ( -0.04,  0.00)     0.1209                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1908            

                                      < 45  mL/min/1.73m^2          2/ 362 (  0.6)        6/ 357 (  1.7)      0.33 ( 0.07, 1.62)    0.33 ( 0.07, 1.62)    -0.01 ( -0.03,  0.00)     0.1746                           

                                      >= 45  mL/min/1.73m^2         0/ 598 (  0.0)        6/ 605 (  1.0)      0.08 ( 0.00, 1.38)    0.08 ( 0.00, 1.37)    -0.01 ( -0.02, -0.00)     0.0309                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          2/ 947 (  0.2)       12/ 951 (  1.3)      0.17 ( 0.04, 0.75)    0.17 ( 0.04, 0.74)    -0.01 ( -0.02, -0.00)     0.0075                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6843            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    1/ 661 (  0.2)        8/ 677 (  1.2)      0.13 ( 0.02, 1.02)    0.13 ( 0.02, 1.02)    -0.01 ( -0.02, -0.00)     0.0386                           

                                      >=130 mmHg                    1/ 299 (  0.3)        4/ 285 (  1.4)      0.24 ( 0.03, 2.12)    0.24 ( 0.03, 2.12)    -0.01 ( -0.03,  0.00)     0.2064                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1163            

                                      yes                           2/ 481 (  0.4)        5/ 500 (  1.0)      0.42 ( 0.08, 2.13)    0.41 ( 0.08, 2.14)    -0.01 ( -0.02,  0.00)     0.4521                           

                                      no                            0/ 479 (  0.0)        7/ 462 (  1.5)      0.06 ( 0.00, 1.12)    0.06 ( 0.00, 1.11)    -0.02 ( -0.03, -0.00)     0.0067                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         12/ 960 (  1.3)       11/ 962 (  1.1)      1.09 ( 0.48, 2.47)    1.09 ( 0.48, 2.49)     0.00 ( -0.01,  0.01)     0.8300                           

 infestations, PT: Influenza                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5118            

                                      <= 65 years                   1/ 235 (  0.4)        2/ 246 (  0.8)      0.52 ( 0.05, 5.73)    0.52 ( 0.05, 5.79)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      > 65 years                   11/ 725 (  1.5)        9/ 716 (  1.3)      1.21 ( 0.50, 2.90)    1.21 ( 0.50, 2.94)     0.00 ( -0.01,  0.02)     0.6730                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0425            

                                      female                        6/ 277 (  2.2)        1/ 257 (  0.4)      5.57 ( 0.67,45.92)    5.67 ( 0.68,47.40)     0.02 ( -0.00,  0.04)     0.1244                           

                                      male                          6/ 683 (  0.9)       10/ 705 (  1.4)      0.62 ( 0.23, 1.69)    0.62 ( 0.22, 1.70)    -0.01 ( -0.02,  0.01)     0.3463                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0463            

                                      white                        10/ 711 (  1.4)        5/ 715 (  0.7)      2.01 ( 0.69, 5.85)    2.03 ( 0.69, 5.96)     0.01 ( -0.01,  0.02)     0.1908                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         1/ 186 (  0.5)        6/ 186 (  3.2)      0.17 ( 0.02, 1.37)    0.16 ( 0.02, 1.36)    -0.03 ( -0.05,  0.00)     0.1215                           

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0277            

                                      North America                 4/ 137 (  2.9)        1/ 167 (  0.6)      4.88 ( 0.55,43.12)    4.99 ( 0.55,45.20)     0.02 ( -0.01,  0.05)     0.1786                           

                                      South America                 3/ 185 (  1.6)        0/ 180 (  0.0)      6.81 ( 0.35,130.9)    6.92 ( 0.36,135.0)     0.02 ( -0.00,  0.03)     0.2481                           

                                      Europe                        4/ 455 (  0.9)        4/ 435 (  0.9)      0.96 ( 0.24, 3.80)    0.96 ( 0.24, 3.85)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  1/ 183 (  0.5)        6/ 180 (  3.3)      0.16 ( 0.02, 1.35)    0.16 ( 0.02, 1.34)    -0.03 ( -0.06,  0.00)     0.0659                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.5189            

                                      < 45  mL/min/1.73m^2          2/ 362 (  0.6)        3/ 357 (  0.8)      0.66 ( 0.11, 3.91)    0.66 ( 0.11, 3.95)    -0.00 ( -0.02,  0.01)     0.6845                           

                                      >= 45  mL/min/1.73m^2        10/ 598 (  1.7)        8/ 605 (  1.3)      1.26 ( 0.50, 3.18)    1.27 ( 0.50, 3.24)     0.00 ( -0.01,  0.02)     0.6173                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         12/ 947 (  1.3)       11/ 951 (  1.2)      1.10 ( 0.49, 2.47)    1.10 ( 0.48, 2.50)     0.00 ( -0.01,  0.01)     0.8259                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7440            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    9/ 661 (  1.4)        9/ 677 (  1.3)      1.02 ( 0.41, 2.56)    1.02 ( 0.40, 2.60)     0.00 ( -0.01,  0.02)     0.9593                           

                                      >=130 mmHg                    3/ 299 (  1.0)        2/ 285 (  0.7)      1.43 ( 0.24, 8.49)    1.43 ( 0.24, 8.65)     0.00 ( -0.01,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8972            

                                      yes                           6/ 481 (  1.2)        6/ 500 (  1.2)      1.04 ( 0.34, 3.20)    1.04 ( 0.33, 3.25)     0.00 ( -0.02,  0.02)     0.9462                           

                                      no                            6/ 479 (  1.3)        5/ 462 (  1.1)      1.16 ( 0.36, 3.77)    1.16 ( 0.35, 3.83)     0.00 ( -0.02,  0.02)     0.8081                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         23/ 960 (  2.4)       39/ 962 (  4.1)      0.59 ( 0.36, 0.98)    0.58 ( 0.34, 0.98)    -0.02 ( -0.03,  0.00)     0.0397                           

 infestations, PT: Nasopharyngitis                                                                                                                                                                                   

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3782            

                                      <= 65 years                   4/ 235 (  1.7)       11/ 246 (  4.5)      0.38 ( 0.12, 1.18)    0.37 ( 0.12, 1.18)    -0.03 ( -0.07,  0.01)     0.0810                           

                                      > 65 years                   19/ 725 (  2.6)       28/ 716 (  3.9)      0.67 ( 0.38, 1.19)    0.66 ( 0.37, 1.20)    -0.01 ( -0.03,  0.01)     0.1683                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4309            

                                      female                        5/ 277 (  1.8)        5/ 257 (  1.9)      0.93 ( 0.27, 3.17)    0.93 ( 0.27, 3.24)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      male                         18/ 683 (  2.6)       34/ 705 (  4.8)      0.55 ( 0.31, 0.96)    0.53 ( 0.30, 0.96)    -0.02 ( -0.04, -0.00)     0.0320                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3675            

                                      white                         8/ 711 (  1.1)       10/ 715 (  1.4)      0.80 ( 0.32, 2.03)    0.80 ( 0.31, 2.04)    -0.00 ( -0.02,  0.01)     0.6439                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                        15/ 186 (  8.1)       29/ 186 ( 15.6)      0.52 ( 0.29, 0.93)    0.47 ( 0.25, 0.92)    -0.08 ( -0.15, -0.01)     0.0248                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4205            

                                      North America                 1/ 137 (  0.7)        5/ 167 (  3.0)      0.24 ( 0.03, 2.06)    0.24 ( 0.03, 2.06)    -0.02 ( -0.05,  0.01)     0.2279                           

                                      South America                 0/ 185 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                      Europe                        7/ 455 (  1.5)        7/ 435 (  1.6)      0.96 ( 0.34, 2.70)    0.96 ( 0.33, 2.75)    -0.00 ( -0.02,  0.02)     0.9325                           

                                      Asia/Pacific                 15/ 183 (  8.2)       27/ 180 ( 15.0)      0.55 ( 0.30, 0.99)    0.51 ( 0.26, 0.99)    -0.07 ( -0.14,  0.00)     0.0430                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.7887            

                                      < 45  mL/min/1.73m^2         10/ 362 (  2.8)       18/ 357 (  5.0)      0.55 ( 0.26, 1.17)    0.54 ( 0.24, 1.18)    -0.02 ( -0.06,  0.01)     0.1144                           

                                      >= 45  mL/min/1.73m^2        13/ 598 (  2.2)       21/ 605 (  3.5)      0.63 ( 0.32, 1.24)    0.62 ( 0.31, 1.25)    -0.01 ( -0.03,  0.01)     0.1748                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.0762            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        0/  11 (  0.0)      4.29 ( 0.23,80.81)    5.00 ( 0.22,116.0)     0.15 ( -0.04,  0.35)     0.4819                           

                                      >= 30  mL/min/1.73m^         21/ 947 (  2.2)       39/ 951 (  4.1)      0.54 ( 0.32, 0.91)    0.53 ( 0.31, 0.91)    -0.02 ( -0.04, -0.00)     0.0191                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1353            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   19/ 661 (  2.9)       26/ 677 (  3.8)      0.75 ( 0.42, 1.34)    0.74 ( 0.41, 1.35)    -0.01 ( -0.03,  0.01)     0.3273                           

                                      >=130 mmHg                    4/ 299 (  1.3)       13/ 285 (  4.6)      0.29 ( 0.10, 0.89)    0.28 ( 0.09, 0.88)    -0.03 ( -0.07, -0.00)     0.0207                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8847            

                                      yes                          10/ 481 (  2.1)       17/ 500 (  3.4)      0.61 ( 0.28, 1.32)    0.60 ( 0.27, 1.33)    -0.01 ( -0.04,  0.01)     0.2064                           

                                      no                           13/ 479 (  2.7)       22/ 462 (  4.8)      0.57 ( 0.29, 1.12)    0.56 ( 0.28, 1.12)    -0.02 ( -0.05,  0.01)     0.0972                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         43/ 960 (  4.5)       54/ 962 (  5.6)      0.80 ( 0.54, 1.18)    0.79 ( 0.52, 1.19)    -0.01 ( -0.03,  0.01)     0.2562                           

 infestations, PT: Pneumonia                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4034            

                                      <= 65 years                   5/ 235 (  2.1)       10/ 246 (  4.1)      0.52 ( 0.18, 1.51)    0.51 ( 0.17, 1.52)    -0.02 ( -0.06,  0.02)     0.2222                           

                                      > 65 years                   38/ 725 (  5.2)       44/ 716 (  6.1)      0.85 ( 0.56, 1.30)    0.84 ( 0.54, 1.32)    -0.01 ( -0.03,  0.02)     0.4591                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8899            

                                      female                        9/ 277 (  3.2)       11/ 257 (  4.3)      0.76 ( 0.32, 1.80)    0.75 ( 0.31, 1.84)    -0.01 ( -0.05,  0.03)     0.5310                           

                                      male                         34/ 683 (  5.0)       43/ 705 (  6.1)      0.82 ( 0.53, 1.26)    0.81 ( 0.51, 1.28)    -0.01 ( -0.04,  0.01)     0.3618                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6264            

                                      white                        30/ 711 (  4.2)       37/ 715 (  5.2)      0.82 ( 0.51, 1.30)    0.81 ( 0.49, 1.32)    -0.01 ( -0.03,  0.01)     0.3941                           

                                      black or african american     1/  44 (  2.3)        3/  46 (  6.5)      0.35 ( 0.04, 3.23)    0.33 ( 0.03, 3.33)    -0.04 ( -0.13,  0.04)     0.6168                           

                                      asian                        12/ 186 (  6.5)       13/ 186 (  7.0)      0.92 ( 0.43, 1.97)    0.92 ( 0.41, 2.07)    -0.01 ( -0.06,  0.05)     0.8362                           

                                      other                         0/  19 (  0.0)        1/  15 (  6.7)      0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)     0.4412                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3559            

                                      North America                 7/ 137 (  5.1)        5/ 167 (  3.0)      1.71 ( 0.55, 5.26)    1.74 ( 0.54, 5.62)     0.02 ( -0.03,  0.08)     0.3467                           

                                      South America                 9/ 185 (  4.9)       12/ 180 (  6.7)      0.73 ( 0.32, 1.69)    0.72 ( 0.29, 1.74)    -0.02 ( -0.07,  0.04)     0.4605                           

                                      Europe                       15/ 455 (  3.3)       25/ 435 (  5.7)      0.57 ( 0.31, 1.07)    0.56 ( 0.29, 1.08)    -0.02 ( -0.06,  0.00)     0.0779                           

                                      Asia/Pacific                 12/ 183 (  6.6)       12/ 180 (  6.7)      0.98 ( 0.45, 2.13)    0.98 ( 0.43, 2.25)    -0.00 ( -0.06,  0.06)     0.9666                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.4306            

                                      < 45  mL/min/1.73m^2         22/ 362 (  6.1)       23/ 357 (  6.4)      0.94 ( 0.54, 1.66)    0.94 ( 0.51, 1.72)    -0.00 ( -0.04,  0.03)     0.8399                           

                                      >= 45  mL/min/1.73m^2        21/ 598 (  3.5)       31/ 605 (  5.1)      0.69 ( 0.40, 1.18)    0.67 ( 0.38, 1.19)    -0.02 ( -0.04,  0.01)     0.1694                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.5582            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        2/  11 ( 18.2)      0.42 ( 0.04, 4.06)    0.38 ( 0.03, 4.81)    -0.10 ( -0.37,  0.17)     0.5761                           

                                      >= 30  mL/min/1.73m^         42/ 947 (  4.4)       52/ 951 (  5.5)      0.81 ( 0.55, 1.21)    0.80 ( 0.53, 1.22)    -0.01 ( -0.03,  0.01)     0.2999                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6103            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   31/ 661 (  4.7)       42/ 677 (  6.2)      0.76 ( 0.48, 1.19)    0.74 ( 0.46, 1.20)    -0.02 ( -0.04,  0.01)     0.2230                           

                                      >=130 mmHg                   12/ 299 (  4.0)       12/ 285 (  4.2)      0.95 ( 0.44, 2.09)    0.95 ( 0.42, 2.15)    -0.00 ( -0.04,  0.03)     0.9046                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7600            

                                      yes                          22/ 481 (  4.6)       27/ 500 (  5.4)      0.85 ( 0.49, 1.47)    0.84 ( 0.47, 1.50)    -0.01 ( -0.04,  0.02)     0.5528                           

                                      no                           21/ 479 (  4.4)       27/ 462 (  5.8)      0.75 ( 0.43, 1.31)    0.74 ( 0.41, 1.33)    -0.01 ( -0.05,  0.02)     0.3091                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         28/ 960 (  2.9)       30/ 962 (  3.1)      0.94 ( 0.56, 1.55)    0.93 ( 0.55, 1.57)    -0.00 ( -0.02,  0.01)     0.7960                           

 infestations, PT: Urinary tract                                                                                                                                                                                     

 infection                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3757            

                                      <= 65 years                   7/ 235 (  3.0)        5/ 246 (  2.0)      1.47 ( 0.47, 4.55)    1.48 ( 0.46, 4.73)     0.01 ( -0.02,  0.05)     0.5064                           

                                      > 65 years                   21/ 725 (  2.9)       25/ 716 (  3.5)      0.83 ( 0.47, 1.47)    0.82 ( 0.46, 1.49)    -0.01 ( -0.03,  0.01)     0.5207                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3792            

                                      female                       17/ 277 (  6.1)       14/ 257 (  5.4)      1.13 ( 0.57, 2.24)    1.13 ( 0.55, 2.35)     0.01 ( -0.04,  0.05)     0.7337                           

                                      male                         11/ 683 (  1.6)       16/ 705 (  2.3)      0.71 ( 0.33, 1.52)    0.70 ( 0.32, 1.53)    -0.01 ( -0.02,  0.01)     0.3743                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6460            

                                      white                        22/ 711 (  3.1)       23/ 715 (  3.2)      0.96 ( 0.54, 1.71)    0.96 ( 0.53, 1.74)    -0.00 ( -0.02,  0.02)     0.8947                           

                                      black or african american     3/  44 (  6.8)        2/  46 (  4.3)      1.57 ( 0.28, 8.94)    1.61 ( 0.26,10.13)     0.02 ( -0.07,  0.12)     0.6733                           

                                      asian                         3/ 186 (  1.6)        4/ 186 (  2.2)      0.75 ( 0.17, 3.30)    0.75 ( 0.16, 3.38)    -0.01 ( -0.03,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        1/  15 (  6.7)      0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)     0.4412                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9478            

                                      North America                 6/ 137 (  4.4)        6/ 167 (  3.6)      1.22 ( 0.40, 3.69)    1.23 ( 0.39, 3.90)     0.01 ( -0.04,  0.07)     0.7264                           

                                      South America                 9/ 185 (  4.9)       11/ 180 (  6.1)      0.80 ( 0.34, 1.88)    0.79 ( 0.32, 1.94)    -0.01 ( -0.07,  0.04)     0.6014                           

                                      Europe                       10/ 455 (  2.2)       10/ 435 (  2.3)      0.96 ( 0.40, 2.27)    0.96 ( 0.39, 2.32)    -0.00 ( -0.02,  0.02)     0.9191                           

                                      Asia/Pacific                  3/ 183 (  1.6)        3/ 180 (  1.7)      0.98 ( 0.20, 4.81)    0.98 ( 0.20, 4.94)    -0.00 ( -0.03,  0.03)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2996            

                                      < 45  mL/min/1.73m^2         17/ 362 (  4.7)       14/ 357 (  3.9)      1.20 ( 0.60, 2.39)    1.21 ( 0.59, 2.49)     0.01 ( -0.03,  0.04)     0.6094                           

                                      >= 45  mL/min/1.73m^2        11/ 598 (  1.8)       16/ 605 (  2.6)      0.70 ( 0.33, 1.49)    0.69 ( 0.32, 1.50)    -0.01 ( -0.03,  0.01)     0.3461                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.3270            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         27/ 947 (  2.9)       30/ 951 (  3.2)      0.90 ( 0.54, 1.51)    0.90 ( 0.53, 1.53)    -0.00 ( -0.02,  0.01)     0.6986                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9599            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   19/ 661 (  2.9)       21/ 677 (  3.1)      0.93 ( 0.50, 1.71)    0.92 ( 0.49, 1.74)    -0.00 ( -0.02,  0.02)     0.8071                           

                                      >=130 mmHg                    9/ 299 (  3.0)        9/ 285 (  3.2)      0.95 ( 0.38, 2.37)    0.95 ( 0.37, 2.43)    -0.00 ( -0.03,  0.03)     0.9178                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8848            

                                      yes                          14/ 481 (  2.9)       15/ 500 (  3.0)      0.97 ( 0.47, 1.99)    0.97 ( 0.46, 2.03)    -0.00 ( -0.02,  0.02)     0.9342                           

                                      no                           14/ 479 (  2.9)       15/ 462 (  3.2)      0.90 ( 0.44, 1.84)    0.90 ( 0.43, 1.88)    -0.00 ( -0.03,  0.02)     0.7739                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Injury, poisoning and        Overall                         57/ 960 (  5.9)       48/ 962 (  5.0)      1.19 ( 0.82, 1.73)    1.20 ( 0.81, 1.78)     0.01 ( -0.01,  0.03)     0.3607                           

 procedural complications                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2746            

                                      <= 65 years                   8/ 235 (  3.4)       11/ 246 (  4.5)      0.76 ( 0.31, 1.86)    0.75 ( 0.30, 1.91)    -0.01 ( -0.05,  0.03)     0.5485                           

                                      > 65 years                   49/ 725 (  6.8)       37/ 716 (  5.2)      1.31 ( 0.86, 1.98)    1.33 ( 0.86, 2.07)     0.02 ( -0.01,  0.04)     0.2026                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1108            

                                      female                       21/ 277 (  7.6)       10/ 257 (  3.9)      1.95 ( 0.94, 4.06)    2.03 ( 0.94, 4.39)     0.04 ( -0.01,  0.08)     0.0687                           

                                      male                         36/ 683 (  5.3)       38/ 705 (  5.4)      0.98 ( 0.63, 1.52)    0.98 ( 0.61, 1.56)    -0.00 ( -0.03,  0.02)     0.9213                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0677            

                                      white                        42/ 711 (  5.9)       33/ 715 (  4.6)      1.28 ( 0.82, 2.00)    1.30 ( 0.81, 2.07)     0.01 ( -0.01,  0.04)     0.2747                           

                                      black or african american     4/  44 (  9.1)        0/  46 (  0.0)      9.40 ( 0.52,169.6)   10.33 ( 0.54,197.8)     0.09 (  0.01,  0.18)     0.0531                           

                                      asian                        11/ 186 (  5.9)       15/ 186 (  8.1)      0.73 ( 0.35, 1.55)    0.72 ( 0.32, 1.60)    -0.02 ( -0.08,  0.04)     0.4166                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1213            

                                      North America                13/ 137 (  9.5)       12/ 167 (  7.2)      1.32 ( 0.62, 2.80)    1.35 ( 0.60, 3.07)     0.02 ( -0.04,  0.10)     0.4677                           

                                      South America                10/ 185 (  5.4)        2/ 180 (  1.1)      4.86 ( 1.08,21.90)    5.09 ( 1.10,23.54)     0.04 (  0.00,  0.09)     0.0216                           

                                      Europe                       23/ 455 (  5.1)       19/ 435 (  4.4)      1.16 ( 0.64, 2.09)    1.17 ( 0.63, 2.17)     0.01 ( -0.02,  0.04)     0.6291                           

                                      Asia/Pacific                 11/ 183 (  6.0)       15/ 180 (  8.3)      0.72 ( 0.34, 1.53)    0.70 ( 0.31, 1.58)    -0.02 ( -0.08,  0.04)     0.3916                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2146            

                                      < 45  mL/min/1.73m^2         21/ 362 (  5.8)       23/ 357 (  6.4)      0.90 ( 0.51, 1.60)    0.89 ( 0.49, 1.65)    -0.01 ( -0.04,  0.03)     0.7199                           

                                      >= 45  mL/min/1.73m^2        36/ 598 (  6.0)       25/ 605 (  4.1)      1.46 ( 0.89, 2.40)    1.49 ( 0.88, 2.51)     0.02 ( -0.01,  0.05)     0.1358                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.8022            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        1/  11 (  9.1)      0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)     1.0000                           

                                      >= 30  mL/min/1.73m^         56/ 947 (  5.9)       47/ 951 (  4.9)      1.20 ( 0.82, 1.74)    1.21 ( 0.81, 1.80)     0.01 ( -0.01,  0.03)     0.3505                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1060            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   49/ 661 (  7.4)       36/ 677 (  5.3)      1.39 ( 0.92, 2.11)    1.43 ( 0.91, 2.22)     0.02 ( -0.01,  0.05)     0.1163                           

                                      >=130 mmHg                    8/ 299 (  2.7)       12/ 285 (  4.2)      0.64 ( 0.26, 1.53)    0.63 ( 0.25, 1.55)    -0.02 ( -0.05,  0.02)     0.3084                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1313            

                                      yes                          24/ 481 (  5.0)       28/ 500 (  5.6)      0.89 ( 0.52, 1.51)    0.89 ( 0.51, 1.55)    -0.01 ( -0.04,  0.02)     0.6698                           

                                      no                           33/ 479 (  6.9)       20/ 462 (  4.3)      1.59 ( 0.93, 2.73)    1.64 ( 0.92, 2.89)     0.03 ( -0.01,  0.06)     0.0887                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Investigations               Overall                         46/ 960 (  4.8)       52/ 962 (  5.4)      0.89 ( 0.60, 1.30)    0.88 ( 0.59, 1.32)    -0.01 ( -0.03,  0.01)     0.5409                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1868            

                                      <= 65 years                  14/ 235 (  6.0)       23/ 246 (  9.3)      0.64 ( 0.34, 1.21)    0.61 ( 0.31, 1.22)    -0.03 ( -0.09,  0.02)     0.1633                           

                                      > 65 years                   32/ 725 (  4.4)       29/ 716 (  4.1)      1.09 ( 0.67, 1.78)    1.09 ( 0.65, 1.83)     0.00 ( -0.02,  0.03)     0.7319                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1720            

                                      female                       13/ 277 (  4.7)        8/ 257 (  3.1)      1.51 ( 0.64, 3.58)    1.53 ( 0.62, 3.76)     0.02 ( -0.02,  0.05)     0.3483                           

                                      male                         33/ 683 (  4.8)       44/ 705 (  6.2)      0.77 ( 0.50, 1.20)    0.76 ( 0.48, 1.21)    -0.01 ( -0.04,  0.01)     0.2516                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4524            

                                      white                        34/ 711 (  4.8)       39/ 715 (  5.5)      0.88 ( 0.56, 1.37)    0.87 ( 0.54, 1.40)    -0.01 ( -0.03,  0.02)     0.5646                           

                                      black or african american     3/  44 (  6.8)        1/  46 (  2.2)      3.14 ( 0.34,29.03)    3.29 ( 0.33,32.92)     0.05 ( -0.04,  0.13)     0.3554                           

                                      asian                         9/ 186 (  4.8)       12/ 186 (  6.5)      0.75 ( 0.32, 1.74)    0.74 ( 0.30, 1.79)    -0.02 ( -0.07,  0.04)     0.5009                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7715            

                                      North America                14/ 137 ( 10.2)       15/ 167 (  9.0)      1.14 ( 0.57, 2.27)    1.15 ( 0.54, 2.48)     0.01 ( -0.06,  0.09)     0.7153                           

                                      South America                 2/ 185 (  1.1)        1/ 180 (  0.6)      1.95 ( 0.18,21.27)    1.96 ( 0.18,21.77)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                       21/ 455 (  4.6)       24/ 435 (  5.5)      0.84 ( 0.47, 1.48)    0.83 ( 0.45, 1.51)    -0.01 ( -0.04,  0.02)     0.5396                           

                                      Asia/Pacific                  9/ 183 (  4.9)       12/ 180 (  6.7)      0.74 ( 0.32, 1.71)    0.72 ( 0.30, 1.76)    -0.02 ( -0.07,  0.04)     0.4761                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.7138            

                                      < 45  mL/min/1.73m^2         25/ 362 (  6.9)       26/ 357 (  7.3)      0.95 ( 0.56, 1.61)    0.94 ( 0.53, 1.67)    -0.00 ( -0.04,  0.04)     0.8441                           

                                      >= 45  mL/min/1.73m^2        21/ 598 (  3.5)       26/ 605 (  4.3)      0.82 ( 0.46, 1.44)    0.81 ( 0.45, 1.46)    -0.01 ( -0.03,  0.02)     0.4820                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2934            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         46/ 947 (  4.9)       51/ 951 (  5.4)      0.91 ( 0.61, 1.34)    0.90 ( 0.60, 1.36)    -0.01 ( -0.03,  0.02)     0.6173                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2141            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   37/ 661 (  5.6)       37/ 677 (  5.5)      1.02 ( 0.66, 1.59)    1.03 ( 0.64, 1.64)     0.00 ( -0.02,  0.03)     0.9157                           

                                      >=130 mmHg                    9/ 299 (  3.0)       15/ 285 (  5.3)      0.57 ( 0.25, 1.29)    0.56 ( 0.24, 1.30)    -0.02 ( -0.06,  0.01)     0.1707                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7068            

                                      yes                          24/ 481 (  5.0)       30/ 500 (  6.0)      0.83 ( 0.49, 1.40)    0.82 ( 0.47, 1.43)    -0.01 ( -0.04,  0.02)     0.4881                           

                                      no                           22/ 479 (  4.6)       22/ 462 (  4.8)      0.96 ( 0.54, 1.72)    0.96 ( 0.53, 1.76)    -0.00 ( -0.03,  0.03)     0.9023                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Investigations, PT: Blood    Overall                         14/ 960 (  1.5)       14/ 962 (  1.5)      1.00 ( 0.48, 2.09)    1.00 ( 0.48, 2.11)     0.00 ( -0.01,  0.01)     0.9956                           

 creatinine increased                                                                                                                                                                                                

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3962            

                                      <= 65 years                   7/ 235 (  3.0)        5/ 246 (  2.0)      1.47 ( 0.47, 4.55)    1.48 ( 0.46, 4.73)     0.01 ( -0.02,  0.05)     0.5064                           

                                      > 65 years                    7/ 725 (  1.0)        9/ 716 (  1.3)      0.77 ( 0.29, 2.05)    0.77 ( 0.28, 2.07)    -0.00 ( -0.02,  0.01)     0.5977                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1192            

                                      female                        6/ 277 (  2.2)        2/ 257 (  0.8)      2.78 ( 0.57,13.67)    2.82 ( 0.56,14.11)     0.01 ( -0.01,  0.03)     0.2881                           

                                      male                          8/ 683 (  1.2)       12/ 705 (  1.7)      0.69 ( 0.28, 1.67)    0.68 ( 0.28, 1.68)    -0.01 ( -0.02,  0.01)     0.4069                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2068            

                                      white                        11/ 711 (  1.5)       11/ 715 (  1.5)      1.01 ( 0.44, 2.30)    1.01 ( 0.43, 2.33)     0.00 ( -0.01,  0.01)     0.9894                           

                                      black or african american     3/  44 (  6.8)        1/  46 (  2.2)      3.14 ( 0.34,29.03)    3.29 ( 0.33,32.92)     0.05 ( -0.04,  0.13)     0.3554                           

                                      asian                         0/ 186 (  0.0)        2/ 186 (  1.1)      0.20 ( 0.01, 4.14)    0.20 ( 0.01, 4.15)    -0.01 ( -0.03,  0.00)     0.4987                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2903            

                                      North America                 7/ 137 (  5.1)        6/ 167 (  3.6)      1.42 ( 0.49, 4.13)    1.44 ( 0.47, 4.40)     0.02 ( -0.04,  0.07)     0.5162                           

                                      South America                 0/ 185 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                      Europe                        7/ 455 (  1.5)        6/ 435 (  1.4)      1.12 ( 0.38, 3.29)    1.12 ( 0.37, 3.35)     0.00 ( -0.02,  0.02)     0.8433                           

                                      Asia/Pacific                  0/ 183 (  0.0)        2/ 180 (  1.1)      0.20 ( 0.01, 4.07)    0.19 ( 0.01, 4.08)    -0.01 ( -0.03,  0.00)     0.2452                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.4618            

                                      < 45  mL/min/1.73m^2          9/ 362 (  2.5)        7/ 357 (  2.0)      1.27 ( 0.48, 3.37)    1.27 ( 0.47, 3.46)     0.01 ( -0.02,  0.03)     0.6332                           

                                      >= 45  mL/min/1.73m^2         5/ 598 (  0.8)        7/ 605 (  1.2)      0.72 ( 0.23, 2.26)    0.72 ( 0.23, 2.28)    -0.00 ( -0.02,  0.01)     0.5756                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2588            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         14/ 947 (  1.5)       13/ 951 (  1.4)      1.08 ( 0.51, 2.29)    1.08 ( 0.51, 2.32)     0.00 ( -0.01,  0.01)     0.8377                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3147            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   12/ 661 (  1.8)       10/ 677 (  1.5)      1.23 ( 0.53, 2.83)    1.23 ( 0.53, 2.87)     0.00 ( -0.01,  0.02)     0.6267                           

                                      >=130 mmHg                    2/ 299 (  0.7)        4/ 285 (  1.4)      0.48 ( 0.09, 2.58)    0.47 ( 0.09, 2.60)    -0.01 ( -0.02,  0.01)     0.4404                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7535            

                                      yes                           9/ 481 (  1.9)       10/ 500 (  2.0)      0.94 ( 0.38, 2.28)    0.93 ( 0.38, 2.32)    -0.00 ( -0.02,  0.02)     0.8836                           

                                      no                            5/ 479 (  1.0)        4/ 462 (  0.9)      1.21 ( 0.33, 4.46)    1.21 ( 0.32, 4.53)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Investigations, PT:          Overall                          9/ 960 (  0.9)       14/ 962 (  1.5)      0.64 ( 0.28, 1.48)    0.64 ( 0.28, 1.49)    -0.01 ( -0.02,  0.01)     0.2967                           

 Glomerular filtration rate                                                                                                                                                                                          

 decreased                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2001            

                                      <= 65 years                   2/ 235 (  0.9)        7/ 246 (  2.8)      0.30 ( 0.06, 1.43)    0.29 ( 0.06, 1.43)    -0.02 ( -0.04,  0.00)     0.1766                           

                                      > 65 years                    7/ 725 (  1.0)        7/ 716 (  1.0)      0.99 ( 0.35, 2.80)    0.99 ( 0.34, 2.83)    -0.00 ( -0.01,  0.01)     0.9813                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5086            

                                      female                        4/ 277 (  1.4)        4/ 257 (  1.6)      0.93 ( 0.23, 3.67)    0.93 ( 0.23, 3.74)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      male                          5/ 683 (  0.7)       10/ 705 (  1.4)      0.52 ( 0.18, 1.50)    0.51 ( 0.17, 1.51)    -0.01 ( -0.02,  0.01)     0.2165                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4116            

                                      white                         9/ 711 (  1.3)       13/ 715 (  1.8)      0.70 ( 0.30, 1.62)    0.69 ( 0.29, 1.63)    -0.01 ( -0.02,  0.01)     0.3976                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         0/ 186 (  0.0)        1/ 186 (  0.5)      0.33 ( 0.01, 8.13)    0.33 ( 0.01, 8.19)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2920            

                                      North America                 3/ 137 (  2.2)        6/ 167 (  3.6)      0.61 ( 0.16, 2.39)    0.60 ( 0.15, 2.45)    -0.01 ( -0.05,  0.02)     0.5207                           

                                      South America                 2/ 185 (  1.1)        0/ 180 (  0.0)      4.87 ( 0.24,100.6)    4.92 ( 0.23,103.2)     0.01 ( -0.00,  0.03)     0.4987                           

                                      Europe                        4/ 455 (  0.9)        7/ 435 (  1.6)      0.55 ( 0.16, 1.85)    0.54 ( 0.16, 1.87)    -0.01 ( -0.03,  0.01)     0.3247                           

                                      Asia/Pacific                  0/ 183 (  0.0)        1/ 180 (  0.6)      0.33 ( 0.01, 8.00)    0.33 ( 0.01, 8.06)    -0.01 ( -0.02,  0.01)     0.4959                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2763            

                                      < 45  mL/min/1.73m^2          6/ 362 (  1.7)        6/ 357 (  1.7)      0.99 ( 0.32, 3.03)    0.99 ( 0.31, 3.09)    -0.00 ( -0.02,  0.02)     0.9806                           

                                      >= 45  mL/min/1.73m^2         3/ 598 (  0.5)        8/ 605 (  1.3)      0.38 ( 0.10, 1.42)    0.38 ( 0.10, 1.43)    -0.01 ( -0.02,  0.00)     0.1350                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          9/ 947 (  1.0)       14/ 951 (  1.5)      0.65 ( 0.28, 1.48)    0.64 ( 0.28, 1.49)    -0.01 ( -0.02,  0.01)     0.2990                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0897            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    8/ 661 (  1.2)        8/ 677 (  1.2)      1.02 ( 0.39, 2.71)    1.02 ( 0.38, 2.75)     0.00 ( -0.01,  0.01)     0.9616                           

                                      >=130 mmHg                    1/ 299 (  0.3)        6/ 285 (  2.1)      0.16 ( 0.02, 1.31)    0.16 ( 0.02, 1.30)    -0.02 ( -0.04,  0.00)     0.0629                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.4917            

                                      yes                           5/ 481 (  1.0)        6/ 500 (  1.2)      0.87 ( 0.27, 2.82)    0.86 ( 0.26, 2.85)    -0.00 ( -0.02,  0.02)     0.8115                           

                                      no                            4/ 479 (  0.8)        8/ 462 (  1.7)      0.48 ( 0.15, 1.59)    0.48 ( 0.14, 1.60)    -0.01 ( -0.03,  0.01)     0.2207                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                        134/ 960 ( 14.0)      142/ 962 ( 14.8)      0.95 ( 0.76, 1.18)    0.94 ( 0.73, 1.21)    -0.01 ( -0.04,  0.02)     0.6160                           

 disorders                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9358            

                                      <= 65 years                  32/ 235 ( 13.6)       36/ 246 ( 14.6)      0.93 ( 0.60, 1.45)    0.92 ( 0.55, 1.54)    -0.01 ( -0.08,  0.06)     0.7492                           

                                      > 65 years                  102/ 725 ( 14.1)      106/ 716 ( 14.8)      0.95 ( 0.74, 1.22)    0.94 ( 0.70, 1.26)    -0.01 ( -0.04,  0.03)     0.6913                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3628            

                                      female                       42/ 277 ( 15.2)       35/ 257 ( 13.6)      1.11 ( 0.74, 1.69)    1.13 ( 0.70, 1.84)     0.02 ( -0.05,  0.08)     0.6122                           

                                      male                         92/ 683 ( 13.5)      107/ 705 ( 15.2)      0.89 ( 0.69, 1.15)    0.87 ( 0.64, 1.18)    -0.02 ( -0.05,  0.02)     0.3644                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0811            

                                      white                       103/ 711 ( 14.5)       91/ 715 ( 12.7)      1.14 ( 0.88, 1.48)    1.16 ( 0.86, 1.57)     0.02 ( -0.02,  0.05)     0.3327                           

                                      black or african american     5/  44 ( 11.4)        9/  46 ( 19.6)      0.58 ( 0.21, 1.60)    0.53 ( 0.16, 1.72)    -0.08 ( -0.25,  0.09)     0.2859                           

                                      asian                        25/ 186 ( 13.4)       40/ 186 ( 21.5)      0.63 ( 0.40, 0.99)    0.57 ( 0.33, 0.98)    -0.08 ( -0.16,  0.00)     0.0408                           

                                      other                         1/  19 (  5.3)        2/  15 ( 13.3)      0.39 ( 0.04, 3.95)    0.36 ( 0.03, 4.42)    -0.08 ( -0.28,  0.12)     0.5714                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1083            

                                      North America                21/ 137 ( 15.3)       28/ 167 ( 16.8)      0.91 ( 0.54, 1.54)    0.90 ( 0.48, 1.67)    -0.01 ( -0.10,  0.08)     0.7348                           

                                      South America                22/ 185 ( 11.9)       19/ 180 ( 10.6)      1.13 ( 0.63, 2.01)    1.14 ( 0.60, 2.19)     0.01 ( -0.06,  0.08)     0.6865                           

                                      Europe                       67/ 455 ( 14.7)       55/ 435 ( 12.6)      1.16 ( 0.84, 1.62)    1.19 ( 0.81, 1.75)     0.02 ( -0.03,  0.07)     0.3670                           

                                      Asia/Pacific                 24/ 183 ( 13.1)       40/ 180 ( 22.2)      0.59 ( 0.37, 0.94)    0.53 ( 0.30, 0.92)    -0.09 ( -0.17, -0.01)     0.0230                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.3919            

                                      < 45  mL/min/1.73m^2         61/ 362 ( 16.9)       57/ 357 ( 16.0)      1.06 ( 0.76, 1.47)    1.07 ( 0.72, 1.58)     0.01 ( -0.05,  0.07)     0.7490                           

                                      >= 45  mL/min/1.73m^2        73/ 598 ( 12.2)       85/ 605 ( 14.0)      0.87 ( 0.65, 1.16)    0.85 ( 0.61, 1.19)    -0.02 ( -0.06,  0.02)     0.3444                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1226            

                                      < 30  mL/min/1.73m^2          6/  13 ( 46.2)        2/  11 ( 18.2)      2.54 ( 0.64,10.13)    3.86 ( 0.59,25.29)     0.28 ( -0.07,  0.63)     0.2108                           

                                      >= 30  mL/min/1.73m^        128/ 947 ( 13.5)      140/ 951 ( 14.7)      0.92 ( 0.74, 1.15)    0.91 ( 0.70, 1.17)    -0.01 ( -0.04,  0.02)     0.4511                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8536            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   94/ 661 ( 14.2)      103/ 677 ( 15.2)      0.93 ( 0.72, 1.21)    0.92 ( 0.68, 1.25)    -0.01 ( -0.05,  0.03)     0.6083                           

                                      >=130 mmHg                   40/ 299 ( 13.4)       39/ 285 ( 13.7)      0.98 ( 0.65, 1.47)    0.97 ( 0.61, 1.57)    -0.00 ( -0.06,  0.06)     0.9139                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1537            

                                      yes                          78/ 481 ( 16.2)       74/ 500 ( 14.8)      1.10 ( 0.82, 1.47)    1.11 ( 0.79, 1.57)     0.01 ( -0.03,  0.06)     0.5402                           

                                      no                           56/ 479 ( 11.7)       68/ 462 ( 14.7)      0.79 ( 0.57, 1.10)    0.77 ( 0.52, 1.12)    -0.03 ( -0.08,  0.01)     0.1701                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         20/ 960 (  2.1)       18/ 962 (  1.9)      1.11 ( 0.59, 2.09)    1.12 ( 0.59, 2.12)     0.00 ( -0.01,  0.02)     0.7383                           

 disorders, PT: Dehydration                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5819            

                                      <= 65 years                   2/ 235 (  0.9)        3/ 246 (  1.2)      0.70 ( 0.12, 4.14)    0.70 ( 0.12, 4.20)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      > 65 years                   18/ 725 (  2.5)       15/ 716 (  2.1)      1.19 ( 0.60, 2.33)    1.19 ( 0.59, 2.38)     0.00 ( -0.01,  0.02)     0.6228                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1918            

                                      female                        6/ 277 (  2.2)        2/ 257 (  0.8)      2.78 ( 0.57,13.67)    2.82 ( 0.56,14.11)     0.01 ( -0.01,  0.03)     0.2881                           

                                      male                         14/ 683 (  2.0)       16/ 705 (  2.3)      0.90 ( 0.44, 1.84)    0.90 ( 0.44, 1.86)    -0.00 ( -0.02,  0.02)     0.7785                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3191            

                                      white                        14/ 711 (  2.0)        9/ 715 (  1.3)      1.56 ( 0.68, 3.59)    1.58 ( 0.68, 3.66)     0.01 ( -0.01,  0.02)     0.2872                           

                                      black or african american     0/  44 (  0.0)        1/  46 (  2.2)      0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)     1.0000                           

                                      asian                         6/ 186 (  3.2)        8/ 186 (  4.3)      0.75 ( 0.27, 2.12)    0.74 ( 0.25, 2.18)    -0.01 ( -0.06,  0.04)     0.5863                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2348            

                                      North America                 5/ 137 (  3.6)        3/ 167 (  1.8)      2.03 ( 0.49, 8.35)    2.07 ( 0.49, 8.82)     0.02 ( -0.02,  0.06)     0.4746                           

                                      South America                 0/ 185 (  0.0)        2/ 180 (  1.1)      0.19 ( 0.01, 4.03)    0.19 ( 0.01, 4.04)    -0.01 ( -0.03,  0.00)     0.2425                           

                                      Europe                        9/ 455 (  2.0)        5/ 435 (  1.1)      1.72 ( 0.58, 5.09)    1.74 ( 0.58, 5.22)     0.01 ( -0.01,  0.03)     0.3210                           

                                      Asia/Pacific                  6/ 183 (  3.3)        8/ 180 (  4.4)      0.74 ( 0.26, 2.08)    0.73 ( 0.25, 2.14)    -0.01 ( -0.06,  0.04)     0.5647                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.7265            

                                      < 45  mL/min/1.73m^2          9/ 362 (  2.5)        9/ 357 (  2.5)      0.99 ( 0.40, 2.46)    0.99 ( 0.39, 2.51)    -0.00 ( -0.03,  0.03)     0.9762                           

                                      >= 45  mL/min/1.73m^2        11/ 598 (  1.8)        9/ 605 (  1.5)      1.24 ( 0.52, 2.96)    1.24 ( 0.51, 3.02)     0.00 ( -0.01,  0.02)     0.6333                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1841            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        0/  11 (  0.0)      4.29 ( 0.23,80.81)    5.00 ( 0.22,116.0)     0.15 ( -0.04,  0.35)     0.4819                           

                                      >= 30  mL/min/1.73m^         18/ 947 (  1.9)       18/ 951 (  1.9)      1.00 ( 0.53, 1.92)    1.00 ( 0.52, 1.94)     0.00 ( -0.01,  0.01)     0.9898                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5064            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   16/ 661 (  2.4)       13/ 677 (  1.9)      1.26 ( 0.61, 2.60)    1.27 ( 0.60, 2.66)     0.01 ( -0.01,  0.02)     0.5299                           

                                      >=130 mmHg                    4/ 299 (  1.3)        5/ 285 (  1.8)      0.76 ( 0.21, 2.81)    0.76 ( 0.20, 2.86)    -0.00 ( -0.02,  0.02)     0.7468                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1417            

                                      yes                          11/ 481 (  2.3)        6/ 500 (  1.2)      1.91 ( 0.71, 5.11)    1.93 ( 0.71, 5.25)     0.01 ( -0.01,  0.03)     0.1924                           

                                      no                            9/ 479 (  1.9)       12/ 462 (  2.6)      0.72 ( 0.31, 1.70)    0.72 ( 0.30, 1.72)    -0.01 ( -0.03,  0.01)     0.4559                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         16/ 960 (  1.7)       19/ 962 (  2.0)      0.84 ( 0.44, 1.63)    0.84 ( 0.43, 1.65)    -0.00 ( -0.02,  0.01)     0.6133                           

 disorders, PT: Diabetes mellitus                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5431            

                                      <= 65 years                   2/ 235 (  0.9)        4/ 246 (  1.6)      0.52 ( 0.10, 2.83)    0.52 ( 0.09, 2.86)    -0.01 ( -0.03,  0.01)     0.6860                           

                                      > 65 years                   14/ 725 (  1.9)       15/ 716 (  2.1)      0.92 ( 0.45, 1.90)    0.92 ( 0.44, 1.92)    -0.00 ( -0.02,  0.01)     0.8247                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2549            

                                      female                        5/ 277 (  1.8)        9/ 257 (  3.5)      0.52 ( 0.18, 1.52)    0.51 ( 0.17, 1.53)    -0.02 ( -0.05,  0.01)     0.2206                           

                                      male                         11/ 683 (  1.6)       10/ 705 (  1.4)      1.14 ( 0.49, 2.66)    1.14 ( 0.48, 2.70)     0.00 ( -0.01,  0.02)     0.7695                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4016            

                                      white                        11/ 711 (  1.5)       11/ 715 (  1.5)      1.01 ( 0.44, 2.30)    1.01 ( 0.43, 2.33)     0.00 ( -0.01,  0.01)     0.9894                           

                                      black or african american     0/  44 (  0.0)        2/  46 (  4.3)      0.21 ( 0.01, 4.23)    0.20 ( 0.01, 4.29)    -0.04 ( -0.10,  0.02)     0.4946                           

                                      asian                         5/ 186 (  2.7)        6/ 186 (  3.2)      0.83 ( 0.26, 2.68)    0.83 ( 0.25, 2.76)    -0.01 ( -0.05,  0.04)     0.7599                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8682            

                                      North America                 1/ 137 (  0.7)        3/ 167 (  1.8)      0.41 ( 0.04, 3.86)    0.40 ( 0.04, 3.91)    -0.01 ( -0.04,  0.01)     0.6299                           

                                      South America                 3/ 185 (  1.6)        4/ 180 (  2.2)      0.73 ( 0.17, 3.21)    0.73 ( 0.16, 3.29)    -0.01 ( -0.03,  0.02)     0.7206                           

                                      Europe                        7/ 455 (  1.5)        6/ 435 (  1.4)      1.12 ( 0.38, 3.29)    1.12 ( 0.37, 3.35)     0.00 ( -0.02,  0.02)     0.8433                           

                                      Asia/Pacific                  5/ 183 (  2.7)        6/ 180 (  3.3)      0.82 ( 0.25, 2.64)    0.81 ( 0.24, 2.72)    -0.01 ( -0.05,  0.04)     0.7387                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.4284            

                                      < 45  mL/min/1.73m^2          4/ 362 (  1.1)        7/ 357 (  2.0)      0.56 ( 0.17, 1.91)    0.56 ( 0.16, 1.93)    -0.01 ( -0.03,  0.01)     0.3502                           

                                      >= 45  mL/min/1.73m^2        12/ 598 (  2.0)       12/ 605 (  2.0)      1.01 ( 0.46, 2.23)    1.01 ( 0.45, 2.27)     0.00 ( -0.02,  0.02)     0.9770                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.5223            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        1/  11 (  9.1)      1.69 ( 0.18,16.25)    1.82 ( 0.14,23.25)     0.06 ( -0.20,  0.32)     1.0000                           

                                      >= 30  mL/min/1.73m^         14/ 947 (  1.5)       18/ 951 (  1.9)      0.78 ( 0.39, 1.56)    0.78 ( 0.38, 1.57)    -0.00 ( -0.02,  0.01)     0.4833                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2683            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   14/ 661 (  2.1)       14/ 677 (  2.1)      1.02 ( 0.49, 2.13)    1.02 ( 0.48, 2.17)     0.00 ( -0.02,  0.02)     0.9490                           

                                      >=130 mmHg                    2/ 299 (  0.7)        5/ 285 (  1.8)      0.38 ( 0.07, 1.95)    0.38 ( 0.07, 1.96)    -0.01 ( -0.03,  0.01)     0.2755                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.5966            

                                      yes                          12/ 481 (  2.5)       13/ 500 (  2.6)      0.96 ( 0.44, 2.08)    0.96 ( 0.43, 2.12)    -0.00 ( -0.02,  0.02)     0.9168                           

                                      no                            4/ 479 (  0.8)        6/ 462 (  1.3)      0.64 ( 0.18, 2.26)    0.64 ( 0.18, 2.28)    -0.00 ( -0.02,  0.01)     0.5400                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         12/ 960 (  1.3)       12/ 962 (  1.2)      1.00 ( 0.45, 2.22)    1.00 ( 0.45, 2.24)     0.00 ( -0.01,  0.01)     0.9959                           

 disorders, PT: Gout                                                                                                                                                                                                 

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4449            

                                      <= 65 years                   4/ 235 (  1.7)        6/ 246 (  2.4)      0.70 ( 0.20, 2.44)    0.69 ( 0.19, 2.49)    -0.01 ( -0.03,  0.02)     0.7520                           

                                      > 65 years                    8/ 725 (  1.1)        6/ 716 (  0.8)      1.32 ( 0.46, 3.78)    1.32 ( 0.46, 3.82)     0.00 ( -0.01,  0.02)     0.6076                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5403            

                                      female                        2/ 277 (  0.7)        3/ 257 (  1.2)      0.62 ( 0.10, 3.67)    0.62 ( 0.10, 3.72)    -0.00 ( -0.02,  0.01)     0.6754                           

                                      male                         10/ 683 (  1.5)        9/ 705 (  1.3)      1.15 ( 0.47, 2.81)    1.15 ( 0.46, 2.85)     0.00 ( -0.01,  0.02)     0.7638                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7276            

                                      white                         9/ 711 (  1.3)        9/ 715 (  1.3)      1.01 ( 0.40, 2.52)    1.01 ( 0.40, 2.55)     0.00 ( -0.01,  0.01)     0.9904                           

                                      black or african american     1/  44 (  2.3)        2/  46 (  4.3)      0.52 ( 0.05, 5.56)    0.51 ( 0.04, 5.85)    -0.02 ( -0.09,  0.05)     1.0000                           

                                      asian                         2/ 186 (  1.1)        1/ 186 (  0.5)      2.00 ( 0.18,21.87)    2.01 ( 0.18,22.37)     0.01 ( -0.01,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6401            

                                      North America                 4/ 137 (  2.9)        7/ 167 (  4.2)      0.70 ( 0.21, 2.33)    0.69 ( 0.20, 2.40)    -0.01 ( -0.05,  0.03)     0.7596                           

                                      South America                 1/ 185 (  0.5)        0/ 180 (  0.0)      2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                        5/ 455 (  1.1)        4/ 435 (  0.9)      1.20 ( 0.32, 4.42)    1.20 ( 0.32, 4.49)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  2/ 183 (  1.1)        1/ 180 (  0.6)      1.97 ( 0.18,21.50)    1.98 ( 0.18,22.01)     0.01 ( -0.01,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0135            

                                      < 45  mL/min/1.73m^2          8/ 362 (  2.2)        2/ 357 (  0.6)      3.94 ( 0.84,18.45)    4.01 ( 0.85,19.02)     0.02 ( -0.00,  0.03)     0.1070                           

                                      >= 45  mL/min/1.73m^2         4/ 598 (  0.7)       10/ 605 (  1.7)      0.40 ( 0.13, 1.28)    0.40 ( 0.12, 1.28)    -0.01 ( -0.03,  0.00)     0.1117                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         12/ 947 (  1.3)       12/ 951 (  1.3)      1.00 ( 0.45, 2.22)    1.00 ( 0.45, 2.25)     0.00 ( -0.01,  0.01)     0.9917                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3054            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   10/ 661 (  1.5)        8/ 677 (  1.2)      1.28 ( 0.51, 3.22)    1.28 ( 0.50, 3.28)     0.00 ( -0.01,  0.02)     0.5992                           

                                      >=130 mmHg                    2/ 299 (  0.7)        4/ 285 (  1.4)      0.48 ( 0.09, 2.58)    0.47 ( 0.09, 2.60)    -0.01 ( -0.02,  0.01)     0.4404                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7378            

                                      yes                           7/ 481 (  1.5)        8/ 500 (  1.6)      0.91 ( 0.33, 2.49)    0.91 ( 0.33, 2.52)    -0.00 ( -0.02,  0.02)     0.8536                           

                                      no                            5/ 479 (  1.0)        4/ 462 (  0.9)      1.21 ( 0.33, 4.46)    1.21 ( 0.32, 4.53)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         20/ 960 (  2.1)       25/ 962 (  2.6)      0.80 ( 0.45, 1.43)    0.80 ( 0.44, 1.45)    -0.01 ( -0.02,  0.01)     0.4551                           

 disorders, PT: Hyperkalaemia                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0511            

                                      <= 65 years                   7/ 235 (  3.0)        3/ 246 (  1.2)      2.44 ( 0.64, 9.33)    2.49 ( 0.64, 9.73)     0.02 ( -0.01,  0.04)     0.2124                           

                                      > 65 years                   13/ 725 (  1.8)       22/ 716 (  3.1)      0.58 ( 0.30, 1.15)    0.58 ( 0.29, 1.15)    -0.01 ( -0.03,  0.00)     0.1148                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1825            

                                      female                        7/ 277 (  2.5)        4/ 257 (  1.6)      1.62 ( 0.48, 5.48)    1.64 ( 0.47, 5.67)     0.01 ( -0.02,  0.04)     0.4305                           

                                      male                         13/ 683 (  1.9)       21/ 705 (  3.0)      0.64 ( 0.32, 1.27)    0.63 ( 0.31, 1.27)    -0.01 ( -0.03,  0.01)     0.1952                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1183            

                                      white                        17/ 711 (  2.4)       17/ 715 (  2.4)      1.01 ( 0.52, 1.95)    1.01 ( 0.51, 1.99)     0.00 ( -0.02,  0.02)     0.9868                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         2/ 186 (  1.1)        8/ 186 (  4.3)      0.25 ( 0.05, 1.16)    0.24 ( 0.05, 1.15)    -0.03 ( -0.08,  0.01)     0.0548                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2266            

                                      North America                 5/ 137 (  3.6)        6/ 167 (  3.6)      1.02 ( 0.32, 3.26)    1.02 ( 0.30, 3.40)     0.00 ( -0.04,  0.04)     1.0000                           

                                      South America                 3/ 185 (  1.6)        1/ 180 (  0.6)      2.92 ( 0.31,27.80)    2.95 ( 0.30,28.63)     0.01 ( -0.01,  0.03)     0.6231                           

                                      Europe                       10/ 455 (  2.2)       10/ 435 (  2.3)      0.96 ( 0.40, 2.27)    0.96 ( 0.39, 2.32)    -0.00 ( -0.02,  0.02)     0.9191                           

                                      Asia/Pacific                  2/ 183 (  1.1)        8/ 180 (  4.4)      0.25 ( 0.05, 1.14)    0.24 ( 0.05, 1.13)    -0.03 ( -0.07,  0.00)     0.0601                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6216            

                                      < 45  mL/min/1.73m^2         12/ 362 (  3.3)       13/ 357 (  3.6)      0.91 ( 0.42, 1.97)    0.91 ( 0.41, 2.02)    -0.00 ( -0.03,  0.03)     0.8113                           

                                      >= 45  mL/min/1.73m^2         8/ 598 (  1.3)       12/ 605 (  2.0)      0.67 ( 0.28, 1.64)    0.67 ( 0.27, 1.65)    -0.01 ( -0.02,  0.01)     0.3814                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2891            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         19/ 947 (  2.0)       25/ 951 (  2.6)      0.76 ( 0.42, 1.38)    0.76 ( 0.41, 1.39)    -0.01 ( -0.02,  0.01)     0.3677                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0879            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   11/ 661 (  1.7)       20/ 677 (  3.0)      0.56 ( 0.27, 1.17)    0.56 ( 0.26, 1.17)    -0.01 ( -0.03,  0.00)     0.1170                           

                                      >=130 mmHg                    9/ 299 (  3.0)        5/ 285 (  1.8)      1.72 ( 0.58, 5.06)    1.74 ( 0.58, 5.25)     0.01 ( -0.02,  0.04)     0.3218                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8268            

                                      yes                          11/ 481 (  2.3)       15/ 500 (  3.0)      0.76 ( 0.35, 1.64)    0.76 ( 0.34, 1.66)    -0.01 ( -0.03,  0.02)     0.4872                           

                                      no                            9/ 479 (  1.9)       10/ 462 (  2.2)      0.87 ( 0.36, 2.12)    0.87 ( 0.35, 2.15)    -0.00 ( -0.02,  0.02)     0.7556                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                          5/ 960 (  0.5)       12/ 962 (  1.2)      0.42 ( 0.15, 1.18)    0.41 ( 0.15, 1.18)    -0.01 ( -0.02,  0.00)     0.0890                           

 disorders, PT: Hyperuricaemia                                                                                                                                                                                       

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4589            

                                      <= 65 years                   3/ 235 (  1.3)        5/ 246 (  2.0)      0.63 ( 0.15, 2.60)    0.62 ( 0.15, 2.64)    -0.01 ( -0.03,  0.02)     0.7248                           

                                      > 65 years                    2/ 725 (  0.3)        7/ 716 (  1.0)      0.28 ( 0.06, 1.35)    0.28 ( 0.06, 1.35)    -0.01 ( -0.02,  0.00)     0.1063                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9294            

                                      female                        1/ 277 (  0.4)        2/ 257 (  0.8)      0.46 ( 0.04, 5.09)    0.46 ( 0.04, 5.13)    -0.00 ( -0.02,  0.01)     0.6107                           

                                      male                          4/ 683 (  0.6)       10/ 705 (  1.4)      0.41 ( 0.13, 1.31)    0.41 ( 0.13, 1.31)    -0.01 ( -0.02,  0.00)     0.1207                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1589            

                                      white                         3/ 711 (  0.4)        3/ 715 (  0.4)      1.01 ( 0.20, 4.97)    1.01 ( 0.20, 5.00)     0.00 ( -0.01,  0.01)     1.0000                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         2/ 186 (  1.1)        9/ 186 (  4.8)      0.22 ( 0.05, 1.01)    0.21 ( 0.05, 1.00)    -0.04 ( -0.08,  0.00)     0.0324                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0612            

                                      North America                 0/ 137 (  0.0)        0/ 167 (  0.0)        NE                    NE                    NE                                                       

                                      South America                 2/ 185 (  1.1)        0/ 180 (  0.0)      4.87 ( 0.24,100.6)    4.92 ( 0.23,103.2)     0.01 ( -0.00,  0.03)     0.4987                           

                                      Europe                        1/ 455 (  0.2)        3/ 435 (  0.7)      0.32 ( 0.03, 3.05)    0.32 ( 0.03, 3.06)    -0.00 ( -0.01,  0.00)     0.3633                           

                                      Asia/Pacific                  2/ 183 (  1.1)        9/ 180 (  5.0)      0.22 ( 0.05, 1.00)    0.21 ( 0.04, 0.99)    -0.04 ( -0.09,  0.00)     0.0301                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.3264            

                                      < 45  mL/min/1.73m^2          0/ 362 (  0.0)        2/ 357 (  0.6)      0.20 ( 0.01, 4.09)    0.20 ( 0.01, 4.10)    -0.01 ( -0.01,  0.00)     0.2462                           

                                      >= 45  mL/min/1.73m^2         5/ 598 (  0.8)       10/ 605 (  1.7)      0.51 ( 0.17, 1.47)    0.50 ( 0.17, 1.48)    -0.01 ( -0.02,  0.01)     0.2020                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          5/ 947 (  0.5)       12/ 951 (  1.3)      0.42 ( 0.15, 1.18)    0.42 ( 0.15, 1.18)    -0.01 ( -0.02,  0.00)     0.0898                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5420            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    4/ 661 (  0.6)        8/ 677 (  1.2)      0.51 ( 0.15, 1.69)    0.51 ( 0.15, 1.70)    -0.01 ( -0.02,  0.01)     0.2636                           

                                      >=130 mmHg                    1/ 299 (  0.3)        4/ 285 (  1.4)      0.24 ( 0.03, 2.12)    0.24 ( 0.03, 2.12)    -0.01 ( -0.03,  0.00)     0.2064                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.9934            

                                      yes                           2/ 481 (  0.4)        5/ 500 (  1.0)      0.42 ( 0.08, 2.13)    0.41 ( 0.08, 2.14)    -0.01 ( -0.02,  0.00)     0.4521                           

                                      no                            3/ 479 (  0.6)        7/ 462 (  1.5)      0.41 ( 0.11, 1.59)    0.41 ( 0.11, 1.59)    -0.01 ( -0.02,  0.00)     0.2165                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         10/ 960 (  1.0)       14/ 962 (  1.5)      0.72 ( 0.32, 1.60)    0.71 ( 0.32, 1.61)    -0.00 ( -0.02,  0.01)     0.4143                           

 disorders, PT: Hypoglycaemia                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0372            

                                      <= 65 years                   0/ 235 (  0.0)        5/ 246 (  2.0)      0.10 ( 0.01, 1.71)    0.09 ( 0.01, 1.70)    -0.02 ( -0.04, -0.00)     0.0615                           

                                      > 65 years                   10/ 725 (  1.4)        9/ 716 (  1.3)      1.10 ( 0.45, 2.68)    1.10 ( 0.44, 2.72)     0.00 ( -0.01,  0.02)     0.8388                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5668            

                                      female                        5/ 277 (  1.8)        5/ 257 (  1.9)      0.93 ( 0.27, 3.17)    0.93 ( 0.27, 3.24)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      male                          5/ 683 (  0.7)        9/ 705 (  1.3)      0.57 ( 0.19, 1.70)    0.57 ( 0.19, 1.71)    -0.01 ( -0.02,  0.01)     0.3103                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2054            

                                      white                         8/ 711 (  1.1)        7/ 715 (  1.0)      1.15 ( 0.42, 3.15)    1.15 ( 0.42, 3.19)     0.00 ( -0.01,  0.01)     0.7869                           

                                      black or african american     1/  44 (  2.3)        1/  46 (  2.2)      1.05 ( 0.07,16.20)    1.05 ( 0.06,17.26)     0.00 ( -0.06,  0.06)     1.0000                           

                                      asian                         0/ 186 (  0.0)        5/ 186 (  2.7)      0.09 ( 0.01, 1.63)    0.09 ( 0.00, 1.61)    -0.03 ( -0.05, -0.00)     0.0608                           

                                      other                         1/  19 (  5.3)        1/  15 (  6.7)      0.79 ( 0.05,11.61)    0.78 ( 0.04,13.56)    -0.01 ( -0.18,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1086            

                                      North America                 2/ 137 (  1.5)        3/ 167 (  1.8)      0.81 ( 0.14, 4.79)    0.81 ( 0.13, 4.92)    -0.00 ( -0.03,  0.03)     1.0000                           

                                      South America                 3/ 185 (  1.6)        4/ 180 (  2.2)      0.73 ( 0.17, 3.21)    0.73 ( 0.16, 3.29)    -0.01 ( -0.03,  0.02)     0.7206                           

                                      Europe                        5/ 455 (  1.1)        2/ 435 (  0.5)      2.39 ( 0.47,12.25)    2.41 ( 0.46,12.46)     0.01 ( -0.01,  0.02)     0.4521                           

                                      Asia/Pacific                  0/ 183 (  0.0)        5/ 180 (  2.8)      0.09 ( 0.00, 1.61)    0.09 ( 0.00, 1.58)    -0.03 ( -0.05, -0.00)     0.0291                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0890            

                                      < 45  mL/min/1.73m^2          3/ 362 (  0.8)        9/ 357 (  2.5)      0.33 ( 0.09, 1.20)    0.32 ( 0.09, 1.20)    -0.02 ( -0.04,  0.01)     0.0768                           

                                      >= 45  mL/min/1.73m^2         7/ 598 (  1.2)        5/ 605 (  0.8)      1.42 ( 0.45, 4.44)    1.42 ( 0.45, 4.50)     0.00 ( -0.01,  0.02)     0.5483                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         10/ 947 (  1.1)       14/ 951 (  1.5)      0.72 ( 0.32, 1.61)    0.71 ( 0.32, 1.62)    -0.00 ( -0.02,  0.01)     0.4173                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0534            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    3/ 661 (  0.5)       10/ 677 (  1.5)      0.31 ( 0.08, 1.11)    0.30 ( 0.08, 1.11)    -0.01 ( -0.02,  0.00)     0.0565                           

                                      >=130 mmHg                    7/ 299 (  2.3)        4/ 285 (  1.4)      1.67 ( 0.49, 5.64)    1.68 ( 0.49, 5.82)     0.01 ( -0.02,  0.04)     0.4052                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2415            

                                      yes                           9/ 481 (  1.9)       14/ 500 (  2.8)      0.67 ( 0.29, 1.53)    0.66 ( 0.28, 1.54)    -0.01 ( -0.03,  0.01)     0.3367                           

                                      no                            1/ 479 (  0.2)        0/ 462 (  0.0)      2.89 ( 0.12,70.85)    2.90 ( 0.12,71.36)     0.00 ( -0.00,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         11/ 960 (  1.1)       11/ 962 (  1.1)      1.00 ( 0.44, 2.30)    1.00 ( 0.43, 2.32)     0.00 ( -0.01,  0.01)     0.9961                           

 disorders, PT: Hypokalaemia                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5996            

                                      <= 65 years                   4/ 235 (  1.7)        3/ 246 (  1.2)      1.40 ( 0.32, 6.17)    1.40 ( 0.31, 6.33)     0.00 ( -0.02,  0.03)     0.7189                           

                                      > 65 years                    7/ 725 (  1.0)        8/ 716 (  1.1)      0.86 ( 0.32, 2.37)    0.86 ( 0.31, 2.39)    -0.00 ( -0.01,  0.01)     0.7766                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0742            

                                      female                        3/ 277 (  1.1)        0/ 257 (  0.0)      6.50 ( 0.34,125.2)    6.57 ( 0.34,127.7)     0.01 ( -0.00,  0.02)     0.2496                           

                                      male                          8/ 683 (  1.2)       11/ 705 (  1.6)      0.75 ( 0.30, 1.85)    0.75 ( 0.30, 1.87)    -0.00 ( -0.02,  0.01)     0.5331                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1483            

                                      white                         8/ 711 (  1.1)        5/ 715 (  0.7)      1.61 ( 0.53, 4.89)    1.62 ( 0.53, 4.96)     0.00 ( -0.01,  0.02)     0.3977                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         2/ 186 (  1.1)        6/ 186 (  3.2)      0.33 ( 0.07, 1.63)    0.33 ( 0.06, 1.64)    -0.02 ( -0.05,  0.01)     0.2837                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2013            

                                      North America                 3/ 137 (  2.2)        1/ 167 (  0.6)      3.66 ( 0.38,34.76)    3.72 ( 0.38,36.14)     0.02 ( -0.01,  0.04)     0.3305                           

                                      South America                 1/ 185 (  0.5)        0/ 180 (  0.0)      2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                        5/ 455 (  1.1)        4/ 435 (  0.9)      1.20 ( 0.32, 4.42)    1.20 ( 0.32, 4.49)     0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  2/ 183 (  1.1)        6/ 180 (  3.3)      0.33 ( 0.07, 1.60)    0.32 ( 0.06, 1.61)    -0.02 ( -0.05,  0.01)     0.1719                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.9769            

                                      < 45  mL/min/1.73m^2          4/ 362 (  1.1)        4/ 357 (  1.1)      0.99 ( 0.25, 3.91)    0.99 ( 0.24, 3.97)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      >= 45  mL/min/1.73m^2         7/ 598 (  1.2)        7/ 605 (  1.2)      1.01 ( 0.36, 2.87)    1.01 ( 0.35, 2.90)     0.00 ( -0.01,  0.01)     0.9825                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.3357            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         10/ 947 (  1.1)       11/ 951 (  1.2)      0.91 ( 0.39, 2.14)    0.91 ( 0.39, 2.16)    -0.00 ( -0.01,  0.01)     0.8339                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3749            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    7/ 661 (  1.1)        9/ 677 (  1.3)      0.80 ( 0.30, 2.13)    0.79 ( 0.29, 2.15)    -0.00 ( -0.02,  0.01)     0.6493                           

                                      >=130 mmHg                    4/ 299 (  1.3)        2/ 285 (  0.7)      1.91 ( 0.35,10.33)    1.92 ( 0.35,10.56)     0.01 ( -0.01,  0.02)     0.6864                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0618            

                                      yes                           6/ 481 (  1.2)        2/ 500 (  0.4)      3.12 ( 0.63,15.38)    3.15 ( 0.63,15.66)     0.01 ( -0.00,  0.02)     0.1702                           

                                      no                            5/ 479 (  1.0)        9/ 462 (  1.9)      0.54 ( 0.18, 1.59)    0.53 ( 0.18, 1.60)    -0.01 ( -0.03,  0.01)     0.2523                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         17/ 960 (  1.8)       16/ 962 (  1.7)      1.06 ( 0.54, 2.09)    1.07 ( 0.54, 2.12)     0.00 ( -0.01,  0.01)     0.8559                           

 disorders, PT: Hypovolaemia                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0663            

                                      <= 65 years                   1/ 235 (  0.4)        5/ 246 (  2.0)      0.21 ( 0.02, 1.78)    0.21 ( 0.02, 1.78)    -0.02 ( -0.04,  0.00)     0.2166                           

                                      > 65 years                   16/ 725 (  2.2)       11/ 716 (  1.5)      1.44 ( 0.67, 3.07)    1.45 ( 0.67, 3.14)     0.01 ( -0.01,  0.02)     0.3481                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5562            

                                      female                        5/ 277 (  1.8)        3/ 257 (  1.2)      1.55 ( 0.37, 6.41)    1.56 ( 0.37, 6.58)     0.01 ( -0.01,  0.03)     0.7261                           

                                      male                         12/ 683 (  1.8)       13/ 705 (  1.8)      0.95 ( 0.44, 2.07)    0.95 ( 0.43, 2.10)    -0.00 ( -0.02,  0.02)     0.9030                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9953            

                                      white                        13/ 711 (  1.8)       12/ 715 (  1.7)      1.09 ( 0.50, 2.37)    1.09 ( 0.49, 2.41)     0.00 ( -0.01,  0.02)     0.8291                           

                                      black or african american     1/  44 (  2.3)        1/  46 (  2.2)      1.05 ( 0.07,16.20)    1.05 ( 0.06,17.26)     0.00 ( -0.06,  0.06)     1.0000                           

                                      asian                         3/ 186 (  1.6)        3/ 186 (  1.6)      1.00 ( 0.20, 4.89)    1.00 ( 0.20, 5.02)     0.00 ( -0.03,  0.03)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3481            

                                      North America                 2/ 137 (  1.5)        6/ 167 (  3.6)      0.41 ( 0.08, 1.98)    0.40 ( 0.08, 2.00)    -0.02 ( -0.06,  0.01)     0.3019                           

                                      South America                 5/ 185 (  2.7)        2/ 180 (  1.1)      2.43 ( 0.48,12.38)    2.47 ( 0.47,12.91)     0.02 ( -0.01,  0.04)     0.4489                           

                                      Europe                        8/ 455 (  1.8)        5/ 435 (  1.1)      1.53 ( 0.50, 4.64)    1.54 ( 0.50, 4.74)     0.01 ( -0.01,  0.03)     0.4494                           

                                      Asia/Pacific                  2/ 183 (  1.1)        3/ 180 (  1.7)      0.66 ( 0.11, 3.88)    0.65 ( 0.11, 3.95)    -0.01 ( -0.03,  0.02)     0.6832                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8516            

                                      < 45  mL/min/1.73m^2          7/ 362 (  1.9)        7/ 357 (  2.0)      0.99 ( 0.35, 2.78)    0.99 ( 0.34, 2.84)    -0.00 ( -0.02,  0.02)     0.9791                           

                                      >= 45  mL/min/1.73m^2        10/ 598 (  1.7)        9/ 605 (  1.5)      1.12 ( 0.46, 2.75)    1.13 ( 0.45, 2.79)     0.00 ( -0.01,  0.02)     0.7974                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2460            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         17/ 947 (  1.8)       15/ 951 (  1.6)      1.14 ( 0.57, 2.27)    1.14 ( 0.57, 2.30)     0.00 ( -0.01,  0.02)     0.7125                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8502            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   13/ 661 (  2.0)       12/ 677 (  1.8)      1.11 ( 0.51, 2.41)    1.11 ( 0.50, 2.45)     0.00 ( -0.01,  0.02)     0.7932                           

                                      >=130 mmHg                    4/ 299 (  1.3)        4/ 285 (  1.4)      0.95 ( 0.24, 3.78)    0.95 ( 0.24, 3.85)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.9328            

                                      yes                           9/ 481 (  1.9)        9/ 500 (  1.8)      1.04 ( 0.42, 2.60)    1.04 ( 0.41, 2.64)     0.00 ( -0.02,  0.02)     0.9339                           

                                      no                            8/ 479 (  1.7)        7/ 462 (  1.5)      1.10 ( 0.40, 3.02)    1.10 ( 0.40, 3.07)     0.00 ( -0.02,  0.02)     0.8496                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         14/ 960 (  1.5)       26/ 962 (  2.7)      0.54 ( 0.28, 1.03)    0.53 ( 0.28, 1.03)    -0.01 ( -0.03,  0.00)     0.0561                           

 disorders, PT: Type 2 diabetes                                                                                                                                                                                      

 mellitus                                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6418            

                                      <= 65 years                   4/ 235 (  1.7)        6/ 246 (  2.4)      0.70 ( 0.20, 2.44)    0.69 ( 0.19, 2.49)    -0.01 ( -0.03,  0.02)     0.7520                           

                                      > 65 years                   10/ 725 (  1.4)       20/ 716 (  2.8)      0.49 ( 0.23, 1.05)    0.49 ( 0.23, 1.05)    -0.01 ( -0.03,  0.00)     0.0602                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7341            

                                      female                        5/ 277 (  1.8)       10/ 257 (  3.9)      0.46 ( 0.16, 1.34)    0.45 ( 0.15, 1.35)    -0.02 ( -0.06,  0.01)     0.1453                           

                                      male                          9/ 683 (  1.3)       16/ 705 (  2.3)      0.58 ( 0.26, 1.30)    0.58 ( 0.25, 1.31)    -0.01 ( -0.03,  0.01)     0.1827                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5690            

                                      white                        13/ 711 (  1.8)       20/ 715 (  2.8)      0.65 ( 0.33, 1.30)    0.65 ( 0.32, 1.31)    -0.01 ( -0.03,  0.01)     0.2239                           

                                      black or african american     0/  44 (  0.0)        1/  46 (  2.2)      0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)     1.0000                           

                                      asian                         1/ 186 (  0.5)        4/ 186 (  2.2)      0.25 ( 0.03, 2.22)    0.25 ( 0.03, 2.22)    -0.02 ( -0.04,  0.01)     0.3716                           

                                      other                         0/  19 (  0.0)        1/  15 (  6.7)      0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)     0.4412                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4863            

                                      North America                 0/ 137 (  0.0)        3/ 167 (  1.8)      0.17 ( 0.01, 3.34)    0.17 ( 0.01, 3.34)    -0.02 ( -0.04,  0.00)     0.2549                           

                                      South America                 3/ 185 (  1.6)        6/ 180 (  3.3)      0.49 ( 0.12, 1.92)    0.48 ( 0.12, 1.94)    -0.02 ( -0.05,  0.01)     0.3318                           

                                      Europe                       10/ 455 (  2.2)       13/ 435 (  3.0)      0.74 ( 0.33, 1.66)    0.73 ( 0.32, 1.68)    -0.01 ( -0.03,  0.02)     0.4576                           

                                      Asia/Pacific                  1/ 183 (  0.5)        4/ 180 (  2.2)      0.25 ( 0.03, 2.18)    0.24 ( 0.03, 2.18)    -0.02 ( -0.04,  0.01)     0.2123                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6702            

                                      < 45  mL/min/1.73m^2          7/ 362 (  1.9)       11/ 357 (  3.1)      0.63 ( 0.25, 1.60)    0.62 ( 0.24, 1.62)    -0.01 ( -0.04,  0.01)     0.3251                           

                                      >= 45  mL/min/1.73m^2         7/ 598 (  1.2)       15/ 605 (  2.5)      0.47 ( 0.19, 1.15)    0.47 ( 0.19, 1.15)    -0.01 ( -0.03,  0.00)     0.0904                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         14/ 947 (  1.5)       26/ 951 (  2.7)      0.54 ( 0.28, 1.03)    0.53 ( 0.28, 1.03)    -0.01 ( -0.03,  0.00)     0.0569                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4601            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   10/ 661 (  1.5)       16/ 677 (  2.4)      0.64 ( 0.29, 1.40)    0.63 ( 0.29, 1.41)    -0.01 ( -0.03,  0.01)     0.2600                           

                                      >=130 mmHg                    4/ 299 (  1.3)       10/ 285 (  3.5)      0.38 ( 0.12, 1.20)    0.37 ( 0.12, 1.20)    -0.02 ( -0.05,  0.01)     0.0867                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1088            

                                      yes                           5/ 481 (  1.0)        4/ 500 (  0.8)      1.30 ( 0.35, 4.81)    1.30 ( 0.35, 4.88)     0.00 ( -0.01,  0.01)     0.7485                           

                                      no                            9/ 479 (  1.9)       22/ 462 (  4.8)      0.39 ( 0.18, 0.85)    0.38 ( 0.17, 0.84)    -0.03 ( -0.06, -0.00)     0.0133                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Musculoskeletal and          Overall                         60/ 960 (  6.3)       60/ 962 (  6.2)      1.00 ( 0.71, 1.42)    1.00 ( 0.69, 1.45)     0.00 ( -0.02,  0.02)     0.9906                           

 connective tissue disorders                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2882            

                                      <= 65 years                   9/ 235 (  3.8)       14/ 246 (  5.7)      0.67 ( 0.30, 1.52)    0.66 ( 0.28, 1.56)    -0.02 ( -0.06,  0.02)     0.3394                           

                                      > 65 years                   51/ 725 (  7.0)       46/ 716 (  6.4)      1.09 ( 0.75, 1.61)    1.10 ( 0.73, 1.67)     0.01 ( -0.02,  0.03)     0.6442                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7273            

                                      female                       19/ 277 (  6.9)       16/ 257 (  6.2)      1.10 ( 0.58, 2.10)    1.11 ( 0.56, 2.21)     0.01 ( -0.04,  0.05)     0.7678                           

                                      male                         41/ 683 (  6.0)       44/ 705 (  6.2)      0.96 ( 0.64, 1.45)    0.96 ( 0.62, 1.49)    -0.00 ( -0.03,  0.02)     0.8532                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0672            

                                      white                        46/ 711 (  6.5)       41/ 715 (  5.7)      1.13 ( 0.75, 1.70)    1.14 ( 0.74, 1.76)     0.01 ( -0.02,  0.03)     0.5619                           

                                      black or african american     0/  44 (  0.0)        5/  46 ( 10.9)      0.09 ( 0.01, 1.67)    0.08 ( 0.00, 1.58)    -0.11 ( -0.20, -0.02)     0.0559                           

                                      asian                        14/ 186 (  7.5)       14/ 186 (  7.5)      1.00 ( 0.49, 2.04)    1.00 ( 0.46, 2.16)     0.00 ( -0.06,  0.06)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4128            

                                      North America                13/ 137 (  9.5)       15/ 167 (  9.0)      1.06 ( 0.52, 2.14)    1.06 ( 0.49, 2.32)     0.01 ( -0.07,  0.08)     0.8793                           

                                      South America                 4/ 185 (  2.2)        9/ 180 (  5.0)      0.43 ( 0.14, 1.38)    0.42 ( 0.13, 1.39)    -0.03 ( -0.08,  0.02)     0.1441                           

                                      Europe                       29/ 455 (  6.4)       22/ 435 (  5.1)      1.26 ( 0.74, 2.16)    1.28 ( 0.72, 2.26)     0.01 ( -0.02,  0.05)     0.3987                           

                                      Asia/Pacific                 14/ 183 (  7.7)       14/ 180 (  7.8)      0.98 ( 0.48, 2.00)    0.98 ( 0.45, 2.12)    -0.00 ( -0.06,  0.06)     0.9637                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6496            

                                      < 45  mL/min/1.73m^2         24/ 362 (  6.6)       26/ 357 (  7.3)      0.91 ( 0.53, 1.55)    0.90 ( 0.51, 1.61)    -0.01 ( -0.05,  0.03)     0.7309                           

                                      >= 45  mL/min/1.73m^2        36/ 598 (  6.0)       34/ 605 (  5.6)      1.07 ( 0.68, 1.69)    1.08 ( 0.66, 1.74)     0.00 ( -0.02,  0.03)     0.7670                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.6383            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        1/  11 (  9.1)      1.69 ( 0.18,16.25)    1.82 ( 0.14,23.25)     0.06 ( -0.20,  0.32)     1.0000                           

                                      >= 30  mL/min/1.73m^         58/ 947 (  6.1)       59/ 951 (  6.2)      0.99 ( 0.69, 1.40)    0.99 ( 0.68, 1.43)    -0.00 ( -0.02,  0.02)     0.9427                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3701            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   42/ 661 (  6.4)       47/ 677 (  6.9)      0.92 ( 0.61, 1.37)    0.91 ( 0.59, 1.40)    -0.01 ( -0.03,  0.02)     0.6660                           

                                      >=130 mmHg                   18/ 299 (  6.0)       13/ 285 (  4.6)      1.32 ( 0.66, 2.64)    1.34 ( 0.64, 2.79)     0.01 ( -0.03,  0.05)     0.4323                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.5557            

                                      yes                          29/ 481 (  6.0)       27/ 500 (  5.4)      1.12 ( 0.67, 1.86)    1.12 ( 0.66, 1.93)     0.01 ( -0.02,  0.04)     0.6713                           

                                      no                           31/ 479 (  6.5)       33/ 462 (  7.1)      0.91 ( 0.56, 1.45)    0.90 ( 0.54, 1.49)    -0.01 ( -0.04,  0.03)     0.6829                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Musculoskeletal and          Overall                         11/ 960 (  1.1)       13/ 962 (  1.4)      0.85 ( 0.38, 1.88)    0.85 ( 0.38, 1.90)    -0.00 ( -0.01,  0.01)     0.6850                           

 connective tissue disorders, PT:                                                                                                                                                                                    

 Back pain                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8115            

                                      <= 65 years                   2/ 235 (  0.9)        2/ 246 (  0.8)      1.05 ( 0.15, 7.37)    1.05 ( 0.15, 7.50)     0.00 ( -0.02,  0.02)     1.0000                           

                                      > 65 years                    9/ 725 (  1.2)       11/ 716 (  1.5)      0.81 ( 0.34, 1.94)    0.81 ( 0.33, 1.96)    -0.00 ( -0.02,  0.01)     0.6324                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6886            

                                      female                        2/ 277 (  0.7)        3/ 257 (  1.2)      0.62 ( 0.10, 3.67)    0.62 ( 0.10, 3.72)    -0.00 ( -0.02,  0.01)     0.6754                           

                                      male                          9/ 683 (  1.3)       10/ 705 (  1.4)      0.93 ( 0.38, 2.27)    0.93 ( 0.37, 2.30)    -0.00 ( -0.02,  0.01)     0.8718                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1286            

                                      white                        10/ 711 (  1.4)        7/ 715 (  1.0)      1.44 ( 0.55, 3.75)    1.44 ( 0.55, 3.81)     0.00 ( -0.01,  0.02)     0.4573                           

                                      black or african american     0/  44 (  0.0)        1/  46 (  2.2)      0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)     1.0000                           

                                      asian                         1/ 186 (  0.5)        5/ 186 (  2.7)      0.20 ( 0.02, 1.70)    0.20 ( 0.02, 1.69)    -0.02 ( -0.05,  0.00)     0.2149                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0035            

                                      North America                 1/ 137 (  0.7)        4/ 167 (  2.4)      0.30 ( 0.03, 2.69)    0.30 ( 0.03, 2.71)    -0.02 ( -0.04,  0.01)     0.3831                           

                                      South America                 1/ 185 (  0.5)        4/ 180 (  2.2)      0.24 ( 0.03, 2.16)    0.24 ( 0.03, 2.16)    -0.02 ( -0.04,  0.01)     0.2099                           

                                      Europe                        8/ 455 (  1.8)        0/ 435 (  0.0)     16.25 ( 0.94,280.8)   16.54 ( 0.95,287.5)     0.02 (  0.01,  0.03)     0.0077                           

                                      Asia/Pacific                  1/ 183 (  0.5)        5/ 180 (  2.8)      0.20 ( 0.02, 1.67)    0.19 ( 0.02, 1.66)    -0.02 ( -0.05,  0.00)     0.1194                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.4905            

                                      < 45  mL/min/1.73m^2          4/ 362 (  1.1)        3/ 357 (  0.8)      1.31 ( 0.30, 5.83)    1.32 ( 0.29, 5.93)     0.00 ( -0.01,  0.02)     1.0000                           

                                      >= 45  mL/min/1.73m^2         7/ 598 (  1.2)       10/ 605 (  1.7)      0.71 ( 0.27, 1.85)    0.70 ( 0.27, 1.86)    -0.00 ( -0.02,  0.01)     0.4787                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2974            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         10/ 947 (  1.1)       13/ 951 (  1.4)      0.77 ( 0.34, 1.75)    0.77 ( 0.34, 1.76)    -0.00 ( -0.01,  0.01)     0.5359                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7880            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    8/ 661 (  1.2)        9/ 677 (  1.3)      0.91 ( 0.35, 2.35)    0.91 ( 0.35, 2.37)    -0.00 ( -0.02,  0.01)     0.8459                           

                                      >=130 mmHg                    3/ 299 (  1.0)        4/ 285 (  1.4)      0.71 ( 0.16, 3.17)    0.71 ( 0.16, 3.21)    -0.00 ( -0.02,  0.01)     0.7190                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2523            

                                      yes                           4/ 481 (  0.8)        8/ 500 (  1.6)      0.52 ( 0.16, 1.71)    0.52 ( 0.15, 1.72)    -0.01 ( -0.03,  0.01)     0.2740                           

                                      no                            7/ 479 (  1.5)        5/ 462 (  1.1)      1.35 ( 0.43, 4.22)    1.36 ( 0.43, 4.30)     0.00 ( -0.01,  0.02)     0.6045                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Neoplasms benign, malignant  Overall                         39/ 960 (  4.1)       28/ 962 (  2.9)      1.40 ( 0.87, 2.25)    1.41 ( 0.86, 2.31)     0.01 ( -0.01,  0.03)     0.1688                           

 and unspecified (incl cysts and                                                                                                                                                                                     

 polyps)                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7091            

                                      <= 65 years                   3/ 235 (  1.3)        3/ 246 (  1.2)      1.05 ( 0.21, 5.13)    1.05 ( 0.21, 5.24)     0.00 ( -0.02,  0.02)     1.0000                           

                                      > 65 years                   36/ 725 (  5.0)       25/ 716 (  3.5)      1.42 ( 0.86, 2.34)    1.44 ( 0.86, 2.43)     0.01 ( -0.01,  0.04)     0.1649                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5277            

                                      female                        8/ 277 (  2.9)        7/ 257 (  2.7)      1.06 ( 0.39, 2.88)    1.06 ( 0.38, 2.97)     0.00 ( -0.03,  0.03)     0.9087                           

                                      male                         31/ 683 (  4.5)       21/ 705 (  3.0)      1.52 ( 0.88, 2.62)    1.55 ( 0.88, 2.72)     0.02 ( -0.01,  0.04)     0.1261                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3658            

                                      white                        37/ 711 (  5.2)       25/ 715 (  3.5)      1.49 ( 0.91, 2.45)    1.52 ( 0.90, 2.54)     0.02 ( -0.01,  0.04)     0.1140                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         2/ 186 (  1.1)        2/ 186 (  1.1)      1.00 ( 0.14, 7.02)    1.00 ( 0.14, 7.17)     0.00 ( -0.02,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        1/  15 (  6.7)      0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)     0.4412                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3571            

                                      North America                 7/ 137 (  5.1)        5/ 167 (  3.0)      1.71 ( 0.55, 5.26)    1.74 ( 0.54, 5.62)     0.02 ( -0.03,  0.08)     0.3467                           

                                      South America                 3/ 185 (  1.6)        6/ 180 (  3.3)      0.49 ( 0.12, 1.92)    0.48 ( 0.12, 1.94)    -0.02 ( -0.05,  0.01)     0.3318                           

                                      Europe                       27/ 455 (  5.9)       15/ 435 (  3.4)      1.72 ( 0.93, 3.19)    1.77 ( 0.93, 3.37)     0.02 ( -0.01,  0.06)     0.0806                           

                                      Asia/Pacific                  2/ 183 (  1.1)        2/ 180 (  1.1)      0.98 ( 0.14, 6.91)    0.98 ( 0.14, 7.06)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2484            

                                      < 45  mL/min/1.73m^2         13/ 362 (  3.6)       13/ 357 (  3.6)      0.99 ( 0.46, 2.10)    0.99 ( 0.45, 2.16)    -0.00 ( -0.03,  0.03)     0.9712                           

                                      >= 45  mL/min/1.73m^2        26/ 598 (  4.3)       15/ 605 (  2.5)      1.75 ( 0.94, 3.28)    1.79 ( 0.94, 3.41)     0.02 ( -0.00,  0.04)     0.0742                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.4230            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         38/ 947 (  4.0)       28/ 951 (  2.9)      1.36 ( 0.84, 2.20)    1.38 ( 0.84, 2.26)     0.01 ( -0.01,  0.03)     0.2041                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7744            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   26/ 661 (  3.9)       20/ 677 (  3.0)      1.33 ( 0.75, 2.36)    1.35 ( 0.74, 2.43)     0.01 ( -0.01,  0.03)     0.3259                           

                                      >=130 mmHg                   13/ 299 (  4.3)        8/ 285 (  2.8)      1.55 ( 0.65, 3.68)    1.57 ( 0.64, 3.86)     0.02 ( -0.02,  0.05)     0.3179                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.3687            

                                      yes                          23/ 481 (  4.8)       14/ 500 (  2.8)      1.71 ( 0.89, 3.28)    1.74 ( 0.89, 3.43)     0.02 ( -0.01,  0.05)     0.1036                           

                                      no                           16/ 479 (  3.3)       14/ 462 (  3.0)      1.10 ( 0.54, 2.23)    1.11 ( 0.53, 2.29)     0.00 ( -0.02,  0.03)     0.7868                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders     Overall                         85/ 960 (  8.9)       78/ 962 (  8.1)      1.09 ( 0.81, 1.47)    1.10 ( 0.80, 1.52)     0.01 ( -0.02,  0.03)     0.5573                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0319            

                                      <= 65 years                  12/ 235 (  5.1)       22/ 246 (  8.9)      0.57 ( 0.29, 1.13)    0.55 ( 0.26, 1.13)    -0.04 ( -0.09,  0.01)     0.1011                           

                                      > 65 years                   73/ 725 ( 10.1)       56/ 716 (  7.8)      1.29 ( 0.92, 1.80)    1.32 ( 0.92, 1.90)     0.02 ( -0.01,  0.05)     0.1352                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3361            

                                      female                       34/ 277 ( 12.3)       24/ 257 (  9.3)      1.31 ( 0.80, 2.15)    1.36 ( 0.78, 2.36)     0.03 ( -0.03,  0.08)     0.2764                           

                                      male                         51/ 683 (  7.5)       54/ 705 (  7.7)      0.97 ( 0.67, 1.41)    0.97 ( 0.65, 1.45)    -0.00 ( -0.03,  0.03)     0.8922                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9935            

                                      white                        65/ 711 (  9.1)       61/ 715 (  8.5)      1.07 ( 0.77, 1.50)    1.08 ( 0.75, 1.56)     0.01 ( -0.02,  0.04)     0.6847                           

                                      black or african american     6/  44 ( 13.6)        5/  46 ( 10.9)      1.25 ( 0.41, 3.82)    1.29 ( 0.36, 4.59)     0.03 ( -0.13,  0.19)     0.6904                           

                                      asian                        11/ 186 (  5.9)       10/ 186 (  5.4)      1.10 ( 0.48, 2.53)    1.11 ( 0.46, 2.67)     0.01 ( -0.05,  0.06)     0.8225                           

                                      other                         3/  19 ( 15.8)        2/  15 ( 13.3)      1.18 ( 0.23, 6.20)    1.22 ( 0.18, 8.42)     0.02 ( -0.21,  0.26)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3558            

                                      North America                22/ 137 ( 16.1)       17/ 167 ( 10.2)      1.58 ( 0.87, 2.85)    1.69 ( 0.86, 3.32)     0.06 ( -0.02,  0.14)     0.1279                           

                                      South America                17/ 185 (  9.2)       22/ 180 ( 12.2)      0.75 ( 0.41, 1.37)    0.73 ( 0.37, 1.42)    -0.03 ( -0.10,  0.04)     0.3490                           

                                      Europe                       35/ 455 (  7.7)       31/ 435 (  7.1)      1.08 ( 0.68, 1.72)    1.09 ( 0.66, 1.79)     0.01 ( -0.03,  0.04)     0.7475                           

                                      Asia/Pacific                 11/ 183 (  6.0)        8/ 180 (  4.4)      1.35 ( 0.56, 3.28)    1.38 ( 0.54, 3.50)     0.02 ( -0.04,  0.07)     0.5034                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1210            

                                      < 45  mL/min/1.73m^2         29/ 362 (  8.0)       35/ 357 (  9.8)      0.82 ( 0.51, 1.31)    0.80 ( 0.48, 1.34)    -0.02 ( -0.06,  0.03)     0.3989                           

                                      >= 45  mL/min/1.73m^2        56/ 598 (  9.4)       43/ 605 (  7.1)      1.32 ( 0.90, 1.93)    1.35 ( 0.89, 2.04)     0.02 ( -0.01,  0.06)     0.1545                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.6944            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        1/  11 (  9.1)      1.69 ( 0.18,16.25)    1.82 ( 0.14,23.25)     0.06 ( -0.20,  0.32)     1.0000                           

                                      >= 30  mL/min/1.73m^         83/ 947 (  8.8)       77/ 951 (  8.1)      1.08 ( 0.80, 1.46)    1.09 ( 0.79, 1.51)     0.01 ( -0.02,  0.03)     0.6007                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9522            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   59/ 661 (  8.9)       55/ 677 (  8.1)      1.10 ( 0.77, 1.56)    1.11 ( 0.75, 1.63)     0.01 ( -0.02,  0.04)     0.5996                           

                                      >=130 mmHg                   26/ 299 (  8.7)       23/ 285 (  8.1)      1.08 ( 0.63, 1.84)    1.08 ( 0.60, 1.95)     0.01 ( -0.04,  0.05)     0.7854                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.3185            

                                      yes                          40/ 481 (  8.3)       44/ 500 (  8.8)      0.95 ( 0.63, 1.42)    0.94 ( 0.60, 1.47)    -0.00 ( -0.04,  0.03)     0.7866                           

                                      no                           45/ 479 (  9.4)       34/ 462 (  7.4)      1.28 ( 0.83, 1.96)    1.31 ( 0.82, 2.08)     0.02 ( -0.02,  0.06)     0.2606                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         26/ 960 (  2.7)       17/ 962 (  1.8)      1.53 ( 0.84, 2.81)    1.55 ( 0.83, 2.87)     0.01 ( -0.00,  0.02)     0.1631                           

 PT: Dizziness                                                                                                                                                                                                       

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1582            

                                      <= 65 years                   2/ 235 (  0.9)        4/ 246 (  1.6)      0.52 ( 0.10, 2.83)    0.52 ( 0.09, 2.86)    -0.01 ( -0.03,  0.01)     0.6860                           

                                      > 65 years                   24/ 725 (  3.3)       13/ 716 (  1.8)      1.82 ( 0.94, 3.55)    1.85 ( 0.94, 3.67)     0.01 ( -0.00,  0.03)     0.0730                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9514            

                                      female                        8/ 277 (  2.9)        5/ 257 (  1.9)      1.48 ( 0.49, 4.48)    1.50 ( 0.48, 4.64)     0.01 ( -0.02,  0.04)     0.4805                           

                                      male                         18/ 683 (  2.6)       12/ 705 (  1.7)      1.55 ( 0.75, 3.19)    1.56 ( 0.75, 3.27)     0.01 ( -0.01,  0.03)     0.2321                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8526            

                                      white                        19/ 711 (  2.7)       12/ 715 (  1.7)      1.59 ( 0.78, 3.26)    1.61 ( 0.77, 3.34)     0.01 ( -0.01,  0.03)     0.1983                           

                                      black or african american     3/  44 (  6.8)        3/  46 (  6.5)      1.05 ( 0.22, 4.91)    1.05 ( 0.20, 5.50)     0.00 ( -0.10,  0.11)     1.0000                           

                                      asian                         4/ 186 (  2.2)        2/ 186 (  1.1)      2.00 ( 0.37,10.79)    2.02 ( 0.37,11.18)     0.01 ( -0.01,  0.04)     0.6850                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2270            

                                      North America                11/ 137 (  8.0)        4/ 167 (  2.4)      3.35 ( 1.09,10.29)    3.56 ( 1.11,11.44)     0.06 (  0.00,  0.12)     0.0243                           

                                      South America                 2/ 185 (  1.1)        4/ 180 (  2.2)      0.49 ( 0.09, 2.62)    0.48 ( 0.09, 2.66)    -0.01 ( -0.04,  0.01)     0.4436                           

                                      Europe                        9/ 455 (  2.0)        7/ 435 (  1.6)      1.23 ( 0.46, 3.27)    1.23 ( 0.46, 3.34)     0.00 ( -0.02,  0.02)     0.6791                           

                                      Asia/Pacific                  4/ 183 (  2.2)        2/ 180 (  1.1)      1.97 ( 0.36,10.61)    1.99 ( 0.36,11.00)     0.01 ( -0.02,  0.04)     0.6850                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8238            

                                      < 45  mL/min/1.73m^2          7/ 362 (  1.9)        5/ 357 (  1.4)      1.38 ( 0.44, 4.31)    1.39 ( 0.44, 4.42)     0.01 ( -0.02,  0.03)     0.5771                           

                                      >= 45  mL/min/1.73m^2        19/ 598 (  3.2)       12/ 605 (  2.0)      1.60 ( 0.78, 3.27)    1.62 ( 0.78, 3.37)     0.01 ( -0.01,  0.03)     0.1915                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         26/ 947 (  2.7)       17/ 951 (  1.8)      1.54 ( 0.84, 2.81)    1.55 ( 0.84, 2.88)     0.01 ( -0.00,  0.02)     0.1609                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6732            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   18/ 661 (  2.7)       11/ 677 (  1.6)      1.68 ( 0.80, 3.52)    1.69 ( 0.79, 3.62)     0.01 ( -0.01,  0.03)     0.1679                           

                                      >=130 mmHg                    8/ 299 (  2.7)        6/ 285 (  2.1)      1.27 ( 0.45, 3.62)    1.28 ( 0.44, 3.73)     0.01 ( -0.02,  0.04)     0.6527                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.9459            

                                      yes                          10/ 481 (  2.1)        7/ 500 (  1.4)      1.49 ( 0.57, 3.87)    1.50 ( 0.56, 3.96)     0.01 ( -0.01,  0.03)     0.4155                           

                                      no                           16/ 479 (  3.3)       10/ 462 (  2.2)      1.54 ( 0.71, 3.37)    1.56 ( 0.70, 3.48)     0.01 ( -0.01,  0.04)     0.2716                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         13/ 960 (  1.4)       15/ 962 (  1.6)      0.87 ( 0.42, 1.82)    0.87 ( 0.41, 1.83)    -0.00 ( -0.01,  0.01)     0.7076                           

 PT: Ischaemic stroke                                                                                                                                                                                                

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3794            

                                      <= 65 years                   1/ 235 (  0.4)        3/ 246 (  1.2)      0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.01 ( -0.02,  0.01)     0.6238                           

                                      > 65 years                   12/ 725 (  1.7)       12/ 716 (  1.7)      0.99 ( 0.45, 2.18)    0.99 ( 0.44, 2.21)    -0.00 ( -0.02,  0.01)     0.9754                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6334            

                                      female                        7/ 277 (  2.5)        9/ 257 (  3.5)      0.72 ( 0.27, 1.91)    0.71 ( 0.26, 1.95)    -0.01 ( -0.05,  0.02)     0.5095                           

                                      male                          6/ 683 (  0.9)        6/ 705 (  0.9)      1.03 ( 0.33, 3.18)    1.03 ( 0.33, 3.22)     0.00 ( -0.01,  0.01)     0.9560                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3123            

                                      white                        11/ 711 (  1.5)       15/ 715 (  2.1)      0.74 ( 0.34, 1.59)    0.73 ( 0.33, 1.61)    -0.01 ( -0.02,  0.01)     0.4372                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         0/ 186 (  0.0)        0/ 186 (  0.0)        NE                    NE                    NE                                                       

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2427            

                                      North America                 1/ 137 (  0.7)        0/ 167 (  0.0)      3.65 ( 0.15,88.94)    3.68 ( 0.15,91.09)     0.01 ( -0.01,  0.02)     0.4507                           

                                      South America                 3/ 185 (  1.6)        7/ 180 (  3.9)      0.42 ( 0.11, 1.59)    0.41 ( 0.10, 1.60)    -0.02 ( -0.06,  0.01)     0.2146                           

                                      Europe                        9/ 455 (  2.0)        8/ 435 (  1.8)      1.08 ( 0.42, 2.76)    1.08 ( 0.41, 2.82)     0.00 ( -0.02,  0.02)     0.8797                           

                                      Asia/Pacific                  0/ 183 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2125            

                                      < 45  mL/min/1.73m^2          4/ 362 (  1.1)        8/ 357 (  2.2)      0.49 ( 0.15, 1.62)    0.49 ( 0.15, 1.63)    -0.01 ( -0.04,  0.01)     0.2349                           

                                      >= 45  mL/min/1.73m^2         9/ 598 (  1.5)        7/ 605 (  1.2)      1.30 ( 0.49, 3.47)    1.31 ( 0.48, 3.53)     0.00 ( -0.01,  0.02)     0.5985                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2921            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         13/ 947 (  1.4)       14/ 951 (  1.5)      0.93 ( 0.44, 1.97)    0.93 ( 0.44, 1.99)    -0.00 ( -0.01,  0.01)     0.8550                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4869            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    5/ 661 (  0.8)        8/ 677 (  1.2)      0.64 ( 0.21, 1.95)    0.64 ( 0.21, 1.96)    -0.00 ( -0.02,  0.01)     0.4280                           

                                      >=130 mmHg                    8/ 299 (  2.7)        7/ 285 (  2.5)      1.09 ( 0.40, 2.97)    1.09 ( 0.39, 3.05)     0.00 ( -0.03,  0.03)     0.8670                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.6671            

                                      yes                           6/ 481 (  1.2)        6/ 500 (  1.2)      1.04 ( 0.34, 3.20)    1.04 ( 0.33, 3.25)     0.00 ( -0.02,  0.02)     0.9462                           

                                      no                            7/ 479 (  1.5)        9/ 462 (  1.9)      0.75 ( 0.28, 2.00)    0.75 ( 0.28, 2.02)    -0.00 ( -0.03,  0.01)     0.5640                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                          6/ 960 (  0.6)       12/ 962 (  1.2)      0.50 ( 0.19, 1.33)    0.50 ( 0.19, 1.33)    -0.01 ( -0.02,  0.00)     0.1568                           

 PT: Syncope                                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1164            

                                      <= 65 years                   0/ 235 (  0.0)        4/ 246 (  1.6)      0.12 ( 0.01, 2.15)    0.11 ( 0.01, 2.14)    -0.02 ( -0.03, -0.00)     0.1238                           

                                      > 65 years                    6/ 725 (  0.8)        8/ 716 (  1.1)      0.74 ( 0.26, 2.12)    0.74 ( 0.25, 2.14)    -0.00 ( -0.02,  0.01)     0.5752                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4776            

                                      female                        2/ 277 (  0.7)        2/ 257 (  0.8)      0.93 ( 0.13, 6.54)    0.93 ( 0.13, 6.63)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      male                          4/ 683 (  0.6)       10/ 705 (  1.4)      0.41 ( 0.13, 1.31)    0.41 ( 0.13, 1.31)    -0.01 ( -0.02,  0.00)     0.1207                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4663            

                                      white                         6/ 711 (  0.8)       11/ 715 (  1.5)      0.55 ( 0.20, 1.48)    0.54 ( 0.20, 1.48)    -0.01 ( -0.02,  0.01)     0.2271                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         0/ 186 (  0.0)        1/ 186 (  0.5)      0.33 ( 0.01, 8.13)    0.33 ( 0.01, 8.19)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5712            

                                      North America                 2/ 137 (  1.5)        5/ 167 (  3.0)      0.49 ( 0.10, 2.47)    0.48 ( 0.09, 2.51)    -0.02 ( -0.05,  0.02)     0.4638                           

                                      South America                 3/ 185 (  1.6)        3/ 180 (  1.7)      0.97 ( 0.20, 4.76)    0.97 ( 0.19, 4.88)    -0.00 ( -0.03,  0.03)     1.0000                           

                                      Europe                        1/ 455 (  0.2)        4/ 435 (  0.9)      0.24 ( 0.03, 2.13)    0.24 ( 0.03, 2.13)    -0.01 ( -0.02,  0.00)     0.2076                           

                                      Asia/Pacific                  0/ 183 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.4723            

                                      < 45  mL/min/1.73m^2          3/ 362 (  0.8)        8/ 357 (  2.2)      0.37 ( 0.10, 1.38)    0.36 ( 0.10, 1.39)    -0.01 ( -0.04,  0.01)     0.1232                           

                                      >= 45  mL/min/1.73m^2         3/ 598 (  0.5)        4/ 605 (  0.7)      0.76 ( 0.17, 3.38)    0.76 ( 0.17, 3.40)    -0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          6/ 947 (  0.6)       12/ 951 (  1.3)      0.50 ( 0.19, 1.33)    0.50 ( 0.19, 1.33)    -0.01 ( -0.02,  0.00)     0.1581                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0977            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    6/ 661 (  0.9)        8/ 677 (  1.2)      0.77 ( 0.27, 2.20)    0.77 ( 0.26, 2.22)    -0.00 ( -0.02,  0.01)     0.6226                           

                                      >=130 mmHg                    0/ 299 (  0.0)        4/ 285 (  1.4)      0.11 ( 0.01, 1.96)    0.10 ( 0.01, 1.95)    -0.01 ( -0.03, -0.00)     0.0561                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.4578            

                                      yes                           4/ 481 (  0.8)       10/ 500 (  2.0)      0.42 ( 0.13, 1.32)    0.41 ( 0.13, 1.32)    -0.01 ( -0.03,  0.01)     0.1232                           

                                      no                            2/ 479 (  0.4)        2/ 462 (  0.4)      0.96 ( 0.14, 6.82)    0.96 ( 0.14, 6.87)    -0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Psychiatric disorders        Overall                         12/ 960 (  1.3)       20/ 962 (  2.1)      0.60 ( 0.30, 1.22)    0.60 ( 0.29, 1.23)    -0.01 ( -0.02,  0.00)     0.1557                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6868            

                                      <= 65 years                   3/ 235 (  1.3)        4/ 246 (  1.6)      0.79 ( 0.18, 3.47)    0.78 ( 0.17, 3.53)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      > 65 years                    9/ 725 (  1.2)       16/ 716 (  2.2)      0.56 ( 0.25, 1.25)    0.55 ( 0.24, 1.25)    -0.01 ( -0.03,  0.01)     0.1489                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8318            

                                      female                        3/ 277 (  1.1)        4/ 257 (  1.6)      0.70 ( 0.16, 3.08)    0.69 ( 0.15, 3.12)    -0.00 ( -0.02,  0.01)     0.7158                           

                                      male                          9/ 683 (  1.3)       16/ 705 (  2.3)      0.58 ( 0.26, 1.30)    0.58 ( 0.25, 1.31)    -0.01 ( -0.03,  0.01)     0.1827                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2564            

                                      white                         8/ 711 (  1.1)       13/ 715 (  1.8)      0.62 ( 0.26, 1.48)    0.61 ( 0.25, 1.49)    -0.01 ( -0.02,  0.01)     0.2775                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         2/ 186 (  1.1)        7/ 186 (  3.8)      0.29 ( 0.06, 1.36)    0.28 ( 0.06, 1.36)    -0.03 ( -0.06,  0.00)     0.1744                           

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1492            

                                      North America                 2/ 137 (  1.5)        7/ 167 (  4.2)      0.35 ( 0.07, 1.65)    0.34 ( 0.07, 1.66)    -0.03 ( -0.06,  0.01)     0.1925                           

                                      South America                 4/ 185 (  2.2)        1/ 180 (  0.6)      3.89 ( 0.44,34.49)    3.96 ( 0.44,35.74)     0.02 ( -0.01,  0.04)     0.3718                           

                                      Europe                        4/ 455 (  0.9)        5/ 435 (  1.1)      0.76 ( 0.21, 2.83)    0.76 ( 0.20, 2.86)    -0.00 ( -0.02,  0.01)     0.7477                           

                                      Asia/Pacific                  2/ 183 (  1.1)        7/ 180 (  3.9)      0.28 ( 0.06, 1.33)    0.27 ( 0.06, 1.33)    -0.03 ( -0.06,  0.00)     0.1027                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.4365            

                                      < 45  mL/min/1.73m^2          5/ 362 (  1.4)       11/ 357 (  3.1)      0.45 ( 0.16, 1.28)    0.44 ( 0.15, 1.28)    -0.02 ( -0.04,  0.01)     0.1226                           

                                      >= 45  mL/min/1.73m^2         7/ 598 (  1.2)        9/ 605 (  1.5)      0.79 ( 0.29, 2.10)    0.78 ( 0.29, 2.12)    -0.00 ( -0.02,  0.01)     0.6314                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         12/ 947 (  1.3)       20/ 951 (  2.1)      0.60 ( 0.30, 1.23)    0.60 ( 0.29, 1.23)    -0.01 ( -0.02,  0.00)     0.1574                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6734            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    8/ 661 (  1.2)       15/ 677 (  2.2)      0.55 ( 0.23, 1.28)    0.54 ( 0.23, 1.28)    -0.01 ( -0.03,  0.01)     0.1574                           

                                      >=130 mmHg                    4/ 299 (  1.3)        5/ 285 (  1.8)      0.76 ( 0.21, 2.81)    0.76 ( 0.20, 2.86)    -0.00 ( -0.02,  0.02)     0.7468                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0401            

                                      yes                           2/ 481 (  0.4)       11/ 500 (  2.2)      0.19 ( 0.04, 0.85)    0.19 ( 0.04, 0.84)    -0.02 ( -0.04, -0.00)     0.0146                           

                                      no                           10/ 479 (  2.1)        9/ 462 (  1.9)      1.07 ( 0.44, 2.61)    1.07 ( 0.43, 2.67)     0.00 ( -0.02,  0.02)     0.8791                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary disorders  Overall                        129/ 960 ( 13.4)      144/ 962 ( 15.0)      0.90 ( 0.72, 1.12)    0.88 ( 0.68, 1.14)    -0.02 ( -0.05,  0.02)     0.3364                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9251            

                                      <= 65 years                  35/ 235 ( 14.9)       40/ 246 ( 16.3)      0.92 ( 0.60, 1.39)    0.90 ( 0.55, 1.48)    -0.01 ( -0.08,  0.05)     0.6800                           

                                      > 65 years                   94/ 725 ( 13.0)      104/ 716 ( 14.5)      0.89 ( 0.69, 1.16)    0.88 ( 0.65, 1.18)    -0.02 ( -0.05,  0.02)     0.3901                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2219            

                                      female                       36/ 277 ( 13.0)       29/ 257 ( 11.3)      1.15 ( 0.73, 1.82)    1.17 ( 0.70, 1.98)     0.02 ( -0.04,  0.08)     0.5458                           

                                      male                         93/ 683 ( 13.6)      115/ 705 ( 16.3)      0.83 ( 0.65, 1.07)    0.81 ( 0.60, 1.09)    -0.03 ( -0.07,  0.01)     0.1597                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0687            

                                      white                       103/ 711 ( 14.5)      101/ 715 ( 14.1)      1.03 ( 0.80, 1.32)    1.03 ( 0.77, 1.39)     0.00 ( -0.03,  0.04)     0.8458                           

                                      black or african american    10/  44 ( 22.7)        9/  46 ( 19.6)      1.16 ( 0.52, 2.59)    1.21 ( 0.44, 3.33)     0.03 ( -0.15,  0.21)     0.7148                           

                                      asian                        15/ 186 (  8.1)       33/ 186 ( 17.7)      0.45 ( 0.26, 0.81)    0.41 ( 0.21, 0.78)    -0.10 ( -0.17, -0.02)     0.0054                           

                                      other                         1/  19 (  5.3)        1/  15 (  6.7)      0.79 ( 0.05,11.61)    0.78 ( 0.04,13.56)    -0.01 ( -0.18,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0686            

                                      North America                28/ 137 ( 20.4)       34/ 167 ( 20.4)      1.00 ( 0.64, 1.57)    1.00 ( 0.57, 1.76)     0.00 ( -0.09,  0.10)     0.9865                           

                                      South America                31/ 185 ( 16.8)       26/ 180 ( 14.4)      1.16 ( 0.72, 1.87)    1.19 ( 0.68, 2.10)     0.02 ( -0.06,  0.10)     0.5435                           

                                      Europe                       55/ 455 ( 12.1)       52/ 435 ( 12.0)      1.01 ( 0.71, 1.44)    1.01 ( 0.68, 1.52)     0.00 ( -0.04,  0.05)     0.9511                           

                                      Asia/Pacific                 15/ 183 (  8.2)       32/ 180 ( 17.8)      0.46 ( 0.26, 0.82)    0.41 ( 0.22, 0.79)    -0.10 ( -0.17, -0.02)     0.0066                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.5369            

                                      < 45  mL/min/1.73m^2         63/ 362 ( 17.4)       74/ 357 ( 20.7)      0.84 ( 0.62, 1.14)    0.81 ( 0.55, 1.17)    -0.03 ( -0.09,  0.03)     0.2567                           

                                      >= 45  mL/min/1.73m^2        66/ 598 ( 11.0)       70/ 605 ( 11.6)      0.95 ( 0.69, 1.31)    0.95 ( 0.66, 1.36)    -0.01 ( -0.04,  0.03)     0.7703                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.0482            

                                      < 30  mL/min/1.73m^2          7/  13 ( 53.8)        2/  11 ( 18.2)      2.96 ( 0.77,11.43)    5.25 ( 0.80,34.43)     0.36 (  0.00,  0.71)     0.1049                           

                                      >= 30  mL/min/1.73m^        122/ 947 ( 12.9)      142/ 951 ( 14.9)      0.86 ( 0.69, 1.08)    0.84 ( 0.65, 1.09)    -0.02 ( -0.05,  0.01)     0.1973                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0012            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   82/ 661 ( 12.4)      117/ 677 ( 17.3)      0.72 ( 0.55, 0.93)    0.68 ( 0.50, 0.92)    -0.05 ( -0.09, -0.01)     0.0122                           

                                      >=130 mmHg                   47/ 299 ( 15.7)       27/ 285 (  9.5)      1.66 ( 1.06, 2.59)    1.78 ( 1.08, 2.95)     0.06 (  0.01,  0.12)     0.0235                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8035            

                                      yes                          73/ 481 ( 15.2)       82/ 500 ( 16.4)      0.93 ( 0.69, 1.24)    0.91 ( 0.65, 1.29)    -0.01 ( -0.06,  0.04)     0.5997                           

                                      no                           56/ 479 ( 11.7)       62/ 462 ( 13.4)      0.87 ( 0.62, 1.22)    0.85 ( 0.58, 1.26)    -0.02 ( -0.06,  0.03)     0.4236                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         29/ 960 (  3.0)       42/ 962 (  4.4)      0.69 ( 0.43, 1.10)    0.68 ( 0.42, 1.10)    -0.01 ( -0.03,  0.00)     0.1181                           

 disorders, PT: Acute kidney                                                                                                                                                                                         

 injury                                                                                                                                                                                                              

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9101            

                                      <= 65 years                   9/ 235 (  3.8)       13/ 246 (  5.3)      0.72 ( 0.32, 1.66)    0.71 ( 0.30, 1.70)    -0.01 ( -0.06,  0.03)     0.4457                           

                                      > 65 years                   20/ 725 (  2.8)       29/ 716 (  4.1)      0.68 ( 0.39, 1.19)    0.67 ( 0.38, 1.20)    -0.01 ( -0.03,  0.01)     0.1763                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8637            

                                      female                        8/ 277 (  2.9)       10/ 257 (  3.9)      0.74 ( 0.30, 1.85)    0.73 ( 0.29, 1.89)    -0.01 ( -0.05,  0.02)     0.5215                           

                                      male                         21/ 683 (  3.1)       32/ 705 (  4.5)      0.68 ( 0.39, 1.16)    0.67 ( 0.38, 1.17)    -0.01 ( -0.04,  0.01)     0.1548                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6446            

                                      white                        23/ 711 (  3.2)       32/ 715 (  4.5)      0.72 ( 0.43, 1.22)    0.71 ( 0.41, 1.23)    -0.01 ( -0.03,  0.01)     0.2240                           

                                      black or african american     2/  44 (  4.5)        5/  46 ( 10.9)      0.42 ( 0.09, 2.04)    0.39 ( 0.07, 2.13)    -0.06 ( -0.17,  0.05)     0.4349                           

                                      asian                         3/ 186 (  1.6)        5/ 186 (  2.7)      0.60 ( 0.15, 2.47)    0.59 ( 0.14, 2.52)    -0.01 ( -0.04,  0.02)     0.7236                           

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3008            

                                      North America                15/ 137 ( 10.9)       22/ 167 ( 13.2)      0.83 ( 0.45, 1.54)    0.81 ( 0.40, 1.63)    -0.02 ( -0.10,  0.06)     0.5556                           

                                      South America                 6/ 185 (  3.2)        3/ 180 (  1.7)      1.95 ( 0.49, 7.66)    1.98 ( 0.49, 8.03)     0.02 ( -0.02,  0.05)     0.5027                           

                                      Europe                        5/ 455 (  1.1)       12/ 435 (  2.8)      0.40 ( 0.14, 1.12)    0.39 ( 0.14, 1.12)    -0.02 ( -0.04,  0.00)     0.0707                           

                                      Asia/Pacific                  3/ 183 (  1.6)        5/ 180 (  2.8)      0.59 ( 0.14, 2.43)    0.58 ( 0.14, 2.48)    -0.01 ( -0.04,  0.02)     0.4999                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.4091            

                                      < 45  mL/min/1.73m^2         14/ 362 (  3.9)       24/ 357 (  6.7)      0.58 ( 0.30, 1.09)    0.56 ( 0.28, 1.10)    -0.03 ( -0.07,  0.01)     0.0873                           

                                      >= 45  mL/min/1.73m^2        15/ 598 (  2.5)       18/ 605 (  3.0)      0.84 ( 0.43, 1.66)    0.84 ( 0.42, 1.68)    -0.00 ( -0.03,  0.02)     0.6203                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1908            

                                      < 30  mL/min/1.73m^2          3/  13 ( 23.1)        1/  11 (  9.1)      2.54 ( 0.31,21.06)    3.00 ( 0.26,33.97)     0.14 ( -0.15,  0.43)     0.5963                           

                                      >= 30  mL/min/1.73m^         26/ 947 (  2.7)       41/ 951 (  4.3)      0.64 ( 0.39, 1.03)    0.63 ( 0.38, 1.03)    -0.02 ( -0.03,  0.00)     0.0646                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4230            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   20/ 661 (  3.0)       33/ 677 (  4.9)      0.62 ( 0.36, 1.07)    0.61 ( 0.35, 1.07)    -0.02 ( -0.04,  0.00)     0.0831                           

                                      >=130 mmHg                    9/ 299 (  3.0)        9/ 285 (  3.2)      0.95 ( 0.38, 2.37)    0.95 ( 0.37, 2.43)    -0.00 ( -0.03,  0.03)     0.9178                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.9049            

                                      yes                          20/ 481 (  4.2)       29/ 500 (  5.8)      0.72 ( 0.41, 1.25)    0.70 ( 0.39, 1.26)    -0.02 ( -0.05,  0.01)     0.2382                           

                                      no                            9/ 479 (  1.9)       13/ 462 (  2.8)      0.67 ( 0.29, 1.55)    0.66 ( 0.28, 1.56)    -0.01 ( -0.03,  0.01)     0.3430                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         13/ 960 (  1.4)       23/ 962 (  2.4)      0.57 ( 0.29, 1.11)    0.56 ( 0.28, 1.11)    -0.01 ( -0.02,  0.00)     0.0938                           

 disorders, PT: Chronic kidney                                                                                                                                                                                       

 disease                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7668            

                                      <= 65 years                   5/ 235 (  2.1)        8/ 246 (  3.3)      0.65 ( 0.22, 1.97)    0.65 ( 0.21, 2.01)    -0.01 ( -0.05,  0.02)     0.4476                           

                                      > 65 years                    8/ 725 (  1.1)       15/ 716 (  2.1)      0.53 ( 0.22, 1.23)    0.52 ( 0.22, 1.24)    -0.01 ( -0.03,  0.00)     0.1333                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9739            

                                      female                        3/ 277 (  1.1)        5/ 257 (  1.9)      0.56 ( 0.13, 2.31)    0.55 ( 0.13, 2.33)    -0.01 ( -0.03,  0.01)     0.4905                           

                                      male                         10/ 683 (  1.5)       18/ 705 (  2.6)      0.57 ( 0.27, 1.23)    0.57 ( 0.26, 1.24)    -0.01 ( -0.03,  0.01)     0.1492                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0740            

                                      white                        12/ 711 (  1.7)       14/ 715 (  2.0)      0.86 ( 0.40, 1.85)    0.86 ( 0.39, 1.87)    -0.00 ( -0.02,  0.01)     0.7030                           

                                      black or african american     1/  44 (  2.3)        2/  46 (  4.3)      0.52 ( 0.05, 5.56)    0.51 ( 0.04, 5.85)    -0.02 ( -0.09,  0.05)     1.0000                           

                                      asian                         0/ 186 (  0.0)        7/ 186 (  3.8)      0.07 ( 0.00, 1.16)    0.06 ( 0.00, 1.13)    -0.04 ( -0.06, -0.01)     0.0148                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0725            

                                      North America                 1/ 137 (  0.7)        4/ 167 (  2.4)      0.30 ( 0.03, 2.69)    0.30 ( 0.03, 2.71)    -0.02 ( -0.04,  0.01)     0.3831                           

                                      South America                 6/ 185 (  3.2)        4/ 180 (  2.2)      1.46 ( 0.42, 5.09)    1.47 ( 0.41, 5.32)     0.01 ( -0.02,  0.04)     0.7507                           

                                      Europe                        6/ 455 (  1.3)        8/ 435 (  1.8)      0.72 ( 0.25, 2.05)    0.71 ( 0.25, 2.07)    -0.01 ( -0.03,  0.01)     0.5331                           

                                      Asia/Pacific                  0/ 183 (  0.0)        7/ 180 (  3.9)      0.07 ( 0.00, 1.14)    0.06 ( 0.00, 1.11)    -0.04 ( -0.07, -0.01)     0.0069                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6923            

                                      < 45  mL/min/1.73m^2          6/ 362 (  1.7)       12/ 357 (  3.4)      0.49 ( 0.19, 1.30)    0.48 ( 0.18, 1.31)    -0.02 ( -0.04,  0.01)     0.1440                           

                                      >= 45  mL/min/1.73m^2         7/ 598 (  1.2)       11/ 605 (  1.8)      0.64 ( 0.25, 1.65)    0.64 ( 0.25, 1.66)    -0.01 ( -0.02,  0.01)     0.3551                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2079            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         12/ 947 (  1.3)       23/ 951 (  2.4)      0.52 ( 0.26, 1.05)    0.52 ( 0.26, 1.05)    -0.01 ( -0.03,  0.00)     0.0624                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0337            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    7/ 661 (  1.1)       20/ 677 (  3.0)      0.36 ( 0.15, 0.84)    0.35 ( 0.15, 0.84)    -0.02 ( -0.04, -0.00)     0.0137                           

                                      >=130 mmHg                    6/ 299 (  2.0)        3/ 285 (  1.1)      1.91 ( 0.48, 7.55)    1.92 ( 0.48, 7.77)     0.01 ( -0.01,  0.03)     0.5056                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0647            

                                      yes                           3/ 481 (  0.6)       13/ 500 (  2.6)      0.24 ( 0.07, 0.84)    0.24 ( 0.07, 0.83)    -0.02 ( -0.04, -0.00)     0.0146                           

                                      no                           10/ 479 (  2.1)       10/ 462 (  2.2)      0.96 ( 0.41, 2.30)    0.96 ( 0.40, 2.34)    -0.00 ( -0.02,  0.02)     0.9349                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         30/ 960 (  3.1)       29/ 962 (  3.0)      1.04 ( 0.63, 1.71)    1.04 ( 0.62, 1.74)     0.00 ( -0.02,  0.02)     0.8884                           

 disorders, PT: Renal failure                                                                                                                                                                                        

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5277            

                                      <= 65 years                   5/ 235 (  2.1)        7/ 246 (  2.8)      0.75 ( 0.24, 2.32)    0.74 ( 0.23, 2.37)    -0.01 ( -0.04,  0.03)     0.6142                           

                                      > 65 years                   25/ 725 (  3.4)       22/ 716 (  3.1)      1.12 ( 0.64, 1.97)    1.13 ( 0.63, 2.02)     0.00 ( -0.02,  0.02)     0.6882                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3549            

                                      female                       10/ 277 (  3.6)        6/ 257 (  2.3)      1.55 ( 0.57, 4.19)    1.57 ( 0.56, 4.37)     0.01 ( -0.02,  0.05)     0.3881                           

                                      male                         20/ 683 (  2.9)       23/ 705 (  3.3)      0.90 ( 0.50, 1.62)    0.89 ( 0.49, 1.64)    -0.00 ( -0.02,  0.02)     0.7195                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6643            

                                      white                        23/ 711 (  3.2)       21/ 715 (  2.9)      1.10 ( 0.62, 1.97)    1.10 ( 0.61, 2.01)     0.00 ( -0.02,  0.02)     0.7451                           

                                      black or african american     2/  44 (  4.5)        1/  46 (  2.2)      2.09 ( 0.20,22.25)    2.14 ( 0.19,24.51)     0.02 ( -0.05,  0.10)     0.6124                           

                                      asian                         5/ 186 (  2.7)        7/ 186 (  3.8)      0.71 ( 0.23, 2.21)    0.71 ( 0.22, 2.27)    -0.01 ( -0.06,  0.03)     0.5578                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9358            

                                      North America                 3/ 137 (  2.2)        3/ 167 (  1.8)      1.22 ( 0.25, 5.94)    1.22 ( 0.24, 6.16)     0.00 ( -0.03,  0.04)     1.0000                           

                                      South America                 8/ 185 (  4.3)        6/ 180 (  3.3)      1.30 ( 0.46, 3.66)    1.31 ( 0.45, 3.86)     0.01 ( -0.04,  0.06)     0.6226                           

                                      Europe                       14/ 455 (  3.1)       14/ 435 (  3.2)      0.96 ( 0.46, 1.98)    0.95 ( 0.45, 2.03)    -0.00 ( -0.03,  0.02)     0.9039                           

                                      Asia/Pacific                  5/ 183 (  2.7)        6/ 180 (  3.3)      0.82 ( 0.25, 2.64)    0.81 ( 0.24, 2.72)    -0.01 ( -0.05,  0.04)     0.7387                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2521            

                                      < 45  mL/min/1.73m^2         17/ 362 (  4.7)       12/ 357 (  3.4)      1.40 ( 0.68, 2.88)    1.42 ( 0.67, 3.01)     0.01 ( -0.02,  0.05)     0.3634                           

                                      >= 45  mL/min/1.73m^2        13/ 598 (  2.2)       17/ 605 (  2.8)      0.77 ( 0.38, 1.58)    0.77 ( 0.37, 1.60)    -0.01 ( -0.03,  0.01)     0.4796                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1739            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        0/  11 (  0.0)      4.29 ( 0.23,80.81)    5.00 ( 0.22,116.0)     0.15 ( -0.04,  0.35)     0.4819                           

                                      >= 30  mL/min/1.73m^         28/ 947 (  3.0)       29/ 951 (  3.0)      0.97 ( 0.58, 1.62)    0.97 ( 0.57, 1.64)    -0.00 ( -0.02,  0.02)     0.9058                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1144            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   19/ 661 (  2.9)       24/ 677 (  3.5)      0.81 ( 0.45, 1.47)    0.81 ( 0.44, 1.48)    -0.01 ( -0.03,  0.01)     0.4870                           

                                      >=130 mmHg                   11/ 299 (  3.7)        5/ 285 (  1.8)      2.10 ( 0.74, 5.96)    2.14 ( 0.73, 6.23)     0.02 ( -0.01,  0.05)     0.1548                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.4290            

                                      yes                          20/ 481 (  4.2)       17/ 500 (  3.4)      1.22 ( 0.65, 2.31)    1.23 ( 0.64, 2.38)     0.01 ( -0.02,  0.03)     0.5335                           

                                      no                           10/ 479 (  2.1)       12/ 462 (  2.6)      0.80 ( 0.35, 1.84)    0.80 ( 0.34, 1.87)    -0.01 ( -0.03,  0.02)     0.6051                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         49/ 960 (  5.1)       48/ 962 (  5.0)      1.02 ( 0.69, 1.51)    1.02 ( 0.68, 1.54)     0.00 ( -0.02,  0.02)     0.9087                           

 disorders, PT: Renal impairment                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1540            

                                      <= 65 years                  18/ 235 (  7.7)       12/ 246 (  4.9)      1.57 ( 0.77, 3.19)    1.62 ( 0.76, 3.44)     0.03 ( -0.02,  0.08)     0.2078                           

                                      > 65 years                   31/ 725 (  4.3)       36/ 716 (  5.0)      0.85 ( 0.53, 1.36)    0.84 ( 0.52, 1.38)    -0.01 ( -0.03,  0.02)     0.4980                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6764            

                                      female                       14/ 277 (  5.1)       11/ 257 (  4.3)      1.18 ( 0.55, 2.55)    1.19 ( 0.53, 2.67)     0.01 ( -0.03,  0.05)     0.6726                           

                                      male                         35/ 683 (  5.1)       37/ 705 (  5.2)      0.98 ( 0.62, 1.53)    0.98 ( 0.61, 1.57)    -0.00 ( -0.03,  0.02)     0.9172                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1816            

                                      white                        37/ 711 (  5.2)       33/ 715 (  4.6)      1.13 ( 0.71, 1.78)    1.13 ( 0.70, 1.84)     0.01 ( -0.02,  0.03)     0.6071                           

                                      black or african american     4/  44 (  9.1)        1/  46 (  2.2)      4.18 ( 0.49,35.97)    4.50 ( 0.48,41.95)     0.07 ( -0.03,  0.16)     0.1980                           

                                      asian                         8/ 186 (  4.3)       13/ 186 (  7.0)      0.62 ( 0.26, 1.45)    0.60 ( 0.24, 1.48)    -0.03 ( -0.08,  0.03)     0.2620                           

                                      other                         0/  19 (  0.0)        1/  15 (  6.7)      0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)     0.4412                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5199            

                                      North America                 7/ 137 (  5.1)        6/ 167 (  3.6)      1.42 ( 0.49, 4.13)    1.44 ( 0.47, 4.40)     0.02 ( -0.04,  0.07)     0.5162                           

                                      South America                13/ 185 (  7.0)       13/ 180 (  7.2)      0.97 ( 0.46, 2.04)    0.97 ( 0.44, 2.16)    -0.00 ( -0.06,  0.06)     0.9423                           

                                      Europe                       21/ 455 (  4.6)       16/ 435 (  3.7)      1.25 ( 0.66, 2.37)    1.27 ( 0.65, 2.46)     0.01 ( -0.02,  0.04)     0.4841                           

                                      Asia/Pacific                  8/ 183 (  4.4)       13/ 180 (  7.2)      0.61 ( 0.26, 1.43)    0.59 ( 0.24, 1.45)    -0.03 ( -0.08,  0.03)     0.2454                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8542            

                                      < 45  mL/min/1.73m^2         28/ 362 (  7.7)       28/ 357 (  7.8)      0.99 ( 0.60, 1.63)    0.99 ( 0.57, 1.70)    -0.00 ( -0.04,  0.04)     0.9568                           

                                      >= 45  mL/min/1.73m^2        21/ 598 (  3.5)       20/ 605 (  3.3)      1.06 ( 0.58, 1.94)    1.06 ( 0.57, 1.99)     0.00 ( -0.02,  0.02)     0.8440                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.7767            

                                      < 30  mL/min/1.73m^2          3/  13 ( 23.1)        2/  11 ( 18.2)      1.27 ( 0.26, 6.28)    1.35 ( 0.18,10.01)     0.05 ( -0.27,  0.37)     1.0000                           

                                      >= 30  mL/min/1.73m^         46/ 947 (  4.9)       46/ 951 (  4.8)      1.00 ( 0.67, 1.50)    1.00 ( 0.66, 1.53)     0.00 ( -0.02,  0.02)     0.9835                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0336            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   31/ 661 (  4.7)       40/ 677 (  5.9)      0.79 ( 0.50, 1.25)    0.78 ( 0.48, 1.27)    -0.01 ( -0.04,  0.01)     0.3203                           

                                      >=130 mmHg                   18/ 299 (  6.0)        8/ 285 (  2.8)      2.14 ( 0.95, 4.85)    2.22 ( 0.95, 5.19)     0.03 ( -0.00,  0.07)     0.0601                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2601            

                                      yes                          27/ 481 (  5.6)       22/ 500 (  4.4)      1.28 ( 0.74, 2.21)    1.29 ( 0.73, 2.30)     0.01 ( -0.02,  0.04)     0.3834                           

                                      no                           22/ 479 (  4.6)       26/ 462 (  5.6)      0.82 ( 0.47, 1.42)    0.81 ( 0.45, 1.45)    -0.01 ( -0.04,  0.02)     0.4710                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Reproductive system and      Overall                         14/ 960 (  1.5)       17/ 962 (  1.8)      0.83 ( 0.41, 1.66)    0.82 ( 0.40, 1.68)    -0.00 ( -0.02,  0.01)     0.5911                           

 breast disorders                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9426            

                                      <= 65 years                   3/ 235 (  1.3)        4/ 246 (  1.6)      0.79 ( 0.18, 3.47)    0.78 ( 0.17, 3.53)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      > 65 years                   11/ 725 (  1.5)       13/ 716 (  1.8)      0.84 ( 0.38, 1.85)    0.83 ( 0.37, 1.87)    -0.00 ( -0.02,  0.01)     0.6582                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0818            

                                      female                        0/ 277 (  0.0)        3/ 257 (  1.2)      0.13 ( 0.01, 2.55)    0.13 ( 0.01, 2.55)    -0.01 ( -0.02,  0.00)     0.1108                           

                                      male                         14/ 683 (  2.0)       14/ 705 (  2.0)      1.03 ( 0.50, 2.15)    1.03 ( 0.49, 2.18)     0.00 ( -0.02,  0.02)     0.9325                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8370            

                                      white                        12/ 711 (  1.7)       15/ 715 (  2.1)      0.80 ( 0.38, 1.71)    0.80 ( 0.37, 1.72)    -0.00 ( -0.02,  0.01)     0.5700                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         2/ 186 (  1.1)        2/ 186 (  1.1)      1.00 ( 0.14, 7.02)    1.00 ( 0.14, 7.17)     0.00 ( -0.02,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9934            

                                      North America                 2/ 137 (  1.5)        3/ 167 (  1.8)      0.81 ( 0.14, 4.79)    0.81 ( 0.13, 4.92)    -0.00 ( -0.03,  0.03)     1.0000                           

                                      South America                 2/ 185 (  1.1)        2/ 180 (  1.1)      0.97 ( 0.14, 6.83)    0.97 ( 0.14, 6.98)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      Europe                        8/ 455 (  1.8)       10/ 435 (  2.3)      0.76 ( 0.30, 1.92)    0.76 ( 0.30, 1.95)    -0.01 ( -0.03,  0.02)     0.5671                           

                                      Asia/Pacific                  2/ 183 (  1.1)        2/ 180 (  1.1)      0.98 ( 0.14, 6.91)    0.98 ( 0.14, 7.06)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8992            

                                      < 45  mL/min/1.73m^2          7/ 362 (  1.9)        8/ 357 (  2.2)      0.86 ( 0.32, 2.35)    0.86 ( 0.31, 2.40)    -0.00 ( -0.03,  0.02)     0.7734                           

                                      >= 45  mL/min/1.73m^2         7/ 598 (  1.2)        9/ 605 (  1.5)      0.79 ( 0.29, 2.10)    0.78 ( 0.29, 2.12)    -0.00 ( -0.02,  0.01)     0.6314                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         14/ 947 (  1.5)       17/ 951 (  1.8)      0.83 ( 0.41, 1.67)    0.82 ( 0.40, 1.68)    -0.00 ( -0.02,  0.01)     0.5952                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7779            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    9/ 661 (  1.4)       12/ 677 (  1.8)      0.77 ( 0.33, 1.81)    0.76 ( 0.32, 1.83)    -0.00 ( -0.02,  0.01)     0.5456                           

                                      >=130 mmHg                    5/ 299 (  1.7)        5/ 285 (  1.8)      0.95 ( 0.28, 3.26)    0.95 ( 0.27, 3.33)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1627            

                                      yes                           9/ 481 (  1.9)        7/ 500 (  1.4)      1.34 ( 0.50, 3.56)    1.34 ( 0.50, 3.63)     0.00 ( -0.01,  0.02)     0.5605                           

                                      no                            5/ 479 (  1.0)       10/ 462 (  2.2)      0.48 ( 0.17, 1.40)    0.48 ( 0.16, 1.41)    -0.01 ( -0.03,  0.01)     0.1702                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                         49/ 960 (  5.1)       89/ 962 (  9.3)      0.55 ( 0.39, 0.77)    0.53 ( 0.37, 0.76)    -0.04 ( -0.07, -0.02)     0.0004                           

 mediastinal disorders                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0794            

                                      <= 65 years                   7/ 235 (  3.0)       25/ 246 ( 10.2)      0.29 ( 0.13, 0.66)    0.27 ( 0.12, 0.64)    -0.07 ( -0.12, -0.02)     0.0016                           

                                      > 65 years                   42/ 725 (  5.8)       64/ 716 (  8.9)      0.65 ( 0.45, 0.94)    0.63 ( 0.42, 0.94)    -0.03 ( -0.06, -0.00)     0.0222                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3917            

                                      female                       11/ 277 (  4.0)       24/ 257 (  9.3)      0.43 ( 0.21, 0.85)    0.40 ( 0.19, 0.84)    -0.05 ( -0.10, -0.01)     0.0124                           

                                      male                         38/ 683 (  5.6)       65/ 705 (  9.2)      0.60 ( 0.41, 0.89)    0.58 ( 0.38, 0.88)    -0.04 ( -0.07, -0.01)     0.0094                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5950            

                                      white                        32/ 711 (  4.5)       63/ 715 (  8.8)      0.51 ( 0.34, 0.77)    0.49 ( 0.31, 0.76)    -0.04 ( -0.07, -0.02)     0.0011                           

                                      black or african american     4/  44 (  9.1)        4/  46 (  8.7)      1.05 ( 0.28, 3.92)    1.05 ( 0.25, 4.49)     0.00 ( -0.11,  0.12)     1.0000                           

                                      asian                        13/ 186 (  7.0)       22/ 186 ( 11.8)      0.59 ( 0.31, 1.14)    0.56 ( 0.27, 1.15)    -0.05 ( -0.11,  0.02)     0.1104                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2531            

                                      North America                13/ 137 (  9.5)       23/ 167 ( 13.8)      0.69 ( 0.36, 1.31)    0.66 ( 0.32, 1.35)    -0.04 ( -0.12,  0.04)     0.2509                           

                                      South America                 8/ 185 (  4.3)        7/ 180 (  3.9)      1.11 ( 0.41, 3.00)    1.12 ( 0.40, 3.15)     0.00 ( -0.04,  0.05)     0.8343                           

                                      Europe                       15/ 455 (  3.3)       38/ 435 (  8.7)      0.38 ( 0.21, 0.68)    0.36 ( 0.19, 0.66)    -0.05 ( -0.09, -0.02)     0.0006                           

                                      Asia/Pacific                 13/ 183 (  7.1)       21/ 180 ( 11.7)      0.61 ( 0.31, 1.18)    0.58 ( 0.28, 1.20)    -0.05 ( -0.11,  0.02)     0.1363                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.5731            

                                      < 45  mL/min/1.73m^2         22/ 362 (  6.1)       35/ 357 (  9.8)      0.62 ( 0.37, 1.04)    0.60 ( 0.34, 1.04)    -0.04 ( -0.08,  0.00)     0.0646                           

                                      >= 45  mL/min/1.73m^2        27/ 598 (  4.5)       54/ 605 (  8.9)      0.51 ( 0.32, 0.79)    0.48 ( 0.30, 0.78)    -0.04 ( -0.07, -0.01)     0.0023                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.7534            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        1/  11 (  9.1)      0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)     1.0000                           

                                      >= 30  mL/min/1.73m^         48/ 947 (  5.1)       88/ 951 (  9.3)      0.55 ( 0.39, 0.77)    0.52 ( 0.36, 0.75)    -0.04 ( -0.07, -0.02)     0.0004                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1479            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   41/ 661 (  6.2)       66/ 677 (  9.7)      0.64 ( 0.44, 0.93)    0.61 ( 0.41, 0.92)    -0.04 ( -0.07, -0.01)     0.0168                           

                                      >=130 mmHg                    8/ 299 (  2.7)       23/ 285 (  8.1)      0.33 ( 0.15, 0.73)    0.31 ( 0.14, 0.71)    -0.05 ( -0.10, -0.02)     0.0037                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2391            

                                      yes                          30/ 481 (  6.2)       47/ 500 (  9.4)      0.66 ( 0.43, 1.03)    0.64 ( 0.40, 1.03)    -0.03 ( -0.07,  0.00)     0.0657                           

                                      no                           19/ 479 (  4.0)       42/ 462 (  9.1)      0.44 ( 0.26, 0.74)    0.41 ( 0.24, 0.72)    -0.05 ( -0.09, -0.02)     0.0014                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                          6/ 960 (  0.6)       15/ 962 (  1.6)      0.40 ( 0.16, 1.03)    0.40 ( 0.15, 1.03)    -0.01 ( -0.02,  0.00)     0.0489                           

 mediastinal disorders, PT:                                                                                                                                                                                          

 Chronic obstructive pulmonary                                                                                                                                                                                       

 disease                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6604            

                                      <= 65 years                   1/ 235 (  0.4)        4/ 246 (  1.6)      0.26 ( 0.03, 2.32)    0.26 ( 0.03, 2.33)    -0.01 ( -0.03,  0.01)     0.3730                           

                                      > 65 years                    5/ 725 (  0.7)       11/ 716 (  1.5)      0.45 ( 0.16, 1.29)    0.45 ( 0.15, 1.29)    -0.01 ( -0.02,  0.00)     0.1253                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0893            

                                      female                        0/ 277 (  0.0)        5/ 257 (  1.9)      0.08 ( 0.00, 1.52)    0.08 ( 0.00, 1.50)    -0.02 ( -0.04, -0.00)     0.0253                           

                                      male                          6/ 683 (  0.9)       10/ 705 (  1.4)      0.62 ( 0.23, 1.69)    0.62 ( 0.22, 1.70)    -0.01 ( -0.02,  0.01)     0.3463                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8570            

                                      white                         5/ 711 (  0.7)       12/ 715 (  1.7)      0.42 ( 0.15, 1.18)    0.41 ( 0.15, 1.18)    -0.01 ( -0.02,  0.00)     0.0899                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         1/ 186 (  0.5)        3/ 186 (  1.6)      0.33 ( 0.03, 3.18)    0.33 ( 0.03, 3.20)    -0.01 ( -0.03,  0.01)     0.6230                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3212            

                                      North America                 3/ 137 (  2.2)        6/ 167 (  3.6)      0.61 ( 0.16, 2.39)    0.60 ( 0.15, 2.45)    -0.01 ( -0.05,  0.02)     0.5207                           

                                      South America                 1/ 185 (  0.5)        0/ 180 (  0.0)      2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                        1/ 455 (  0.2)        6/ 435 (  1.4)      0.16 ( 0.02, 1.32)    0.16 ( 0.02, 1.31)    -0.01 ( -0.02,  0.00)     0.0637                           

                                      Asia/Pacific                  1/ 183 (  0.5)        3/ 180 (  1.7)      0.33 ( 0.03, 3.12)    0.32 ( 0.03, 3.15)    -0.01 ( -0.03,  0.01)     0.3688                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.9141            

                                      < 45  mL/min/1.73m^2          3/ 362 (  0.8)        7/ 357 (  2.0)      0.42 ( 0.11, 1.62)    0.42 ( 0.11, 1.63)    -0.01 ( -0.03,  0.01)     0.2204                           

                                      >= 45  mL/min/1.73m^2         3/ 598 (  0.5)        8/ 605 (  1.3)      0.38 ( 0.10, 1.42)    0.38 ( 0.10, 1.43)    -0.01 ( -0.02,  0.00)     0.1350                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.4674            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^          6/ 947 (  0.6)       14/ 951 (  1.5)      0.43 ( 0.17, 1.12)    0.43 ( 0.16, 1.12)    -0.01 ( -0.02,  0.00)     0.0737                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9427            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    4/ 661 (  0.6)       10/ 677 (  1.5)      0.41 ( 0.13, 1.30)    0.41 ( 0.13, 1.30)    -0.01 ( -0.02,  0.00)     0.1172                           

                                      >=130 mmHg                    2/ 299 (  0.7)        5/ 285 (  1.8)      0.38 ( 0.07, 1.95)    0.38 ( 0.07, 1.96)    -0.01 ( -0.03,  0.01)     0.2755                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0723            

                                      yes                           4/ 481 (  0.8)        4/ 500 (  0.8)      1.04 ( 0.26, 4.13)    1.04 ( 0.26, 4.18)     0.00 ( -0.01,  0.01)     1.0000                           

                                      no                            2/ 479 (  0.4)       11/ 462 (  2.4)      0.18 ( 0.04, 0.79)    0.17 ( 0.04, 0.78)    -0.02 ( -0.04, -0.00)     0.0099                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                         14/ 960 (  1.5)       15/ 962 (  1.6)      0.94 ( 0.45, 1.93)    0.93 ( 0.45, 1.95)    -0.00 ( -0.01,  0.01)     0.8560                           

 mediastinal disorders, PT:                                                                                                                                                                                          

 Dyspnoea                                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7914            

                                      <= 65 years                   3/ 235 (  1.3)        4/ 246 (  1.6)      0.79 ( 0.18, 3.47)    0.78 ( 0.17, 3.53)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      > 65 years                   11/ 725 (  1.5)       11/ 716 (  1.5)      0.99 ( 0.43, 2.26)    0.99 ( 0.43, 2.29)    -0.00 ( -0.01,  0.01)     0.9765                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6491            

                                      female                        3/ 277 (  1.1)        4/ 257 (  1.6)      0.70 ( 0.16, 3.08)    0.69 ( 0.15, 3.12)    -0.00 ( -0.02,  0.01)     0.7158                           

                                      male                         11/ 683 (  1.6)       11/ 705 (  1.6)      1.03 ( 0.45, 2.37)    1.03 ( 0.44, 2.40)     0.00 ( -0.01,  0.02)     0.9403                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1344            

                                      white                         8/ 711 (  1.1)       12/ 715 (  1.7)      0.67 ( 0.28, 1.63)    0.67 ( 0.27, 1.64)    -0.01 ( -0.02,  0.01)     0.3746                           

                                      black or african american     3/  44 (  6.8)        0/  46 (  0.0)      7.31 ( 0.39,137.6)    7.84 ( 0.39,156.4)     0.07 ( -0.01,  0.14)     0.1127                           

                                      asian                         3/ 186 (  1.6)        3/ 186 (  1.6)      1.00 ( 0.20, 4.89)    1.00 ( 0.20, 5.02)     0.00 ( -0.03,  0.03)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1834            

                                      North America                 5/ 137 (  3.6)        5/ 167 (  3.0)      1.22 ( 0.36, 4.12)    1.23 ( 0.35, 4.33)     0.01 ( -0.03,  0.05)     0.7585                           

                                      South America                 3/ 185 (  1.6)        0/ 180 (  0.0)      6.81 ( 0.35,130.9)    6.92 ( 0.36,135.0)     0.02 ( -0.00,  0.03)     0.2481                           

                                      Europe                        3/ 455 (  0.7)        7/ 435 (  1.6)      0.41 ( 0.11, 1.57)    0.41 ( 0.10, 1.58)    -0.01 ( -0.02,  0.00)     0.2147                           

                                      Asia/Pacific                  3/ 183 (  1.6)        3/ 180 (  1.7)      0.98 ( 0.20, 4.81)    0.98 ( 0.20, 4.94)    -0.00 ( -0.03,  0.03)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8633            

                                      < 45  mL/min/1.73m^2          8/ 362 (  2.2)        8/ 357 (  2.2)      0.99 ( 0.37, 2.60)    0.99 ( 0.37, 2.66)    -0.00 ( -0.03,  0.03)     0.9776                           

                                      >= 45  mL/min/1.73m^2         6/ 598 (  1.0)        7/ 605 (  1.2)      0.87 ( 0.29, 2.57)    0.87 ( 0.29, 2.59)    -0.00 ( -0.02,  0.01)     0.7967                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.9418            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        1/  11 (  9.1)      0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)     1.0000                           

                                      >= 30  mL/min/1.73m^         13/ 947 (  1.4)       14/ 951 (  1.5)      0.93 ( 0.44, 1.97)    0.93 ( 0.44, 1.99)    -0.00 ( -0.01,  0.01)     0.8550                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9983            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   13/ 661 (  2.0)       14/ 677 (  2.1)      0.95 ( 0.45, 2.01)    0.95 ( 0.44, 2.04)    -0.00 ( -0.02,  0.02)     0.8953                           

                                      >=130 mmHg                    1/ 299 (  0.3)        1/ 285 (  0.4)      0.95 ( 0.06,15.17)    0.95 ( 0.06,15.31)    -0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.6625            

                                      yes                           9/ 481 (  1.9)       11/ 500 (  2.2)      0.85 ( 0.36, 2.03)    0.85 ( 0.35, 2.06)    -0.00 ( -0.02,  0.02)     0.7157                           

                                      no                            5/ 479 (  1.0)        4/ 462 (  0.9)      1.21 ( 0.33, 4.46)    1.21 ( 0.32, 4.53)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Skin and subcutaneous        Overall                         40/ 960 (  4.2)       30/ 962 (  3.1)      1.34 ( 0.84, 2.13)    1.35 ( 0.83, 2.19)     0.01 ( -0.01,  0.03)     0.2201                           

 tissue disorders                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5476            

                                      <= 65 years                  10/ 235 (  4.3)        6/ 246 (  2.4)      1.74 ( 0.64, 4.72)    1.78 ( 0.64, 4.97)     0.02 ( -0.02,  0.06)     0.2673                           

                                      > 65 years                   30/ 725 (  4.1)       24/ 716 (  3.4)      1.23 ( 0.73, 2.09)    1.24 ( 0.72, 2.15)     0.01 ( -0.01,  0.03)     0.4323                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3696            

                                      female                       11/ 277 (  4.0)        5/ 257 (  1.9)      2.04 ( 0.72, 5.79)    2.08 ( 0.71, 6.08)     0.02 ( -0.01,  0.05)     0.1705                           

                                      male                         29/ 683 (  4.2)       25/ 705 (  3.5)      1.20 ( 0.71, 2.02)    1.21 ( 0.70, 2.08)     0.01 ( -0.01,  0.03)     0.5004                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4621            

                                      white                        25/ 711 (  3.5)       22/ 715 (  3.1)      1.14 ( 0.65, 2.01)    1.15 ( 0.64, 2.06)     0.00 ( -0.02,  0.02)     0.6424                           

                                      black or african american     2/  44 (  4.5)        0/  46 (  0.0)      5.22 ( 0.26,105.8)    5.47 ( 0.26,117.2)     0.05 ( -0.02,  0.11)     0.2362                           

                                      asian                        12/ 186 (  6.5)        8/ 186 (  4.3)      1.50 ( 0.63, 3.58)    1.53 ( 0.61, 3.85)     0.02 ( -0.03,  0.07)     0.3585                           

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3310            

                                      North America                 4/ 137 (  2.9)        9/ 167 (  5.4)      0.54 ( 0.17, 1.72)    0.53 ( 0.16, 1.75)    -0.02 ( -0.08,  0.03)     0.2904                           

                                      South America                 5/ 185 (  2.7)        2/ 180 (  1.1)      2.43 ( 0.48,12.38)    2.47 ( 0.47,12.91)     0.02 ( -0.01,  0.04)     0.4489                           

                                      Europe                       19/ 455 (  4.2)       12/ 435 (  2.8)      1.51 ( 0.74, 3.08)    1.54 ( 0.74, 3.20)     0.01 ( -0.01,  0.04)     0.2493                           

                                      Asia/Pacific                 12/ 183 (  6.6)        7/ 180 (  3.9)      1.69 ( 0.68, 4.19)    1.73 ( 0.67, 4.51)     0.03 ( -0.03,  0.08)     0.2544                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.4957            

                                      < 45  mL/min/1.73m^2         17/ 362 (  4.7)       15/ 357 (  4.2)      1.12 ( 0.57, 2.20)    1.12 ( 0.55, 2.29)     0.00 ( -0.03,  0.04)     0.7480                           

                                      >= 45  mL/min/1.73m^2        23/ 598 (  3.8)       15/ 605 (  2.5)      1.55 ( 0.82, 2.94)    1.57 ( 0.81, 3.05)     0.01 ( -0.01,  0.04)     0.1755                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.4131            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         39/ 947 (  4.1)       30/ 951 (  3.2)      1.31 ( 0.82, 2.08)    1.32 ( 0.81, 2.14)     0.01 ( -0.01,  0.03)     0.2622                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7189            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   33/ 661 (  5.0)       26/ 677 (  3.8)      1.30 ( 0.79, 2.15)    1.32 ( 0.78, 2.23)     0.01 ( -0.01,  0.04)     0.3050                           

                                      >=130 mmHg                    7/ 299 (  2.3)        4/ 285 (  1.4)      1.67 ( 0.49, 5.64)    1.68 ( 0.49, 5.82)     0.01 ( -0.02,  0.04)     0.4052                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.9291            

                                      yes                          21/ 481 (  4.4)       16/ 500 (  3.2)      1.36 ( 0.72, 2.58)    1.38 ( 0.71, 2.68)     0.01 ( -0.01,  0.04)     0.3382                           

                                      no                           19/ 479 (  4.0)       14/ 462 (  3.0)      1.31 ( 0.66, 2.58)    1.32 ( 0.65, 2.67)     0.01 ( -0.02,  0.04)     0.4353                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Vascular disorders           Overall                         96/ 960 ( 10.0)       85/ 962 (  8.8)      1.13 ( 0.86, 1.49)    1.15 ( 0.84, 1.56)     0.01 ( -0.02,  0.04)     0.3824                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9822            

                                      <= 65 years                  25/ 235 ( 10.6)       23/ 246 (  9.3)      1.14 ( 0.66, 1.95)    1.15 ( 0.64, 2.10)     0.01 ( -0.04,  0.07)     0.6377                           

                                      > 65 years                   71/ 725 (  9.8)       62/ 716 (  8.7)      1.13 ( 0.82, 1.56)    1.15 ( 0.80, 1.64)     0.01 ( -0.02,  0.04)     0.4573                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1029            

                                      female                       31/ 277 ( 11.2)       17/ 257 (  6.6)      1.69 ( 0.96, 2.98)    1.78 ( 0.96, 3.30)     0.05 ( -0.01,  0.10)     0.0649                           

                                      male                         65/ 683 (  9.5)       68/ 705 (  9.6)      0.99 ( 0.71, 1.36)    0.99 ( 0.69, 1.41)    -0.00 ( -0.03,  0.03)     0.9352                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7200            

                                      white                        80/ 711 ( 11.3)       70/ 715 (  9.8)      1.15 ( 0.85, 1.56)    1.17 ( 0.83, 1.64)     0.01 ( -0.02,  0.05)     0.3686                           

                                      black or african american     5/  44 ( 11.4)        7/  46 ( 15.2)      0.75 ( 0.26, 2.18)    0.71 ( 0.21, 2.44)    -0.04 ( -0.20,  0.12)     0.5929                           

                                      asian                        10/ 186 (  5.4)        8/ 186 (  4.3)      1.25 ( 0.50, 3.10)    1.26 ( 0.49, 3.28)     0.01 ( -0.04,  0.06)     0.6294                           

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6375            

                                      North America                13/ 137 (  9.5)       18/ 167 ( 10.8)      0.88 ( 0.45, 1.73)    0.87 ( 0.41, 1.84)    -0.01 ( -0.09,  0.06)     0.7121                           

                                      South America                22/ 185 ( 11.9)       14/ 180 (  7.8)      1.53 ( 0.81, 2.89)    1.60 ( 0.79, 3.24)     0.04 ( -0.03,  0.11)     0.1881                           

                                      Europe                       51/ 455 ( 11.2)       46/ 435 ( 10.6)      1.06 ( 0.73, 1.54)    1.07 ( 0.70, 1.63)     0.01 ( -0.04,  0.05)     0.7617                           

                                      Asia/Pacific                 10/ 183 (  5.5)        7/ 180 (  3.9)      1.41 ( 0.55, 3.61)    1.43 ( 0.53, 3.84)     0.02 ( -0.03,  0.07)     0.4781                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.4770            

                                      < 45  mL/min/1.73m^2         42/ 362 ( 11.6)       41/ 357 ( 11.5)      1.01 ( 0.67, 1.51)    1.01 ( 0.64, 1.60)     0.00 ( -0.05,  0.05)     0.9607                           

                                      >= 45  mL/min/1.73m^2        54/ 598 (  9.0)       44/ 605 (  7.3)      1.24 ( 0.85, 1.82)    1.27 ( 0.84, 1.92)     0.02 ( -0.01,  0.05)     0.2654                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.8693            

                                      < 30  mL/min/1.73m^2          3/  13 ( 23.1)        2/  11 ( 18.2)      1.27 ( 0.26, 6.28)    1.35 ( 0.18,10.01)     0.05 ( -0.27,  0.37)     1.0000                           

                                      >= 30  mL/min/1.73m^         93/ 947 (  9.8)       83/ 951 (  8.7)      1.13 ( 0.85, 1.49)    1.14 ( 0.83, 1.55)     0.01 ( -0.02,  0.04)     0.4119                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2037            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   74/ 661 ( 11.2)       60/ 677 (  8.9)      1.26 ( 0.91, 1.75)    1.30 ( 0.91, 1.86)     0.02 ( -0.01,  0.06)     0.1555                           

                                      >=130 mmHg                   22/ 299 (  7.4)       25/ 285 (  8.8)      0.84 ( 0.48, 1.45)    0.83 ( 0.45, 1.50)    -0.01 ( -0.06,  0.03)     0.5304                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0101            

                                      yes                          44/ 481 (  9.1)       56/ 500 ( 11.2)      0.82 ( 0.56, 1.19)    0.80 ( 0.53, 1.21)    -0.02 ( -0.06,  0.02)     0.2884                           

                                      no                           52/ 479 ( 10.9)       29/ 462 (  6.3)      1.73 ( 1.12, 2.67)    1.82 ( 1.13, 2.92)     0.05 (  0.01,  0.08)     0.0123                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Vascular disorders, PT:      Overall                         53/ 960 (  5.5)       37/ 962 (  3.8)      1.44 ( 0.95, 2.16)    1.46 ( 0.95, 2.25)     0.02 ( -0.00,  0.04)     0.0824                           

 Hypotension                                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4497            

                                      <= 65 years                  16/ 235 (  6.8)        9/ 246 (  3.7)      1.86 ( 0.84, 4.13)    1.92 ( 0.83, 4.44)     0.03 ( -0.01,  0.08)     0.1202                           

                                      > 65 years                   37/ 725 (  5.1)       28/ 716 (  3.9)      1.31 ( 0.81, 2.11)    1.32 ( 0.80, 2.18)     0.01 ( -0.01,  0.03)     0.2755                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5540            

                                      female                       17/ 277 (  6.1)        9/ 257 (  3.5)      1.75 ( 0.80, 3.86)    1.80 ( 0.79, 4.12)     0.03 ( -0.01,  0.07)     0.1578                           

                                      male                         36/ 683 (  5.3)       28/ 705 (  4.0)      1.33 ( 0.82, 2.15)    1.35 ( 0.81, 2.23)     0.01 ( -0.01,  0.04)     0.2487                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4700            

                                      white                        44/ 711 (  6.2)       30/ 715 (  4.2)      1.47 ( 0.94, 2.32)    1.51 ( 0.94, 2.42)     0.02 ( -0.00,  0.04)     0.0900                           

                                      black or african american     1/  44 (  2.3)        3/  46 (  6.5)      0.35 ( 0.04, 3.23)    0.33 ( 0.03, 3.33)    -0.04 ( -0.13,  0.04)     0.6168                           

                                      asian                         7/ 186 (  3.8)        4/ 186 (  2.2)      1.75 ( 0.52, 5.88)    1.78 ( 0.51, 6.18)     0.02 ( -0.03,  0.06)     0.3592                           

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4782            

                                      North America                 6/ 137 (  4.4)        8/ 167 (  4.8)      0.91 ( 0.33, 2.57)    0.91 ( 0.31, 2.69)    -0.00 ( -0.06,  0.05)     0.8652                           

                                      South America                17/ 185 (  9.2)        7/ 180 (  3.9)      2.36 ( 1.00, 5.56)    2.50 ( 1.01, 6.18)     0.05 ( -0.00,  0.11)     0.0414                           

                                      Europe                       23/ 455 (  5.1)       18/ 435 (  4.1)      1.22 ( 0.67, 2.23)    1.23 ( 0.66, 2.32)     0.01 ( -0.02,  0.04)     0.5144                           

                                      Asia/Pacific                  7/ 183 (  3.8)        4/ 180 (  2.2)      1.72 ( 0.51, 5.78)    1.75 ( 0.50, 6.08)     0.02 ( -0.03,  0.06)     0.3737                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.4619            

                                      < 45  mL/min/1.73m^2         22/ 362 (  6.1)       18/ 357 (  5.0)      1.21 ( 0.66, 2.21)    1.22 ( 0.64, 2.31)     0.01 ( -0.03,  0.05)     0.5451                           

                                      >= 45  mL/min/1.73m^2        31/ 598 (  5.2)       19/ 605 (  3.1)      1.65 ( 0.94, 2.89)    1.69 ( 0.94, 3.02)     0.02 ( -0.00,  0.05)     0.0759                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.5454            

                                      < 30  mL/min/1.73m^2          3/  13 ( 23.1)        1/  11 (  9.1)      2.54 ( 0.31,21.06)    3.00 ( 0.26,33.97)     0.14 ( -0.15,  0.43)     0.5963                           

                                      >= 30  mL/min/1.73m^         50/ 947 (  5.3)       36/ 951 (  3.8)      1.39 ( 0.92, 2.12)    1.42 ( 0.91, 2.20)     0.01 ( -0.00,  0.03)     0.1177                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8567            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   43/ 661 (  6.5)       31/ 677 (  4.6)      1.42 ( 0.91, 2.23)    1.45 ( 0.90, 2.33)     0.02 ( -0.01,  0.05)     0.1234                           

                                      >=130 mmHg                   10/ 299 (  3.3)        6/ 285 (  2.1)      1.59 ( 0.58, 4.31)    1.61 ( 0.58, 4.49)     0.01 ( -0.02,  0.04)     0.3595                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2476            

                                      yes                          27/ 481 (  5.6)       24/ 500 (  4.8)      1.17 ( 0.68, 2.00)    1.18 ( 0.67, 2.07)     0.01 ( -0.02,  0.04)     0.5664                           

                                      no                           26/ 479 (  5.4)       13/ 462 (  2.8)      1.93 ( 1.00, 3.71)    1.98 ( 1.01, 3.91)     0.03 ( -0.00,  0.05)     0.0444                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Adverse Events by SOC and PT (incidence in either arm >= 10% or both incidence >=1% and >=10 patients affected in either arm)                                                                   

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Vascular disorders, PT:      Overall                         10/ 960 (  1.0)        5/ 962 (  0.5)      2.00 ( 0.69, 5.84)    2.01 ( 0.69, 5.92)     0.01 ( -0.00,  0.02)     0.1937                           

 Peripheral arterial occlusive                                                                                                                                                                                       

 disease                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6166            

                                      <= 65 years                   1/ 235 (  0.4)        1/ 246 (  0.4)      1.05 ( 0.07,16.64)    1.05 ( 0.07,16.84)     0.00 ( -0.01,  0.01)     1.0000                           

                                      > 65 years                    9/ 725 (  1.2)        4/ 716 (  0.6)      2.22 ( 0.69, 7.18)    2.24 ( 0.69, 7.30)     0.01 ( -0.00,  0.02)     0.1707                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3565            

                                      female                        2/ 277 (  0.7)        2/ 257 (  0.8)      0.93 ( 0.13, 6.54)    0.93 ( 0.13, 6.63)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      male                          8/ 683 (  1.2)        3/ 705 (  0.4)      2.75 ( 0.73,10.33)    2.77 ( 0.73,10.50)     0.01 ( -0.00,  0.02)     0.1174                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4658            

                                      white                         9/ 711 (  1.3)        5/ 715 (  0.7)      1.81 ( 0.61, 5.37)    1.82 ( 0.61, 5.46)     0.01 ( -0.01,  0.02)     0.2781                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         1/ 186 (  0.5)        0/ 186 (  0.0)      3.00 ( 0.12,73.17)    3.02 ( 0.12,74.52)     0.01 ( -0.01,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5204            

                                      North America                 1/ 137 (  0.7)        0/ 167 (  0.0)      3.65 ( 0.15,88.94)    3.68 ( 0.15,91.09)     0.01 ( -0.01,  0.02)     0.4507                           

                                      South America                 0/ 185 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                      Europe                        8/ 455 (  1.8)        5/ 435 (  1.1)      1.53 ( 0.50, 4.64)    1.54 ( 0.50, 4.74)     0.01 ( -0.01,  0.03)     0.4494                           

                                      Asia/Pacific                  1/ 183 (  0.5)        0/ 180 (  0.0)      2.95 ( 0.12,71.97)    2.97 ( 0.12,73.32)     0.01 ( -0.01,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6948            

                                      < 45  mL/min/1.73m^2          3/ 362 (  0.8)        1/ 357 (  0.3)      2.96 ( 0.31,28.31)    2.97 ( 0.31,28.74)     0.01 ( -0.01,  0.02)     0.6240                           

                                      >= 45  mL/min/1.73m^2         7/ 598 (  1.2)        4/ 605 (  0.7)      1.77 ( 0.52, 6.02)    1.78 ( 0.52, 6.11)     0.01 ( -0.01,  0.02)     0.3536                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         10/ 947 (  1.1)        5/ 951 (  0.5)      2.01 ( 0.69, 5.85)    2.02 ( 0.69, 5.93)     0.01 ( -0.00,  0.02)     0.1922                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3725            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    8/ 661 (  1.2)        3/ 677 (  0.4)      2.73 ( 0.73,10.25)    2.75 ( 0.73,10.42)     0.01 ( -0.00,  0.02)     0.1204                           

                                      >=130 mmHg                    2/ 299 (  0.7)        2/ 285 (  0.7)      0.95 ( 0.14, 6.72)    0.95 ( 0.13, 6.81)    -0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0290            

                                      yes                           4/ 481 (  0.8)        5/ 500 (  1.0)      0.83 ( 0.22, 3.08)    0.83 ( 0.22, 3.11)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      no                            6/ 479 (  1.3)        0/ 462 (  0.0)     12.54 ( 0.71,222.0)   12.70 ( 0.71,226.0)     0.01 (  0.00,  0.02)     0.0309                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders            Overall                        252/ 960 ( 26.3)      311/ 962 ( 32.3)      0.81 ( 0.71, 0.93)    0.75 ( 0.61, 0.91)    -0.06 ( -0.10, -0.02)     0.0034                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5505            

                                      <= 65 years                  65/ 235 ( 27.7)       89/ 246 ( 36.2)      0.76 ( 0.59, 1.00)    0.67 ( 0.46, 0.99)    -0.09 ( -0.17,  0.00)     0.0455                           

                                      > 65 years                  187/ 725 ( 25.8)      222/ 716 ( 31.0)      0.83 ( 0.71, 0.98)    0.77 ( 0.61, 0.97)    -0.05 ( -0.10, -0.00)     0.0283                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9479            

                                      female                       73/ 277 ( 26.4)       84/ 257 ( 32.7)      0.81 ( 0.62, 1.05)    0.74 ( 0.51, 1.07)    -0.06 ( -0.14,  0.02)     0.1089                           

                                      male                        179/ 683 ( 26.2)      227/ 705 ( 32.2)      0.81 ( 0.69, 0.96)    0.75 ( 0.59, 0.94)    -0.06 ( -0.11, -0.01)     0.0142                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5220            

                                      white                       185/ 711 ( 26.0)      231/ 715 ( 32.3)      0.81 ( 0.68, 0.95)    0.74 ( 0.59, 0.93)    -0.06 ( -0.11, -0.01)     0.0090                           

                                      black or african american    17/  44 ( 38.6)       19/  46 ( 41.3)      0.94 ( 0.56, 1.55)    0.89 ( 0.38, 2.08)    -0.03 ( -0.23,  0.18)     0.7973                           

                                      asian                        42/ 186 ( 22.6)       57/ 186 ( 30.6)      0.74 ( 0.52, 1.04)    0.66 ( 0.42, 1.05)    -0.08 ( -0.17,  0.01)     0.0788                           

                                      other                         8/  19 ( 42.1)        4/  15 ( 26.7)      1.58 ( 0.59, 4.25)    2.00 ( 0.46, 8.63)     0.15 ( -0.20,  0.45)     0.3568                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6537            

                                      North America                39/ 137 ( 28.5)       52/ 167 ( 31.1)      0.91 ( 0.65, 1.30)    0.88 ( 0.54, 1.44)    -0.03 ( -0.13,  0.08)     0.6135                           

                                      South America                54/ 185 ( 29.2)       57/ 180 ( 31.7)      0.92 ( 0.68, 1.26)    0.89 ( 0.57, 1.39)    -0.02 ( -0.12,  0.07)     0.6075                           

                                      Europe                      117/ 455 ( 25.7)      146/ 435 ( 33.6)      0.77 ( 0.62, 0.94)    0.69 ( 0.51, 0.92)    -0.08 ( -0.14, -0.02)     0.0104                           

                                      Asia/Pacific                 42/ 183 ( 23.0)       56/ 180 ( 31.1)      0.74 ( 0.52, 1.04)    0.66 ( 0.41, 1.05)    -0.08 ( -0.18,  0.01)     0.0804                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0175            

                                      < 45  mL/min/1.73m^2         96/ 362 ( 26.5)      141/ 357 ( 39.5)      0.67 ( 0.54, 0.83)    0.55 ( 0.40, 0.76)    -0.13 ( -0.20, -0.06)     0.0002                           

                                      >= 45  mL/min/1.73m^2       156/ 598 ( 26.1)      170/ 605 ( 28.1)      0.93 ( 0.77, 1.12)    0.90 ( 0.70, 1.16)    -0.02 ( -0.07,  0.03)     0.4326                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.5733            

                                      < 30  mL/min/1.73m^2         10/  13 ( 76.9)        8/  11 ( 72.7)      1.06 ( 0.66, 1.69)    1.25 ( 0.20, 7.96)     0.04 ( -0.31,  0.39)     1.0000                           

                                      >= 30  mL/min/1.73m^        242/ 947 ( 25.6)      303/ 951 ( 31.9)      0.80 ( 0.70, 0.93)    0.73 ( 0.60, 0.90)    -0.06 ( -0.10, -0.02)     0.0024                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6897            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                  182/ 661 ( 27.5)      232/ 677 ( 34.3)      0.80 ( 0.68, 0.94)    0.73 ( 0.58, 0.92)    -0.07 ( -0.12, -0.02)     0.0077                           

                                      >=130 mmHg                   70/ 299 ( 23.4)       79/ 285 ( 27.7)      0.84 ( 0.64, 1.12)    0.80 ( 0.55, 1.16)    -0.04 ( -0.12,  0.03)     0.2330                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8186            

                                      yes                         142/ 481 ( 29.5)      177/ 500 ( 35.4)      0.83 ( 0.70, 1.00)    0.76 ( 0.58, 1.00)    -0.06 ( -0.12,  0.00)     0.0496                           

                                      no                          110/ 479 ( 23.0)      134/ 462 ( 29.0)      0.79 ( 0.64, 0.98)    0.73 ( 0.54, 0.98)    -0.06 ( -0.12, -0.00)     0.0347                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         21/ 960 (  2.2)       28/ 962 (  2.9)      0.75 ( 0.43, 1.31)    0.75 ( 0.42, 1.32)    -0.01 ( -0.02,  0.01)     0.3147                           

 Acute myocardial infarction                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4131            

                                      <= 65 years                   5/ 235 (  2.1)       10/ 246 (  4.1)      0.52 ( 0.18, 1.51)    0.51 ( 0.17, 1.52)    -0.02 ( -0.06,  0.02)     0.2222                           

                                      > 65 years                   16/ 725 (  2.2)       18/ 716 (  2.5)      0.88 ( 0.45, 1.71)    0.88 ( 0.44, 1.73)    -0.00 ( -0.02,  0.01)     0.7011                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2477            

                                      female                        9/ 277 (  3.2)        7/ 257 (  2.7)      1.19 ( 0.45, 3.16)    1.20 ( 0.44, 3.27)     0.01 ( -0.03,  0.04)     0.7222                           

                                      male                         12/ 683 (  1.8)       21/ 705 (  3.0)      0.59 ( 0.29, 1.19)    0.58 ( 0.28, 1.19)    -0.01 ( -0.03,  0.01)     0.1354                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9919            

                                      white                        16/ 711 (  2.3)       22/ 715 (  3.1)      0.73 ( 0.39, 1.38)    0.73 ( 0.38, 1.39)    -0.01 ( -0.03,  0.01)     0.3327                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         4/ 186 (  2.2)        5/ 186 (  2.7)      0.80 ( 0.22, 2.93)    0.80 ( 0.21, 3.01)    -0.01 ( -0.04,  0.03)     1.0000                           

                                      other                         1/  19 (  5.3)        1/  15 (  6.7)      0.79 ( 0.05,11.61)    0.78 ( 0.04,13.56)    -0.01 ( -0.18,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6559            

                                      North America                 2/ 137 (  1.5)        4/ 167 (  2.4)      0.61 ( 0.11, 3.28)    0.60 ( 0.11, 3.35)    -0.01 ( -0.04,  0.02)     0.6936                           

                                      South America                 6/ 185 (  3.2)        4/ 180 (  2.2)      1.46 ( 0.42, 5.09)    1.47 ( 0.41, 5.32)     0.01 ( -0.02,  0.04)     0.7507                           

                                      Europe                        9/ 455 (  2.0)       15/ 435 (  3.4)      0.57 ( 0.25, 1.30)    0.57 ( 0.24, 1.30)    -0.01 ( -0.04,  0.01)     0.1761                           

                                      Asia/Pacific                  4/ 183 (  2.2)        5/ 180 (  2.8)      0.79 ( 0.21, 2.88)    0.78 ( 0.21, 2.96)    -0.01 ( -0.04,  0.03)     0.7491                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.7739            

                                      < 45  mL/min/1.73m^2         10/ 362 (  2.8)       12/ 357 (  3.4)      0.82 ( 0.36, 1.88)    0.82 ( 0.35, 1.92)    -0.01 ( -0.04,  0.02)     0.6413                           

                                      >= 45  mL/min/1.73m^2        11/ 598 (  1.8)       16/ 605 (  2.6)      0.70 ( 0.33, 1.49)    0.69 ( 0.32, 1.50)    -0.01 ( -0.03,  0.01)     0.3461                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.9360            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        1/  11 (  9.1)      0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)     1.0000                           

                                      >= 30  mL/min/1.73m^         20/ 947 (  2.1)       27/ 951 (  2.8)      0.74 ( 0.42, 1.32)    0.74 ( 0.41, 1.33)    -0.01 ( -0.02,  0.01)     0.3082                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2491            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   14/ 661 (  2.1)       23/ 677 (  3.4)      0.62 ( 0.32, 1.20)    0.62 ( 0.31, 1.21)    -0.01 ( -0.03,  0.01)     0.1538                           

                                      >=130 mmHg                    7/ 299 (  2.3)        5/ 285 (  1.8)      1.33 ( 0.43, 4.16)    1.34 ( 0.42, 4.28)     0.01 ( -0.02,  0.03)     0.6177                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2238            

                                      yes                          12/ 481 (  2.5)       21/ 500 (  4.2)      0.59 ( 0.30, 1.19)    0.58 ( 0.28, 1.20)    -0.02 ( -0.04,  0.01)     0.1389                           

                                      no                            9/ 479 (  1.9)        7/ 462 (  1.5)      1.24 ( 0.47, 3.30)    1.24 ( 0.46, 3.37)     0.00 ( -0.02,  0.02)     0.6663                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         11/ 960 (  1.1)       19/ 962 (  2.0)      0.58 ( 0.28, 1.21)    0.58 ( 0.27, 1.22)    -0.01 ( -0.02,  0.00)     0.1426                           

 Angina unstable                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4586            

                                      <= 65 years                   2/ 235 (  0.9)        6/ 246 (  2.4)      0.35 ( 0.07, 1.71)    0.34 ( 0.07, 1.72)    -0.02 ( -0.04,  0.01)     0.2860                           

                                      > 65 years                    9/ 725 (  1.2)       13/ 716 (  1.8)      0.68 ( 0.29, 1.59)    0.68 ( 0.29, 1.60)    -0.01 ( -0.02,  0.01)     0.3742                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5339            

                                      female                        5/ 277 (  1.8)        6/ 257 (  2.3)      0.77 ( 0.24, 2.50)    0.77 ( 0.23, 2.55)    -0.01 ( -0.04,  0.02)     0.6671                           

                                      male                          6/ 683 (  0.9)       13/ 705 (  1.8)      0.48 ( 0.18, 1.25)    0.47 ( 0.18, 1.25)    -0.01 ( -0.02,  0.00)     0.1218                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8443            

                                      white                         9/ 711 (  1.3)       15/ 715 (  2.1)      0.60 ( 0.27, 1.37)    0.60 ( 0.26, 1.38)    -0.01 ( -0.02,  0.01)     0.2221                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         2/ 186 (  1.1)        4/ 186 (  2.2)      0.50 ( 0.09, 2.70)    0.49 ( 0.09, 2.73)    -0.01 ( -0.04,  0.01)     0.6850                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6005            

                                      North America                 1/ 137 (  0.7)        5/ 167 (  3.0)      0.24 ( 0.03, 2.06)    0.24 ( 0.03, 2.06)    -0.02 ( -0.05,  0.01)     0.2279                           

                                      South America                 2/ 185 (  1.1)        1/ 180 (  0.6)      1.95 ( 0.18,21.27)    1.96 ( 0.18,21.77)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                        6/ 455 (  1.3)        9/ 435 (  2.1)      0.64 ( 0.23, 1.78)    0.63 ( 0.22, 1.79)    -0.01 ( -0.03,  0.01)     0.3850                           

                                      Asia/Pacific                  2/ 183 (  1.1)        4/ 180 (  2.2)      0.49 ( 0.09, 2.65)    0.49 ( 0.09, 2.69)    -0.01 ( -0.04,  0.01)     0.4460                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0571            

                                      < 45  mL/min/1.73m^2          2/ 362 (  0.6)       10/ 357 (  2.8)      0.20 ( 0.04, 0.89)    0.19 ( 0.04, 0.89)    -0.02 ( -0.05, -0.00)     0.0187                           

                                      >= 45  mL/min/1.73m^2         9/ 598 (  1.5)        9/ 605 (  1.5)      1.01 ( 0.40, 2.53)    1.01 ( 0.40, 2.57)     0.00 ( -0.02,  0.02)     0.9802                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2004            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        2/  11 ( 18.2)      0.17 ( 0.01, 3.23)    0.14 ( 0.01, 3.28)    -0.18 ( -0.41,  0.05)     0.1993                           

                                      >= 30  mL/min/1.73m^         11/ 947 (  1.2)       17/ 951 (  1.8)      0.65 ( 0.31, 1.38)    0.65 ( 0.30, 1.39)    -0.01 ( -0.02,  0.01)     0.2581                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1857            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    6/ 661 (  0.9)       15/ 677 (  2.2)      0.41 ( 0.16, 1.05)    0.40 ( 0.16, 1.05)    -0.01 ( -0.03,  0.00)     0.0544                           

                                      >=130 mmHg                    5/ 299 (  1.7)        4/ 285 (  1.4)      1.19 ( 0.32, 4.39)    1.19 ( 0.32, 4.49)     0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7782            

                                      yes                           5/ 481 (  1.0)       10/ 500 (  2.0)      0.52 ( 0.18, 1.51)    0.51 ( 0.17, 1.52)    -0.01 ( -0.03,  0.01)     0.2206                           

                                      no                            6/ 479 (  1.3)        9/ 462 (  1.9)      0.64 ( 0.23, 1.79)    0.64 ( 0.23, 1.81)    -0.01 ( -0.03,  0.01)     0.3947                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                          6/ 960 (  0.6)       20/ 962 (  2.1)      0.30 ( 0.12, 0.75)    0.30 ( 0.12, 0.74)    -0.01 ( -0.03, -0.00)     0.0058                           

 Atrial fibrillation                                                                                                                                                                                                 

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8051            

                                      <= 65 years                   2/ 235 (  0.9)        8/ 246 (  3.3)      0.26 ( 0.06, 1.22)    0.26 ( 0.05, 1.22)    -0.02 ( -0.05,  0.00)     0.1066                           

                                      > 65 years                    4/ 725 (  0.6)       12/ 716 (  1.7)      0.33 ( 0.11, 1.02)    0.33 ( 0.10, 1.01)    -0.01 ( -0.02,  0.00)     0.0418                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2089            

                                      female                        4/ 277 (  1.4)        7/ 257 (  2.7)      0.53 ( 0.16, 1.79)    0.52 ( 0.15, 1.81)    -0.01 ( -0.04,  0.02)     0.2987                           

                                      male                          2/ 683 (  0.3)       13/ 705 (  1.8)      0.16 ( 0.04, 0.70)    0.16 ( 0.04, 0.70)    -0.02 ( -0.03, -0.00)     0.0052                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1376            

                                      white                         4/ 711 (  0.6)       19/ 715 (  2.7)      0.21 ( 0.07, 0.62)    0.21 ( 0.07, 0.61)    -0.02 ( -0.04, -0.01)     0.0017                           

                                      black or african american     1/  44 (  2.3)        1/  46 (  2.2)      1.05 ( 0.07,16.20)    1.05 ( 0.06,17.26)     0.00 ( -0.06,  0.06)     1.0000                           

                                      asian                         0/ 186 (  0.0)        0/ 186 (  0.0)        NE                    NE                    NE                                                       

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3664            

                                      North America                 2/ 137 (  1.5)        6/ 167 (  3.6)      0.41 ( 0.08, 1.98)    0.40 ( 0.08, 2.00)    -0.02 ( -0.06,  0.01)     0.3019                           

                                      South America                 3/ 185 (  1.6)        5/ 180 (  2.8)      0.58 ( 0.14, 2.41)    0.58 ( 0.14, 2.45)    -0.01 ( -0.04,  0.02)     0.4977                           

                                      Europe                        1/ 455 (  0.2)        9/ 435 (  2.1)      0.11 ( 0.01, 0.83)    0.10 ( 0.01, 0.83)    -0.02 ( -0.03, -0.00)     0.0098                           

                                      Asia/Pacific                  0/ 183 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1102            

                                      < 45  mL/min/1.73m^2          4/ 362 (  1.1)        6/ 357 (  1.7)      0.66 ( 0.19, 2.31)    0.65 ( 0.18, 2.34)    -0.01 ( -0.02,  0.01)     0.5434                           

                                      >= 45  mL/min/1.73m^2         2/ 598 (  0.3)       14/ 605 (  2.3)      0.14 ( 0.03, 0.63)    0.14 ( 0.03, 0.63)    -0.02 ( -0.04, -0.01)     0.0027                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.0853            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^          5/ 947 (  0.5)       20/ 951 (  2.1)      0.25 ( 0.09, 0.67)    0.25 ( 0.09, 0.66)    -0.02 ( -0.03, -0.00)     0.0026                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7067            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    4/ 661 (  0.6)       12/ 677 (  1.8)      0.34 ( 0.11, 1.05)    0.34 ( 0.11, 1.05)    -0.01 ( -0.03,  0.00)     0.0496                           

                                      >=130 mmHg                    2/ 299 (  0.7)        8/ 285 (  2.8)      0.24 ( 0.05, 1.11)    0.23 ( 0.05, 1.11)    -0.02 ( -0.04, -0.00)     0.0578                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.6004            

                                      yes                           3/ 481 (  0.6)        8/ 500 (  1.6)      0.39 ( 0.10, 1.46)    0.39 ( 0.10, 1.46)    -0.01 ( -0.03,  0.01)     0.1468                           

                                      no                            3/ 479 (  0.6)       12/ 462 (  2.6)      0.24 ( 0.07, 0.85)    0.24 ( 0.07, 0.84)    -0.02 ( -0.04, -0.00)     0.0159                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                        132/ 960 ( 13.8)      183/ 962 ( 19.0)      0.72 ( 0.59, 0.89)    0.68 ( 0.53, 0.87)    -0.05 ( -0.09, -0.02)     0.0018                           

 Cardiac failure                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7775            

                                      <= 65 years                  38/ 235 ( 16.2)       52/ 246 ( 21.1)      0.76 ( 0.52, 1.12)    0.72 ( 0.45, 1.14)    -0.05 ( -0.12,  0.02)     0.1630                           

                                      > 65 years                   94/ 725 ( 13.0)      131/ 716 ( 18.3)      0.71 ( 0.56, 0.90)    0.67 ( 0.50, 0.89)    -0.05 ( -0.09, -0.01)     0.0053                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9704            

                                      female                       36/ 277 ( 13.0)       46/ 257 ( 17.9)      0.73 ( 0.49, 1.09)    0.69 ( 0.43, 1.10)    -0.05 ( -0.11,  0.01)     0.1167                           

                                      male                         96/ 683 ( 14.1)      137/ 705 ( 19.4)      0.72 ( 0.57, 0.92)    0.68 ( 0.51, 0.90)    -0.05 ( -0.09, -0.01)     0.0074                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3337            

                                      white                        98/ 711 ( 13.8)      138/ 715 ( 19.3)      0.71 ( 0.56, 0.91)    0.67 ( 0.50, 0.89)    -0.06 ( -0.09, -0.02)     0.0051                           

                                      black or african american    11/  44 ( 25.0)        8/  46 ( 17.4)      1.44 ( 0.64, 3.24)    1.58 ( 0.57, 4.40)     0.08 ( -0.11,  0.26)     0.3793                           

                                      asian                        19/ 186 ( 10.2)       33/ 186 ( 17.7)      0.58 ( 0.34, 0.97)    0.53 ( 0.29, 0.97)    -0.08 ( -0.15, -0.00)     0.0366                           

                                      other                         4/  19 ( 21.1)        4/  15 ( 26.7)      0.79 ( 0.24, 2.65)    0.73 ( 0.15, 3.59)    -0.06 ( -0.35,  0.23)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7088            

                                      North America                 8/ 137 (  5.8)       13/ 167 (  7.8)      0.75 ( 0.32, 1.76)    0.73 ( 0.30, 1.83)    -0.02 ( -0.08,  0.05)     0.5065                           

                                      South America                29/ 185 ( 15.7)       33/ 180 ( 18.3)      0.86 ( 0.54, 1.35)    0.83 ( 0.48, 1.43)    -0.03 ( -0.11,  0.05)     0.4996                           

                                      Europe                       76/ 455 ( 16.7)      104/ 435 ( 23.9)      0.70 ( 0.54, 0.91)    0.64 ( 0.46, 0.89)    -0.07 ( -0.13, -0.02)     0.0075                           

                                      Asia/Pacific                 19/ 183 ( 10.4)       33/ 180 ( 18.3)      0.57 ( 0.33, 0.96)    0.52 ( 0.28, 0.95)    -0.08 ( -0.16, -0.00)     0.0309                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0636            

                                      < 45  mL/min/1.73m^2         50/ 362 ( 13.8)       85/ 357 ( 23.8)      0.58 ( 0.42, 0.80)    0.51 ( 0.35, 0.75)    -0.10 ( -0.16, -0.04)     0.0006                           

                                      >= 45  mL/min/1.73m^2        82/ 598 ( 13.7)       98/ 605 ( 16.2)      0.85 ( 0.65, 1.11)    0.82 ( 0.60, 1.13)    -0.02 ( -0.07,  0.02)     0.2270                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.0547            

                                      < 30  mL/min/1.73m^2          6/  13 ( 46.2)        2/  11 ( 18.2)      2.54 ( 0.64,10.13)    3.86 ( 0.59,25.29)     0.28 ( -0.07,  0.63)     0.2108                           

                                      >= 30  mL/min/1.73m^        126/ 947 ( 13.3)      181/ 951 ( 19.0)      0.70 ( 0.57, 0.86)    0.65 ( 0.51, 0.84)    -0.06 ( -0.09, -0.02)     0.0007                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7112            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   95/ 661 ( 14.4)      137/ 677 ( 20.2)      0.71 ( 0.56, 0.90)    0.66 ( 0.50, 0.88)    -0.06 ( -0.10, -0.02)     0.0046                           

                                      >=130 mmHg                   37/ 299 ( 12.4)       46/ 285 ( 16.1)      0.77 ( 0.51, 1.15)    0.73 ( 0.46, 1.17)    -0.04 ( -0.10,  0.02)     0.1930                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.9542            

                                      yes                          78/ 481 ( 16.2)      111/ 500 ( 22.2)      0.73 ( 0.56, 0.95)    0.68 ( 0.49, 0.94)    -0.06 ( -0.11, -0.01)     0.0176                           

                                      no                           54/ 479 ( 11.3)       72/ 462 ( 15.6)      0.72 ( 0.52, 1.01)    0.69 ( 0.47, 1.01)    -0.04 ( -0.09,  0.00)     0.0523                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         24/ 960 (  2.5)       24/ 962 (  2.5)      1.00 ( 0.57, 1.75)    1.00 ( 0.57, 1.78)     0.00 ( -0.02,  0.02)     0.9942                           

 Cardiac failure acute                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6857            

                                      <= 65 years                   9/ 235 (  3.8)        8/ 246 (  3.3)      1.18 ( 0.46, 3.00)    1.18 ( 0.45, 3.12)     0.01 ( -0.03,  0.05)     0.7318                           

                                      > 65 years                   15/ 725 (  2.1)       16/ 716 (  2.2)      0.93 ( 0.46, 1.86)    0.92 ( 0.45, 1.88)    -0.00 ( -0.02,  0.02)     0.8285                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0356            

                                      female                        4/ 277 (  1.4)       10/ 257 (  3.9)      0.37 ( 0.12, 1.17)    0.36 ( 0.11, 1.17)    -0.02 ( -0.06,  0.01)     0.0773                           

                                      male                         20/ 683 (  2.9)       14/ 705 (  2.0)      1.47 ( 0.75, 2.90)    1.49 ( 0.75, 2.97)     0.01 ( -0.01,  0.03)     0.2563                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9348            

                                      white                        16/ 711 (  2.3)       15/ 715 (  2.1)      1.07 ( 0.53, 2.15)    1.07 ( 0.53, 2.19)     0.00 ( -0.02,  0.02)     0.8436                           

                                      black or african american     3/  44 (  6.8)        3/  46 (  6.5)      1.05 ( 0.22, 4.91)    1.05 ( 0.20, 5.50)     0.00 ( -0.10,  0.11)     1.0000                           

                                      asian                         5/ 186 (  2.7)        6/ 186 (  3.2)      0.83 ( 0.26, 2.68)    0.83 ( 0.25, 2.76)    -0.01 ( -0.05,  0.04)     0.7599                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4195            

                                      North America                10/ 137 (  7.3)       10/ 167 (  6.0)      1.22 ( 0.52, 2.84)    1.24 ( 0.50, 3.06)     0.01 ( -0.05,  0.08)     0.6469                           

                                      South America                 0/ 185 (  0.0)        2/ 180 (  1.1)      0.19 ( 0.01, 4.03)    0.19 ( 0.01, 4.04)    -0.01 ( -0.03,  0.00)     0.2425                           

                                      Europe                        9/ 455 (  2.0)        6/ 435 (  1.4)      1.43 ( 0.51, 4.00)    1.44 ( 0.51, 4.09)     0.01 ( -0.01,  0.03)     0.4882                           

                                      Asia/Pacific                  5/ 183 (  2.7)        6/ 180 (  3.3)      0.82 ( 0.25, 2.64)    0.81 ( 0.24, 2.72)    -0.01 ( -0.05,  0.04)     0.7387                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2228            

                                      < 45  mL/min/1.73m^2          9/ 362 (  2.5)       13/ 357 (  3.6)      0.68 ( 0.30, 1.58)    0.67 ( 0.28, 1.60)    -0.01 ( -0.04,  0.02)     0.3688                           

                                      >= 45  mL/min/1.73m^2        15/ 598 (  2.5)       11/ 605 (  1.8)      1.38 ( 0.64, 2.98)    1.39 ( 0.63, 3.05)     0.01 ( -0.01,  0.03)     0.4107                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         24/ 947 (  2.5)       24/ 951 (  2.5)      1.00 ( 0.57, 1.76)    1.00 ( 0.57, 1.78)     0.00 ( -0.02,  0.02)     0.9882                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6505            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   19/ 661 (  2.9)       18/ 677 (  2.7)      1.08 ( 0.57, 2.04)    1.08 ( 0.56, 2.08)     0.00 ( -0.02,  0.02)     0.8100                           

                                      >=130 mmHg                    5/ 299 (  1.7)        6/ 285 (  2.1)      0.79 ( 0.25, 2.57)    0.79 ( 0.24, 2.62)    -0.00 ( -0.03,  0.02)     0.7007                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0593            

                                      yes                          15/ 481 (  3.1)        9/ 500 (  1.8)      1.73 ( 0.77, 3.92)    1.76 ( 0.76, 4.05)     0.01 ( -0.01,  0.04)     0.1817                           

                                      no                            9/ 479 (  1.9)       15/ 462 (  3.2)      0.58 ( 0.26, 1.31)    0.57 ( 0.25, 1.32)    -0.01 ( -0.04,  0.01)     0.1836                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         11/ 960 (  1.1)       17/ 962 (  1.8)      0.65 ( 0.31, 1.38)    0.64 ( 0.30, 1.38)    -0.01 ( -0.02,  0.01)     0.2558                           

 Cardiac failure chronic                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0894            

                                      <= 65 years                   0/ 235 (  0.0)        4/ 246 (  1.6)      0.12 ( 0.01, 2.15)    0.11 ( 0.01, 2.14)    -0.02 ( -0.03, -0.00)     0.1238                           

                                      > 65 years                   11/ 725 (  1.5)       13/ 716 (  1.8)      0.84 ( 0.38, 1.85)    0.83 ( 0.37, 1.87)    -0.00 ( -0.02,  0.01)     0.6582                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7989            

                                      female                        4/ 277 (  1.4)        5/ 257 (  1.9)      0.74 ( 0.20, 2.73)    0.74 ( 0.20, 2.78)    -0.01 ( -0.03,  0.02)     0.7441                           

                                      male                          7/ 683 (  1.0)       12/ 705 (  1.7)      0.60 ( 0.24, 1.52)    0.60 ( 0.23, 1.53)    -0.01 ( -0.02,  0.01)     0.2778                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4033            

                                      white                         7/ 711 (  1.0)       13/ 715 (  1.8)      0.54 ( 0.22, 1.35)    0.54 ( 0.21, 1.35)    -0.01 ( -0.02,  0.01)     0.1809                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         3/ 186 (  1.6)        4/ 186 (  2.2)      0.75 ( 0.17, 3.30)    0.75 ( 0.16, 3.38)    -0.01 ( -0.03,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4506            

                                      North America                 0/ 137 (  0.0)        2/ 167 (  1.2)      0.24 ( 0.01, 5.03)    0.24 ( 0.01, 5.06)    -0.01 ( -0.03,  0.00)     0.5032                           

                                      South America                 1/ 185 (  0.5)        0/ 180 (  0.0)      2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                        7/ 455 (  1.5)       11/ 435 (  2.5)      0.61 ( 0.24, 1.56)    0.60 ( 0.23, 1.57)    -0.01 ( -0.03,  0.01)     0.2944                           

                                      Asia/Pacific                  3/ 183 (  1.6)        4/ 180 (  2.2)      0.74 ( 0.17, 3.25)    0.73 ( 0.16, 3.32)    -0.01 ( -0.03,  0.02)     0.7220                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1106            

                                      < 45  mL/min/1.73m^2          1/ 362 (  0.3)        6/ 357 (  1.7)      0.16 ( 0.02, 1.36)    0.16 ( 0.02, 1.35)    -0.01 ( -0.03,  0.00)     0.0673                           

                                      >= 45  mL/min/1.73m^2        10/ 598 (  1.7)       11/ 605 (  1.8)      0.92 ( 0.39, 2.15)    0.92 ( 0.39, 2.18)    -0.00 ( -0.02,  0.02)     0.8468                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         11/ 947 (  1.2)       17/ 951 (  1.8)      0.65 ( 0.31, 1.38)    0.65 ( 0.30, 1.39)    -0.01 ( -0.02,  0.01)     0.2581                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2863            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    9/ 661 (  1.4)       11/ 677 (  1.6)      0.84 ( 0.35, 2.01)    0.84 ( 0.34, 2.03)    -0.00 ( -0.02,  0.01)     0.6917                           

                                      >=130 mmHg                    2/ 299 (  0.7)        6/ 285 (  2.1)      0.32 ( 0.06, 1.56)    0.31 ( 0.06, 1.56)    -0.01 ( -0.03,  0.00)     0.1674                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1001            

                                      yes                          10/ 481 (  2.1)       11/ 500 (  2.2)      0.95 ( 0.41, 2.20)    0.94 ( 0.40, 2.24)    -0.00 ( -0.02,  0.02)     0.8959                           

                                      no                            1/ 479 (  0.2)        6/ 462 (  1.3)      0.16 ( 0.02, 1.33)    0.16 ( 0.02, 1.33)    -0.01 ( -0.02,  0.00)     0.0648                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         32/ 960 (  3.3)       37/ 962 (  3.8)      0.87 ( 0.54, 1.38)    0.86 ( 0.53, 1.40)    -0.01 ( -0.02,  0.01)     0.5458                           

 Cardiac failure congestive                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2598            

                                      <= 65 years                   7/ 235 (  3.0)       13/ 246 (  5.3)      0.56 ( 0.23, 1.39)    0.55 ( 0.22, 1.40)    -0.02 ( -0.06,  0.02)     0.2059                           

                                      > 65 years                   25/ 725 (  3.4)       24/ 716 (  3.4)      1.03 ( 0.59, 1.78)    1.03 ( 0.58, 1.82)     0.00 ( -0.02,  0.02)     0.9197                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1867            

                                      female                        9/ 277 (  3.2)       15/ 257 (  5.8)      0.56 ( 0.25, 1.25)    0.54 ( 0.23, 1.26)    -0.03 ( -0.07,  0.01)     0.1497                           

                                      male                         23/ 683 (  3.4)       22/ 705 (  3.1)      1.08 ( 0.61, 1.92)    1.08 ( 0.60, 1.96)     0.00 ( -0.02,  0.02)     0.7952                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1757            

                                      white                        26/ 711 (  3.7)       25/ 715 (  3.5)      1.05 ( 0.61, 1.79)    1.05 ( 0.60, 1.83)     0.00 ( -0.02,  0.02)     0.8706                           

                                      black or african american     2/  44 (  4.5)        8/  46 ( 17.4)      0.26 ( 0.06, 1.16)    0.23 ( 0.05, 1.13)    -0.13 ( -0.25, -0.00)     0.0905                           

                                      asian                         4/ 186 (  2.2)        4/ 186 (  2.2)      1.00 ( 0.25, 3.94)    1.00 ( 0.25, 4.06)     0.00 ( -0.03,  0.03)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2104            

                                      North America                15/ 137 ( 10.9)       21/ 167 ( 12.6)      0.87 ( 0.47, 1.62)    0.85 ( 0.42, 1.73)    -0.02 ( -0.09,  0.06)     0.6630                           

                                      South America                 9/ 185 (  4.9)       12/ 180 (  6.7)      0.73 ( 0.32, 1.69)    0.72 ( 0.29, 1.74)    -0.02 ( -0.07,  0.04)     0.4605                           

                                      Europe                        4/ 455 (  0.9)        0/ 435 (  0.0)      8.61 ( 0.46,159.4)    8.68 ( 0.47,161.7)     0.01 (  0.00,  0.02)     0.1245                           

                                      Asia/Pacific                  4/ 183 (  2.2)        4/ 180 (  2.2)      0.98 ( 0.25, 3.87)    0.98 ( 0.24, 3.99)    -0.00 ( -0.03,  0.03)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1256            

                                      < 45  mL/min/1.73m^2         19/ 362 (  5.2)       15/ 357 (  4.2)      1.25 ( 0.64, 2.42)    1.26 ( 0.63, 2.53)     0.01 ( -0.02,  0.04)     0.5087                           

                                      >= 45  mL/min/1.73m^2        13/ 598 (  2.2)       22/ 605 (  3.6)      0.60 ( 0.30, 1.18)    0.59 ( 0.29, 1.18)    -0.01 ( -0.04,  0.01)     0.1315                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.6402            

                                      < 30  mL/min/1.73m^2          3/  13 ( 23.1)        2/  11 ( 18.2)      1.27 ( 0.26, 6.28)    1.35 ( 0.18,10.01)     0.05 ( -0.27,  0.37)     1.0000                           

                                      >= 30  mL/min/1.73m^         29/ 947 (  3.1)       35/ 951 (  3.7)      0.83 ( 0.51, 1.35)    0.83 ( 0.50, 1.36)    -0.01 ( -0.02,  0.01)     0.4559                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5283            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   25/ 661 (  3.8)       27/ 677 (  4.0)      0.95 ( 0.56, 1.62)    0.95 ( 0.54, 1.65)    -0.00 ( -0.02,  0.02)     0.8455                           

                                      >=130 mmHg                    7/ 299 (  2.3)       10/ 285 (  3.5)      0.67 ( 0.26, 1.73)    0.66 ( 0.25, 1.76)    -0.01 ( -0.04,  0.02)     0.4019                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.5179            

                                      yes                          16/ 481 (  3.3)       22/ 500 (  4.4)      0.76 ( 0.40, 1.42)    0.75 ( 0.39, 1.44)    -0.01 ( -0.04,  0.02)     0.3839                           

                                      no                           16/ 479 (  3.3)       15/ 462 (  3.2)      1.03 ( 0.51, 2.06)    1.03 ( 0.50, 2.11)     0.00 ( -0.02,  0.03)     0.9360                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                          4/ 960 (  0.4)       10/ 962 (  1.0)      0.40 ( 0.13, 1.27)    0.40 ( 0.12, 1.27)    -0.01 ( -0.02,  0.00)     0.1085                           

 Cardiogenic shock                                                                                                                                                                                                   

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0830            

                                      <= 65 years                   0/ 235 (  0.0)        5/ 246 (  2.0)      0.10 ( 0.01, 1.71)    0.09 ( 0.01, 1.70)    -0.02 ( -0.04, -0.00)     0.0615                           

                                      > 65 years                    4/ 725 (  0.6)        5/ 716 (  0.7)      0.79 ( 0.21, 2.93)    0.79 ( 0.21, 2.95)    -0.00 ( -0.01,  0.01)     0.7517                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5383            

                                      female                        2/ 277 (  0.7)        3/ 257 (  1.2)      0.62 ( 0.10, 3.67)    0.62 ( 0.10, 3.72)    -0.00 ( -0.02,  0.01)     0.6754                           

                                      male                          2/ 683 (  0.3)        7/ 705 (  1.0)      0.29 ( 0.06, 1.41)    0.29 ( 0.06, 1.41)    -0.01 ( -0.02,  0.00)     0.1788                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6301            

                                      white                         4/ 711 (  0.6)        8/ 715 (  1.1)      0.50 ( 0.15, 1.66)    0.50 ( 0.15, 1.67)    -0.01 ( -0.02,  0.01)     0.2504                           

                                      black or african american     0/  44 (  0.0)        1/  46 (  2.2)      0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)     1.0000                           

                                      asian                         0/ 186 (  0.0)        1/ 186 (  0.5)      0.33 ( 0.01, 8.13)    0.33 ( 0.01, 8.19)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7079            

                                      North America                 0/ 137 (  0.0)        2/ 167 (  1.2)      0.24 ( 0.01, 5.03)    0.24 ( 0.01, 5.06)    -0.01 ( -0.03,  0.00)     0.5032                           

                                      South America                 2/ 185 (  1.1)        4/ 180 (  2.2)      0.49 ( 0.09, 2.62)    0.48 ( 0.09, 2.66)    -0.01 ( -0.04,  0.01)     0.4436                           

                                      Europe                        2/ 455 (  0.4)        3/ 435 (  0.7)      0.64 ( 0.11, 3.80)    0.64 ( 0.11, 3.82)    -0.00 ( -0.01,  0.01)     0.6800                           

                                      Asia/Pacific                  0/ 183 (  0.0)        1/ 180 (  0.6)      0.33 ( 0.01, 8.00)    0.33 ( 0.01, 8.06)    -0.01 ( -0.02,  0.01)     0.4959                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2260            

                                      < 45  mL/min/1.73m^2          1/ 362 (  0.3)        6/ 357 (  1.7)      0.16 ( 0.02, 1.36)    0.16 ( 0.02, 1.35)    -0.01 ( -0.03,  0.00)     0.0673                           

                                      >= 45  mL/min/1.73m^2         3/ 598 (  0.5)        4/ 605 (  0.7)      0.76 ( 0.17, 3.38)    0.76 ( 0.17, 3.40)    -0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          4/ 947 (  0.4)       10/ 951 (  1.1)      0.40 ( 0.13, 1.28)    0.40 ( 0.12, 1.28)    -0.01 ( -0.02,  0.00)     0.1093                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                          NE               

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    4/ 661 (  0.6)       10/ 677 (  1.5)      0.41 ( 0.13, 1.30)    0.41 ( 0.13, 1.30)    -0.01 ( -0.02,  0.00)     0.1172                           

                                      >=130 mmHg                    0/ 299 (  0.0)        0/ 285 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.5576            

                                      yes                           3/ 481 (  0.6)        6/ 500 (  1.2)      0.52 ( 0.13, 2.07)    0.52 ( 0.13, 2.08)    -0.01 ( -0.02,  0.01)     0.5065                           

                                      no                            1/ 479 (  0.2)        4/ 462 (  0.9)      0.24 ( 0.03, 2.15)    0.24 ( 0.03, 2.15)    -0.01 ( -0.02,  0.00)     0.2096                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         19/ 960 (  2.0)       19/ 962 (  2.0)      1.00 ( 0.53, 1.88)    1.00 ( 0.53, 1.90)     0.00 ( -0.01,  0.01)     0.9948                           

 Ventricular tachycardia                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9300            

                                      <= 65 years                   7/ 235 (  3.0)        7/ 246 (  2.8)      1.05 ( 0.37, 2.94)    1.05 ( 0.36, 3.04)     0.00 ( -0.03,  0.04)     0.9309                           

                                      > 65 years                   12/ 725 (  1.7)       12/ 716 (  1.7)      0.99 ( 0.45, 2.18)    0.99 ( 0.44, 2.21)    -0.00 ( -0.02,  0.01)     0.9754                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1632            

                                      female                        2/ 277 (  0.7)        5/ 257 (  1.9)      0.37 ( 0.07, 1.90)    0.37 ( 0.07, 1.91)    -0.01 ( -0.03,  0.01)     0.2698                           

                                      male                         17/ 683 (  2.5)       14/ 705 (  2.0)      1.25 ( 0.62, 2.52)    1.26 ( 0.62, 2.58)     0.01 ( -0.01,  0.02)     0.5261                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3674            

                                      white                        16/ 711 (  2.3)       17/ 715 (  2.4)      0.95 ( 0.48, 1.86)    0.95 ( 0.47, 1.89)    -0.00 ( -0.02,  0.02)     0.8731                           

                                      black or african american     1/  44 (  2.3)        2/  46 (  4.3)      0.52 ( 0.05, 5.56)    0.51 ( 0.04, 5.85)    -0.02 ( -0.09,  0.05)     1.0000                           

                                      asian                         0/ 186 (  0.0)        0/ 186 (  0.0)        NE                    NE                    NE                                                       

                                      other                         2/  19 ( 10.5)        0/  15 (  0.0)      4.00 ( 0.21,77.53)    4.43 ( 0.20,99.53)     0.11 ( -0.03,  0.24)     0.4920                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1474            

                                      North America                 5/ 137 (  3.6)        2/ 167 (  1.2)      3.05 ( 0.60,15.46)    3.13 ( 0.60,16.37)     0.02 ( -0.01,  0.06)     0.2501                           

                                      South America                 6/ 185 (  3.2)        4/ 180 (  2.2)      1.46 ( 0.42, 5.09)    1.47 ( 0.41, 5.32)     0.01 ( -0.02,  0.04)     0.7507                           

                                      Europe                        8/ 455 (  1.8)       13/ 435 (  3.0)      0.59 ( 0.25, 1.41)    0.58 ( 0.24, 1.42)    -0.01 ( -0.04,  0.01)     0.2270                           

                                      Asia/Pacific                  0/ 183 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.5045            

                                      < 45  mL/min/1.73m^2          7/ 362 (  1.9)        5/ 357 (  1.4)      1.38 ( 0.44, 4.31)    1.39 ( 0.44, 4.42)     0.01 ( -0.02,  0.03)     0.5771                           

                                      >= 45  mL/min/1.73m^2        12/ 598 (  2.0)       14/ 605 (  2.3)      0.87 ( 0.40, 1.86)    0.86 ( 0.40, 1.88)    -0.00 ( -0.02,  0.02)     0.7141                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1626            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        0/  11 (  0.0)      4.29 ( 0.23,80.81)    5.00 ( 0.22,116.0)     0.15 ( -0.04,  0.35)     0.4819                           

                                      >= 30  mL/min/1.73m^         17/ 947 (  1.8)       19/ 951 (  2.0)      0.90 ( 0.47, 1.72)    0.90 ( 0.46, 1.74)    -0.00 ( -0.02,  0.01)     0.7462                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5767            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   17/ 661 (  2.6)       16/ 677 (  2.4)      1.09 ( 0.55, 2.14)    1.09 ( 0.55, 2.18)     0.00 ( -0.02,  0.02)     0.8059                           

                                      >=130 mmHg                    2/ 299 (  0.7)        3/ 285 (  1.1)      0.64 ( 0.11, 3.78)    0.63 ( 0.10, 3.82)    -0.00 ( -0.02,  0.01)     0.6792                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1280            

                                      yes                           7/ 481 (  1.5)       12/ 500 (  2.4)      0.61 ( 0.24, 1.53)    0.60 ( 0.23, 1.54)    -0.01 ( -0.03,  0.01)     0.2834                           

                                      no                           12/ 479 (  2.5)        7/ 462 (  1.5)      1.65 ( 0.66, 4.16)    1.67 ( 0.65, 4.28)     0.01 ( -0.01,  0.03)     0.2806                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Gastrointestinal disorders   Overall                         28/ 960 (  2.9)       36/ 962 (  3.7)      0.78 ( 0.48, 1.27)    0.77 ( 0.47, 1.28)    -0.01 ( -0.03,  0.01)     0.3133                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1147            

                                      <= 65 years                   7/ 235 (  3.0)        4/ 246 (  1.6)      1.83 ( 0.54, 6.18)    1.86 ( 0.54, 6.43)     0.01 ( -0.02,  0.05)     0.3217                           

                                      > 65 years                   21/ 725 (  2.9)       32/ 716 (  4.5)      0.65 ( 0.38, 1.11)    0.64 ( 0.36, 1.12)    -0.02 ( -0.04,  0.00)     0.1129                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4749            

                                      female                        9/ 277 (  3.2)        8/ 257 (  3.1)      1.04 ( 0.41, 2.66)    1.05 ( 0.40, 2.75)     0.00 ( -0.03,  0.04)     0.9287                           

                                      male                         19/ 683 (  2.8)       28/ 705 (  4.0)      0.70 ( 0.39, 1.24)    0.69 ( 0.38, 1.25)    -0.01 ( -0.03,  0.01)     0.2207                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2041            

                                      white                        18/ 711 (  2.5)       31/ 715 (  4.3)      0.58 ( 0.33, 1.03)    0.57 ( 0.32, 1.03)    -0.02 ( -0.04,  0.00)     0.0616                           

                                      black or african american     2/  44 (  4.5)        1/  46 (  2.2)      2.09 ( 0.20,22.25)    2.14 ( 0.19,24.51)     0.02 ( -0.05,  0.10)     0.6124                           

                                      asian                         7/ 186 (  3.8)        3/ 186 (  1.6)      2.33 ( 0.61, 8.89)    2.39 ( 0.61, 9.37)     0.02 ( -0.02,  0.06)     0.2004                           

                                      other                         1/  19 (  5.3)        1/  15 (  6.7)      0.79 ( 0.05,11.61)    0.78 ( 0.04,13.56)    -0.01 ( -0.18,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1116            

                                      North America                 7/ 137 (  5.1)        6/ 167 (  3.6)      1.42 ( 0.49, 4.13)    1.44 ( 0.47, 4.40)     0.02 ( -0.04,  0.07)     0.5162                           

                                      South America                 4/ 185 (  2.2)        7/ 180 (  3.9)      0.56 ( 0.17, 1.87)    0.55 ( 0.16, 1.90)    -0.02 ( -0.06,  0.03)     0.3354                           

                                      Europe                       10/ 455 (  2.2)       20/ 435 (  4.6)      0.48 ( 0.23, 1.01)    0.47 ( 0.22, 1.01)    -0.02 ( -0.05,  0.00)     0.0475                           

                                      Asia/Pacific                  7/ 183 (  3.8)        3/ 180 (  1.7)      2.30 ( 0.60, 8.74)    2.35 ( 0.60, 9.22)     0.02 ( -0.01,  0.06)     0.3370                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2229            

                                      < 45  mL/min/1.73m^2         10/ 362 (  2.8)       18/ 357 (  5.0)      0.55 ( 0.26, 1.17)    0.54 ( 0.24, 1.18)    -0.02 ( -0.06,  0.01)     0.1144                           

                                      >= 45  mL/min/1.73m^2        18/ 598 (  3.0)       18/ 605 (  3.0)      1.01 ( 0.53, 1.93)    1.01 ( 0.52, 1.96)     0.00 ( -0.02,  0.02)     0.9717                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2837            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         27/ 947 (  2.9)       36/ 951 (  3.8)      0.75 ( 0.46, 1.23)    0.75 ( 0.45, 1.24)    -0.01 ( -0.03,  0.01)     0.2560                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7199            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   24/ 661 (  3.6)       30/ 677 (  4.4)      0.82 ( 0.48, 1.39)    0.81 ( 0.47, 1.41)    -0.01 ( -0.03,  0.01)     0.4571                           

                                      >=130 mmHg                    4/ 299 (  1.3)        6/ 285 (  2.1)      0.64 ( 0.18, 2.23)    0.63 ( 0.18, 2.26)    -0.01 ( -0.03,  0.01)     0.5367                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.3734            

                                      yes                          15/ 481 (  3.1)       16/ 500 (  3.2)      0.97 ( 0.49, 1.95)    0.97 ( 0.48, 1.99)    -0.00 ( -0.03,  0.02)     0.9419                           

                                      no                           13/ 479 (  2.7)       20/ 462 (  4.3)      0.63 ( 0.32, 1.25)    0.62 ( 0.30, 1.25)    -0.02 ( -0.04,  0.01)     0.1784                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         44/ 960 (  4.6)       51/ 962 (  5.3)      0.86 ( 0.58, 1.28)    0.86 ( 0.57, 1.30)    -0.01 ( -0.03,  0.01)     0.4678                           

 administration site conditions                                                                                                                                                                                      

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8113            

                                      <= 65 years                  14/ 235 (  6.0)       18/ 246 (  7.3)      0.81 ( 0.41, 1.60)    0.80 ( 0.39, 1.65)    -0.01 ( -0.06,  0.04)     0.5502                           

                                      > 65 years                   30/ 725 (  4.1)       33/ 716 (  4.6)      0.90 ( 0.55, 1.46)    0.89 ( 0.54, 1.48)    -0.00 ( -0.03,  0.02)     0.6621                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7531            

                                      female                       10/ 277 (  3.6)       12/ 257 (  4.7)      0.77 ( 0.34, 1.76)    0.76 ( 0.32, 1.80)    -0.01 ( -0.05,  0.03)     0.5387                           

                                      male                         34/ 683 (  5.0)       39/ 705 (  5.5)      0.90 ( 0.58, 1.41)    0.89 ( 0.56, 1.43)    -0.01 ( -0.03,  0.02)     0.6441                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6963            

                                      white                        31/ 711 (  4.4)       37/ 715 (  5.2)      0.84 ( 0.53, 1.34)    0.84 ( 0.51, 1.36)    -0.01 ( -0.03,  0.02)     0.4705                           

                                      black or african american     2/  44 (  4.5)        4/  46 (  8.7)      0.52 ( 0.10, 2.71)    0.50 ( 0.09, 2.88)    -0.04 ( -0.14,  0.06)     0.6771                           

                                      asian                        10/ 186 (  5.4)       10/ 186 (  5.4)      1.00 ( 0.43, 2.35)    1.00 ( 0.41, 2.46)     0.00 ( -0.05,  0.05)     1.0000                           

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8034            

                                      North America                 6/ 137 (  4.4)        7/ 167 (  4.2)      1.04 ( 0.36, 3.04)    1.05 ( 0.34, 3.19)     0.00 ( -0.05,  0.06)     0.9359                           

                                      South America                 9/ 185 (  4.9)        9/ 180 (  5.0)      0.97 ( 0.40, 2.40)    0.97 ( 0.38, 2.51)    -0.00 ( -0.05,  0.05)     0.9525                           

                                      Europe                       19/ 455 (  4.2)       26/ 435 (  6.0)      0.70 ( 0.39, 1.24)    0.69 ( 0.37, 1.26)    -0.02 ( -0.05,  0.01)     0.2205                           

                                      Asia/Pacific                 10/ 183 (  5.5)        9/ 180 (  5.0)      1.09 ( 0.45, 2.63)    1.10 ( 0.44, 2.77)     0.00 ( -0.05,  0.06)     0.8427                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.3771            

                                      < 45  mL/min/1.73m^2         18/ 362 (  5.0)       25/ 357 (  7.0)      0.71 ( 0.39, 1.28)    0.69 ( 0.37, 1.30)    -0.02 ( -0.06,  0.02)     0.2513                           

                                      >= 45  mL/min/1.73m^2        26/ 598 (  4.3)       26/ 605 (  4.3)      1.01 ( 0.59, 1.72)    1.01 ( 0.58, 1.76)     0.00 ( -0.02,  0.03)     0.9658                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.9849            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        1/  11 (  9.1)      0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)     1.0000                           

                                      >= 30  mL/min/1.73m^         43/ 947 (  4.5)       50/ 951 (  5.3)      0.86 ( 0.58, 1.29)    0.86 ( 0.56, 1.30)    -0.01 ( -0.03,  0.01)     0.4695                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0623            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   36/ 661 (  5.4)       34/ 677 (  5.0)      1.08 ( 0.69, 1.71)    1.09 ( 0.67, 1.76)     0.00 ( -0.02,  0.03)     0.7277                           

                                      >=130 mmHg                    8/ 299 (  2.7)       17/ 285 (  6.0)      0.45 ( 0.20, 1.02)    0.43 ( 0.18, 1.02)    -0.03 ( -0.07,  0.00)     0.0499                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8029            

                                      yes                          24/ 481 (  5.0)       30/ 500 (  6.0)      0.83 ( 0.49, 1.40)    0.82 ( 0.47, 1.43)    -0.01 ( -0.04,  0.02)     0.4881                           

                                      no                           20/ 479 (  4.2)       21/ 462 (  4.5)      0.92 ( 0.50, 1.67)    0.92 ( 0.49, 1.71)    -0.00 ( -0.03,  0.02)     0.7811                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         17/ 960 (  1.8)       25/ 962 (  2.6)      0.68 ( 0.37, 1.25)    0.68 ( 0.36, 1.26)    -0.01 ( -0.02,  0.01)     0.2146                           

 administration site conditions,                                                                                                                                                                                     

 PT: Death                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9720            

                                      <= 65 years                   6/ 235 (  2.6)        9/ 246 (  3.7)      0.70 ( 0.25, 1.93)    0.69 ( 0.24, 1.97)    -0.01 ( -0.05,  0.03)     0.4862                           

                                      > 65 years                   11/ 725 (  1.5)       16/ 716 (  2.2)      0.68 ( 0.32, 1.45)    0.67 ( 0.31, 1.46)    -0.01 ( -0.02,  0.01)     0.3155                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6299            

                                      female                        4/ 277 (  1.4)        4/ 257 (  1.6)      0.93 ( 0.23, 3.67)    0.93 ( 0.23, 3.74)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      male                         13/ 683 (  1.9)       21/ 705 (  3.0)      0.64 ( 0.32, 1.27)    0.63 ( 0.31, 1.27)    -0.01 ( -0.03,  0.01)     0.1952                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5174            

                                      white                        13/ 711 (  1.8)       15/ 715 (  2.1)      0.87 ( 0.42, 1.82)    0.87 ( 0.41, 1.84)    -0.00 ( -0.02,  0.01)     0.7139                           

                                      black or african american     1/  44 (  2.3)        2/  46 (  4.3)      0.52 ( 0.05, 5.56)    0.51 ( 0.04, 5.85)    -0.02 ( -0.09,  0.05)     1.0000                           

                                      asian                         3/ 186 (  1.6)        8/ 186 (  4.3)      0.38 ( 0.10, 1.39)    0.36 ( 0.10, 1.40)    -0.03 ( -0.07,  0.01)     0.1264                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7959            

                                      North America                 2/ 137 (  1.5)        3/ 167 (  1.8)      0.81 ( 0.14, 4.79)    0.81 ( 0.13, 4.92)    -0.00 ( -0.03,  0.03)     1.0000                           

                                      South America                 2/ 185 (  1.1)        4/ 180 (  2.2)      0.49 ( 0.09, 2.62)    0.48 ( 0.09, 2.66)    -0.01 ( -0.04,  0.01)     0.4436                           

                                      Europe                       10/ 455 (  2.2)       11/ 435 (  2.5)      0.87 ( 0.37, 2.03)    0.87 ( 0.36, 2.06)    -0.00 ( -0.03,  0.02)     0.7452                           

                                      Asia/Pacific                  3/ 183 (  1.6)        7/ 180 (  3.9)      0.42 ( 0.11, 1.60)    0.41 ( 0.10, 1.62)    -0.02 ( -0.06,  0.01)     0.2169                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.9317            

                                      < 45  mL/min/1.73m^2          6/ 362 (  1.7)        9/ 357 (  2.5)      0.66 ( 0.24, 1.83)    0.65 ( 0.23, 1.85)    -0.01 ( -0.03,  0.02)     0.4182                           

                                      >= 45  mL/min/1.73m^2        11/ 598 (  1.8)       16/ 605 (  2.6)      0.70 ( 0.33, 1.49)    0.69 ( 0.32, 1.50)    -0.01 ( -0.03,  0.01)     0.3461                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.3521            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         17/ 947 (  1.8)       24/ 951 (  2.5)      0.71 ( 0.38, 1.32)    0.71 ( 0.38, 1.32)    -0.01 ( -0.02,  0.01)     0.2751                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2523            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   14/ 661 (  2.1)       17/ 677 (  2.5)      0.84 ( 0.42, 1.70)    0.84 ( 0.41, 1.72)    -0.00 ( -0.02,  0.01)     0.6329                           

                                      >=130 mmHg                    3/ 299 (  1.0)        8/ 285 (  2.8)      0.36 ( 0.10, 1.33)    0.35 ( 0.09, 1.34)    -0.02 ( -0.05,  0.01)     0.1093                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7322            

                                      yes                           9/ 481 (  1.9)       15/ 500 (  3.0)      0.62 ( 0.28, 1.41)    0.62 ( 0.27, 1.42)    -0.01 ( -0.03,  0.01)     0.2528                           

                                      no                            8/ 479 (  1.7)       10/ 462 (  2.2)      0.77 ( 0.31, 1.94)    0.77 ( 0.30, 1.96)    -0.00 ( -0.03,  0.02)     0.5801                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                          1/ 960 (  0.1)       10/ 962 (  1.0)      0.10 ( 0.01, 0.78)    0.10 ( 0.01, 0.78)    -0.01 ( -0.02, -0.00)     0.0066                           

 administration site conditions,                                                                                                                                                                                     

 PT: Non-cardiac chest pain                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2418            

                                      <= 65 years                   1/ 235 (  0.4)        4/ 246 (  1.6)      0.26 ( 0.03, 2.32)    0.26 ( 0.03, 2.33)    -0.01 ( -0.03,  0.01)     0.3730                           

                                      > 65 years                    0/ 725 (  0.0)        6/ 716 (  0.8)      0.08 ( 0.00, 1.35)    0.08 ( 0.00, 1.34)    -0.01 ( -0.02, -0.00)     0.0149                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3177            

                                      female                        0/ 277 (  0.0)        5/ 257 (  1.9)      0.08 ( 0.00, 1.52)    0.08 ( 0.00, 1.50)    -0.02 ( -0.04, -0.00)     0.0253                           

                                      male                          1/ 683 (  0.1)        5/ 705 (  0.7)      0.21 ( 0.02, 1.76)    0.21 ( 0.02, 1.76)    -0.01 ( -0.01,  0.00)     0.2181                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8144            

                                      white                         1/ 711 (  0.1)        7/ 715 (  1.0)      0.14 ( 0.02, 1.16)    0.14 ( 0.02, 1.16)    -0.01 ( -0.02, -0.00)     0.0696                           

                                      black or african american     0/  44 (  0.0)        2/  46 (  4.3)      0.21 ( 0.01, 4.23)    0.20 ( 0.01, 4.29)    -0.04 ( -0.10,  0.02)     0.4946                           

                                      asian                         0/ 186 (  0.0)        1/ 186 (  0.5)      0.33 ( 0.01, 8.13)    0.33 ( 0.01, 8.19)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4367            

                                      North America                 0/ 137 (  0.0)        4/ 167 (  2.4)      0.14 ( 0.01, 2.49)    0.13 ( 0.01, 2.48)    -0.02 ( -0.05, -0.00)     0.1298                           

                                      South America                 0/ 185 (  0.0)        3/ 180 (  1.7)      0.14 ( 0.01, 2.67)    0.14 ( 0.01, 2.67)    -0.02 ( -0.04,  0.00)     0.1189                           

                                      Europe                        1/ 455 (  0.2)        2/ 435 (  0.5)      0.48 ( 0.04, 5.25)    0.48 ( 0.04, 5.28)    -0.00 ( -0.01,  0.01)     0.6163                           

                                      Asia/Pacific                  0/ 183 (  0.0)        1/ 180 (  0.6)      0.33 ( 0.01, 8.00)    0.33 ( 0.01, 8.06)    -0.01 ( -0.02,  0.01)     0.4959                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2453            

                                      < 45  mL/min/1.73m^2          0/ 362 (  0.0)        6/ 357 (  1.7)      0.08 ( 0.00, 1.34)    0.07 ( 0.00, 1.33)    -0.02 ( -0.03, -0.00)     0.0147                           

                                      >= 45  mL/min/1.73m^2         1/ 598 (  0.2)        4/ 605 (  0.7)      0.25 ( 0.03, 2.26)    0.25 ( 0.03, 2.26)    -0.00 ( -0.01,  0.00)     0.3740                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          1/ 947 (  0.1)       10/ 951 (  1.1)      0.10 ( 0.01, 0.78)    0.10 ( 0.01, 0.78)    -0.01 ( -0.02, -0.00)     0.0067                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4138            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    1/ 661 (  0.2)        6/ 677 (  0.9)      0.17 ( 0.02, 1.41)    0.17 ( 0.02, 1.41)    -0.01 ( -0.02,  0.00)     0.1242                           

                                      >=130 mmHg                    0/ 299 (  0.0)        4/ 285 (  1.4)      0.11 ( 0.01, 1.96)    0.10 ( 0.01, 1.95)    -0.01 ( -0.03, -0.00)     0.0561                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0936            

                                      yes                           0/ 481 (  0.0)        8/ 500 (  1.6)      0.06 ( 0.00, 1.06)    0.06 ( 0.00, 1.05)    -0.02 ( -0.03, -0.01)     0.0077                           

                                      no                            1/ 479 (  0.2)        2/ 462 (  0.4)      0.48 ( 0.04, 5.30)    0.48 ( 0.04, 5.32)    -0.00 ( -0.01,  0.01)     0.6179                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         13/ 960 (  1.4)        2/ 962 (  0.2)      6.51 ( 1.47,28.79)    6.59 ( 1.48,29.28)     0.01 (  0.00,  0.02)     0.0043                           

 administration site conditions,                                                                                                                                                                                     

 PT: Sudden death                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4357            

                                      <= 65 years                   3/ 235 (  1.3)        0/ 246 (  0.0)      7.33 ( 0.38,141.1)    7.42 ( 0.38,144.5)     0.01 ( -0.00,  0.03)     0.1159                           

                                      > 65 years                   10/ 725 (  1.4)        2/ 716 (  0.3)      4.94 ( 1.09,22.46)    4.99 ( 1.09,22.87)     0.01 (  0.00,  0.02)     0.0216                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3802            

                                      female                        3/ 277 (  1.1)        1/ 257 (  0.4)      2.78 ( 0.29,26.59)    2.80 ( 0.29,27.12)     0.01 ( -0.01,  0.02)     0.6246                           

                                      male                         10/ 683 (  1.5)        1/ 705 (  0.1)     10.32 ( 1.32,80.42)   10.46 ( 1.34,81.94)     0.01 (  0.00,  0.03)     0.0055                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2812            

                                      white                         8/ 711 (  1.1)        2/ 715 (  0.3)      4.02 ( 0.86,18.88)    4.06 ( 0.86,19.17)     0.01 ( -0.00,  0.02)     0.0639                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         5/ 186 (  2.7)        0/ 186 (  0.0)     11.00 ( 0.61,197.5)   11.30 ( 0.62,205.9)     0.03 (  0.00,  0.05)     0.0608                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1706            

                                      North America                 0/ 137 (  0.0)        0/ 167 (  0.0)        NE                    NE                    NE                                                       

                                      South America                 4/ 185 (  2.2)        0/ 180 (  0.0)      8.76 ( 0.47,161.5)    8.95 ( 0.48,167.5)     0.02 (  0.00,  0.04)     0.1231                           

                                      Europe                        4/ 455 (  0.9)        2/ 435 (  0.5)      1.91 ( 0.35,10.39)    1.92 ( 0.35,10.54)     0.00 ( -0.01,  0.01)     0.6869                           

                                      Asia/Pacific                  5/ 183 (  2.7)        0/ 180 (  0.0)     10.82 ( 0.60,194.3)   11.12 ( 0.61,202.6)     0.03 (  0.00,  0.05)     0.0608                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.5778            

                                      < 45  mL/min/1.73m^2          4/ 362 (  1.1)        1/ 357 (  0.3)      3.94 ( 0.44,35.12)    3.98 ( 0.44,35.76)     0.01 ( -0.00,  0.02)     0.3733                           

                                      >= 45  mL/min/1.73m^2         9/ 598 (  1.5)        1/ 605 (  0.2)      9.11 ( 1.16,71.65)    9.23 ( 1.17,73.07)     0.01 (  0.00,  0.02)     0.0110                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         13/ 947 (  1.4)        2/ 951 (  0.2)      6.53 ( 1.48,28.85)    6.60 ( 1.49,29.35)     0.01 (  0.00,  0.02)     0.0043                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5657            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   11/ 661 (  1.7)        2/ 677 (  0.3)      5.63 ( 1.25,25.32)    5.71 ( 1.26,25.87)     0.01 (  0.00,  0.03)     0.0107                           

                                      >=130 mmHg                    2/ 299 (  0.7)        0/ 285 (  0.0)      4.77 ( 0.23,98.86)    4.80 ( 0.23,100.4)     0.01 ( -0.00,  0.02)     0.4994                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8792            

                                      yes                           7/ 481 (  1.5)        1/ 500 (  0.2)      7.28 ( 0.90,58.92)    7.37 ( 0.90,60.12)     0.01 (  0.00,  0.02)     0.0350                           

                                      no                            6/ 479 (  1.3)        1/ 462 (  0.2)      5.79 ( 0.70,47.88)    5.85 ( 0.70,48.76)     0.01 ( -0.00,  0.02)     0.1240                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Hepatobiliary disorders      Overall                         10/ 960 (  1.0)       13/ 962 (  1.4)      0.77 ( 0.34, 1.75)    0.77 ( 0.34, 1.76)    -0.00 ( -0.01,  0.01)     0.5325                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1434            

                                      <= 65 years                   3/ 235 (  1.3)        1/ 246 (  0.4)      3.14 ( 0.33,29.98)    3.17 ( 0.33,30.67)     0.01 ( -0.01,  0.03)     0.3623                           

                                      > 65 years                    7/ 725 (  1.0)       12/ 716 (  1.7)      0.58 ( 0.23, 1.45)    0.57 ( 0.22, 1.46)    -0.01 ( -0.02,  0.01)     0.2373                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6428            

                                      female                        1/ 277 (  0.4)        2/ 257 (  0.8)      0.46 ( 0.04, 5.09)    0.46 ( 0.04, 5.13)    -0.00 ( -0.02,  0.01)     0.6107                           

                                      male                          9/ 683 (  1.3)       11/ 705 (  1.6)      0.84 ( 0.35, 2.03)    0.84 ( 0.35, 2.05)    -0.00 ( -0.02,  0.01)     0.7047                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0608            

                                      white                         9/ 711 (  1.3)        8/ 715 (  1.1)      1.13 ( 0.44, 2.92)    1.13 ( 0.43, 2.95)     0.00 ( -0.01,  0.01)     0.7983                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         0/ 186 (  0.0)        5/ 186 (  2.7)      0.09 ( 0.01, 1.63)    0.09 ( 0.00, 1.61)    -0.03 ( -0.05, -0.00)     0.0608                           

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1326            

                                      North America                 2/ 137 (  1.5)        1/ 167 (  0.6)      2.44 ( 0.22,26.60)    2.46 ( 0.22,27.41)     0.01 ( -0.01,  0.03)     0.5904                           

                                      South America                 3/ 185 (  1.6)        2/ 180 (  1.1)      1.46 ( 0.25, 8.63)    1.47 ( 0.24, 8.88)     0.01 ( -0.02,  0.03)     1.0000                           

                                      Europe                        5/ 455 (  1.1)        5/ 435 (  1.1)      0.96 ( 0.28, 3.28)    0.96 ( 0.27, 3.32)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  0/ 183 (  0.0)        5/ 180 (  2.8)      0.09 ( 0.00, 1.61)    0.09 ( 0.00, 1.58)    -0.03 ( -0.05, -0.00)     0.0291                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0048            

                                      < 45  mL/min/1.73m^2          0/ 362 (  0.0)        7/ 357 (  2.0)      0.07 ( 0.00, 1.15)    0.06 ( 0.00, 1.13)    -0.02 ( -0.03, -0.01)     0.0072                           

                                      >= 45  mL/min/1.73m^2        10/ 598 (  1.7)        6/ 605 (  1.0)      1.69 ( 0.62, 4.61)    1.70 ( 0.61, 4.70)     0.01 ( -0.01,  0.02)     0.3031                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         10/ 947 (  1.1)       13/ 951 (  1.4)      0.77 ( 0.34, 1.75)    0.77 ( 0.34, 1.76)    -0.00 ( -0.01,  0.01)     0.5359                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1050            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    9/ 661 (  1.4)        8/ 677 (  1.2)      1.15 ( 0.45, 2.97)    1.15 ( 0.44, 3.01)     0.00 ( -0.01,  0.02)     0.7690                           

                                      >=130 mmHg                    1/ 299 (  0.3)        5/ 285 (  1.8)      0.19 ( 0.02, 1.62)    0.19 ( 0.02, 1.62)    -0.01 ( -0.03,  0.00)     0.1149                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0574            

                                      yes                           6/ 481 (  1.2)        3/ 500 (  0.6)      2.08 ( 0.52, 8.27)    2.09 ( 0.52, 8.42)     0.01 ( -0.01,  0.02)     0.3329                           

                                      no                            4/ 479 (  0.8)       10/ 462 (  2.2)      0.39 ( 0.12, 1.22)    0.38 ( 0.12, 1.22)    -0.01 ( -0.03,  0.00)     0.0924                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and infestations  Overall                         83/ 960 (  8.6)      109/ 962 ( 11.3)      0.76 ( 0.58, 1.00)    0.74 ( 0.55, 1.00)    -0.03 ( -0.05,  0.00)     0.0498                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3635            

                                      <= 65 years                  21/ 235 (  8.9)       23/ 246 (  9.3)      0.96 ( 0.54, 1.68)    0.95 ( 0.51, 1.77)    -0.00 ( -0.06,  0.05)     0.8752                           

                                      > 65 years                   62/ 725 (  8.6)       86/ 716 ( 12.0)      0.71 ( 0.52, 0.97)    0.69 ( 0.49, 0.97)    -0.03 ( -0.07, -0.00)     0.0306                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8030            

                                      female                       21/ 277 (  7.6)       24/ 257 (  9.3)      0.81 ( 0.46, 1.42)    0.80 ( 0.43, 1.47)    -0.02 ( -0.07,  0.03)     0.4656                           

                                      male                         62/ 683 (  9.1)       85/ 705 ( 12.1)      0.75 ( 0.55, 1.03)    0.73 ( 0.52, 1.03)    -0.03 ( -0.06,  0.00)     0.0715                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7048            

                                      white                        58/ 711 (  8.2)       83/ 715 ( 11.6)      0.70 ( 0.51, 0.97)    0.68 ( 0.48, 0.96)    -0.03 ( -0.07, -0.00)     0.0291                           

                                      black or african american     5/  44 ( 11.4)        7/  46 ( 15.2)      0.75 ( 0.26, 2.18)    0.71 ( 0.21, 2.44)    -0.04 ( -0.20,  0.12)     0.5929                           

                                      asian                        18/ 186 (  9.7)       18/ 186 (  9.7)      1.00 ( 0.54, 1.86)    1.00 ( 0.50, 1.99)     0.00 ( -0.07,  0.07)     1.0000                           

                                      other                         2/  19 ( 10.5)        1/  15 (  6.7)      1.58 ( 0.16,15.80)    1.65 ( 0.13,20.12)     0.04 ( -0.15,  0.23)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0263            

                                      North America                22/ 137 ( 16.1)       19/ 167 ( 11.4)      1.41 ( 0.80, 2.50)    1.49 ( 0.77, 2.88)     0.05 ( -0.04,  0.13)     0.2353                           

                                      South America                19/ 185 ( 10.3)       23/ 180 ( 12.8)      0.80 ( 0.45, 1.42)    0.78 ( 0.41, 1.49)    -0.03 ( -0.10,  0.05)     0.4535                           

                                      Europe                       24/ 455 (  5.3)       49/ 435 ( 11.3)      0.47 ( 0.29, 0.75)    0.44 ( 0.26, 0.73)    -0.06 ( -0.10, -0.02)     0.0011                           

                                      Asia/Pacific                 18/ 183 (  9.8)       18/ 180 ( 10.0)      0.98 ( 0.53, 1.83)    0.98 ( 0.49, 1.95)    -0.00 ( -0.07,  0.07)     0.9584                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8982            

                                      < 45  mL/min/1.73m^2         38/ 362 ( 10.5)       48/ 357 ( 13.4)      0.78 ( 0.52, 1.16)    0.76 ( 0.48, 1.19)    -0.03 ( -0.08,  0.02)     0.2235                           

                                      >= 45  mL/min/1.73m^2        45/ 598 (  7.5)       61/ 605 ( 10.1)      0.75 ( 0.52, 1.08)    0.73 ( 0.49, 1.09)    -0.03 ( -0.06,  0.01)     0.1178                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.9301            

                                      < 30  mL/min/1.73m^2          3/  13 ( 23.1)        3/  11 ( 27.3)      0.85 ( 0.21, 3.38)    0.80 ( 0.13, 5.09)    -0.04 ( -0.39,  0.31)     1.0000                           

                                      >= 30  mL/min/1.73m^         80/ 947 (  8.4)      106/ 951 ( 11.1)      0.76 ( 0.58, 1.00)    0.74 ( 0.54, 1.00)    -0.03 ( -0.05,  0.00)     0.0481                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.9353            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   61/ 661 (  9.2)       82/ 677 ( 12.1)      0.76 ( 0.56, 1.04)    0.74 ( 0.52, 1.05)    -0.03 ( -0.06,  0.01)     0.0879                           

                                      >=130 mmHg                   22/ 299 (  7.4)       27/ 285 (  9.5)      0.78 ( 0.45, 1.33)    0.76 ( 0.42, 1.37)    -0.02 ( -0.07,  0.03)     0.3570                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.6759            

                                      yes                          41/ 481 (  8.5)       59/ 500 ( 11.8)      0.72 ( 0.49, 1.05)    0.70 ( 0.46, 1.06)    -0.03 ( -0.07,  0.01)     0.0902                           

                                      no                           42/ 479 (  8.8)       50/ 462 ( 10.8)      0.81 ( 0.55, 1.20)    0.79 ( 0.51, 1.22)    -0.02 ( -0.06,  0.02)     0.2891                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         31/ 960 (  3.2)       43/ 962 (  4.5)      0.72 ( 0.46, 1.14)    0.71 ( 0.45, 1.14)    -0.01 ( -0.03,  0.01)     0.1576                           

 infestations, PT: Pneumonia                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9721            

                                      <= 65 years                   4/ 235 (  1.7)        6/ 246 (  2.4)      0.70 ( 0.20, 2.44)    0.69 ( 0.19, 2.49)    -0.01 ( -0.03,  0.02)     0.7520                           

                                      > 65 years                   27/ 725 (  3.7)       37/ 716 (  5.2)      0.72 ( 0.44, 1.17)    0.71 ( 0.43, 1.18)    -0.01 ( -0.04,  0.01)     0.1837                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7565            

                                      female                        8/ 277 (  2.9)        9/ 257 (  3.5)      0.82 ( 0.32, 2.11)    0.82 ( 0.31, 2.16)    -0.01 ( -0.04,  0.03)     0.6867                           

                                      male                         23/ 683 (  3.4)       34/ 705 (  4.8)      0.70 ( 0.42, 1.17)    0.69 ( 0.40, 1.18)    -0.01 ( -0.04,  0.01)     0.1721                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4670            

                                      white                        23/ 711 (  3.2)       31/ 715 (  4.3)      0.75 ( 0.44, 1.27)    0.74 ( 0.43, 1.28)    -0.01 ( -0.03,  0.01)     0.2764                           

                                      black or african american     0/  44 (  0.0)        2/  46 (  4.3)      0.21 ( 0.01, 4.23)    0.20 ( 0.01, 4.29)    -0.04 ( -0.10,  0.02)     0.4946                           

                                      asian                         8/ 186 (  4.3)        9/ 186 (  4.8)      0.89 ( 0.35, 2.25)    0.88 ( 0.33, 2.34)    -0.01 ( -0.06,  0.04)     0.8042                           

                                      other                         0/  19 (  0.0)        1/  15 (  6.7)      0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)     0.4412                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1227            

                                      North America                 6/ 137 (  4.4)        3/ 167 (  1.8)      2.44 ( 0.62, 9.57)    2.50 ( 0.61,10.20)     0.03 ( -0.01,  0.07)     0.3080                           

                                      South America                 8/ 185 (  4.3)       10/ 180 (  5.6)      0.78 ( 0.31, 1.93)    0.77 ( 0.30, 1.99)    -0.01 ( -0.06,  0.04)     0.5876                           

                                      Europe                        9/ 455 (  2.0)       21/ 435 (  4.8)      0.41 ( 0.19, 0.88)    0.40 ( 0.18, 0.88)    -0.03 ( -0.06, -0.00)     0.0186                           

                                      Asia/Pacific                  8/ 183 (  4.4)        9/ 180 (  5.0)      0.87 ( 0.35, 2.22)    0.87 ( 0.33, 2.30)    -0.01 ( -0.06,  0.04)     0.7772                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.4342            

                                      < 45  mL/min/1.73m^2         16/ 362 (  4.4)       18/ 357 (  5.0)      0.88 ( 0.45, 1.69)    0.87 ( 0.44, 1.74)    -0.01 ( -0.04,  0.03)     0.6946                           

                                      >= 45  mL/min/1.73m^2        15/ 598 (  2.5)       25/ 605 (  4.1)      0.61 ( 0.32, 1.14)    0.60 ( 0.31, 1.14)    -0.02 ( -0.04,  0.01)     0.1164                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.6139            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        2/  11 ( 18.2)      0.42 ( 0.04, 4.06)    0.38 ( 0.03, 4.81)    -0.10 ( -0.37,  0.17)     0.5761                           

                                      >= 30  mL/min/1.73m^         30/ 947 (  3.2)       41/ 951 (  4.3)      0.73 ( 0.46, 1.17)    0.73 ( 0.45, 1.17)    -0.01 ( -0.03,  0.01)     0.1895                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2250            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   22/ 661 (  3.3)       36/ 677 (  5.3)      0.63 ( 0.37, 1.05)    0.61 ( 0.36, 1.05)    -0.02 ( -0.04,  0.00)     0.0741                           

                                      >=130 mmHg                    9/ 299 (  3.0)        7/ 285 (  2.5)      1.23 ( 0.46, 3.25)    1.23 ( 0.45, 3.35)     0.01 ( -0.03,  0.04)     0.6822                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.9601            

                                      yes                          14/ 481 (  2.9)       20/ 500 (  4.0)      0.73 ( 0.37, 1.42)    0.72 ( 0.36, 1.44)    -0.01 ( -0.04,  0.01)     0.3513                           

                                      no                           17/ 479 (  3.5)       23/ 462 (  5.0)      0.71 ( 0.39, 1.32)    0.70 ( 0.37, 1.33)    -0.01 ( -0.04,  0.01)     0.2775                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                          8/ 960 (  0.8)       11/ 962 (  1.1)      0.73 ( 0.29, 1.80)    0.73 ( 0.29, 1.81)    -0.00 ( -0.01,  0.01)     0.4921                           

 infestations, PT: Urinary tract                                                                                                                                                                                     

 infection                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6786            

                                      <= 65 years                   2/ 235 (  0.9)        2/ 246 (  0.8)      1.05 ( 0.15, 7.37)    1.05 ( 0.15, 7.50)     0.00 ( -0.02,  0.02)     1.0000                           

                                      > 65 years                    6/ 725 (  0.8)        9/ 716 (  1.3)      0.66 ( 0.24, 1.84)    0.66 ( 0.23, 1.85)    -0.00 ( -0.02,  0.01)     0.4221                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6419            

                                      female                        3/ 277 (  1.1)        5/ 257 (  1.9)      0.56 ( 0.13, 2.31)    0.55 ( 0.13, 2.33)    -0.01 ( -0.03,  0.01)     0.4905                           

                                      male                          5/ 683 (  0.7)        6/ 705 (  0.9)      0.86 ( 0.26, 2.81)    0.86 ( 0.26, 2.83)    -0.00 ( -0.01,  0.01)     0.8027                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1558            

                                      white                         4/ 711 (  0.6)        9/ 715 (  1.3)      0.45 ( 0.14, 1.44)    0.44 ( 0.14, 1.45)    -0.01 ( -0.02,  0.00)     0.1668                           

                                      black or african american     2/  44 (  4.5)        1/  46 (  2.2)      2.09 ( 0.20,22.25)    2.14 ( 0.19,24.51)     0.02 ( -0.05,  0.10)     0.6124                           

                                      asian                         2/ 186 (  1.1)        0/ 186 (  0.0)      5.00 ( 0.24,103.4)    5.05 ( 0.24,106.0)     0.01 ( -0.00,  0.03)     0.4987                           

                                      other                         0/  19 (  0.0)        1/  15 (  6.7)      0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)     0.4412                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2757            

                                      North America                 2/ 137 (  1.5)        2/ 167 (  1.2)      1.22 ( 0.17, 8.54)    1.22 ( 0.17, 8.79)     0.00 ( -0.02,  0.03)     1.0000                           

                                      South America                 3/ 185 (  1.6)        6/ 180 (  3.3)      0.49 ( 0.12, 1.92)    0.48 ( 0.12, 1.94)    -0.02 ( -0.05,  0.01)     0.3318                           

                                      Europe                        1/ 455 (  0.2)        3/ 435 (  0.7)      0.32 ( 0.03, 3.05)    0.32 ( 0.03, 3.06)    -0.00 ( -0.01,  0.00)     0.3633                           

                                      Asia/Pacific                  2/ 183 (  1.1)        0/ 180 (  0.0)      4.92 ( 0.24,101.7)    4.97 ( 0.24,104.3)     0.01 ( -0.00,  0.03)     0.4987                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0635            

                                      < 45  mL/min/1.73m^2          7/ 362 (  1.9)        5/ 357 (  1.4)      1.38 ( 0.44, 4.31)    1.39 ( 0.44, 4.42)     0.01 ( -0.02,  0.03)     0.5771                           

                                      >= 45  mL/min/1.73m^2         1/ 598 (  0.2)        6/ 605 (  1.0)      0.17 ( 0.02, 1.40)    0.17 ( 0.02, 1.39)    -0.01 ( -0.02,  0.00)     0.1240                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          8/ 947 (  0.8)       11/ 951 (  1.2)      0.73 ( 0.30, 1.81)    0.73 ( 0.29, 1.82)    -0.00 ( -0.01,  0.01)     0.4950                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3994            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    7/ 661 (  1.1)        8/ 677 (  1.2)      0.90 ( 0.33, 2.46)    0.90 ( 0.32, 2.48)    -0.00 ( -0.01,  0.01)     0.8313                           

                                      >=130 mmHg                    1/ 299 (  0.3)        3/ 285 (  1.1)      0.32 ( 0.03, 3.04)    0.32 ( 0.03, 3.05)    -0.01 ( -0.02,  0.01)     0.3621                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8957            

                                      yes                           3/ 481 (  0.6)        4/ 500 (  0.8)      0.78 ( 0.18, 3.47)    0.78 ( 0.17, 3.50)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      no                            5/ 479 (  1.0)        7/ 462 (  1.5)      0.69 ( 0.22, 2.16)    0.69 ( 0.22, 2.18)    -0.00 ( -0.02,  0.01)     0.5197                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Injury, poisoning and        Overall                         31/ 960 (  3.2)       23/ 962 (  2.4)      1.35 ( 0.79, 2.30)    1.36 ( 0.79, 2.35)     0.01 ( -0.01,  0.02)     0.2662                           

 procedural complications                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0366            

                                      <= 65 years                   1/ 235 (  0.4)        5/ 246 (  2.0)      0.21 ( 0.02, 1.78)    0.21 ( 0.02, 1.78)    -0.02 ( -0.04,  0.00)     0.2166                           

                                      > 65 years                   30/ 725 (  4.1)       18/ 716 (  2.5)      1.65 ( 0.93, 2.93)    1.67 ( 0.92, 3.03)     0.02 ( -0.00,  0.04)     0.0860                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0758            

                                      female                       13/ 277 (  4.7)        4/ 257 (  1.6)      3.02 ( 1.00, 9.13)    3.11 ( 1.00, 9.68)     0.03 ( -0.00,  0.07)     0.0393                           

                                      male                         18/ 683 (  2.6)       19/ 705 (  2.7)      0.98 ( 0.52, 1.85)    0.98 ( 0.51, 1.88)    -0.00 ( -0.02,  0.02)     0.9451                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2188            

                                      white                        25/ 711 (  3.5)       19/ 715 (  2.7)      1.32 ( 0.74, 2.38)    1.33 ( 0.73, 2.45)     0.01 ( -0.01,  0.03)     0.3486                           

                                      black or african american     3/  44 (  6.8)        0/  46 (  0.0)      7.31 ( 0.39,137.6)    7.84 ( 0.39,156.4)     0.07 ( -0.01,  0.14)     0.1127                           

                                      asian                         3/ 186 (  1.6)        4/ 186 (  2.2)      0.75 ( 0.17, 3.30)    0.75 ( 0.16, 3.38)    -0.01 ( -0.03,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5388            

                                      North America                 6/ 137 (  4.4)        6/ 167 (  3.6)      1.22 ( 0.40, 3.69)    1.23 ( 0.39, 3.90)     0.01 ( -0.04,  0.07)     0.7264                           

                                      South America                 7/ 185 (  3.8)        2/ 180 (  1.1)      3.41 ( 0.72,16.17)    3.50 ( 0.72,17.08)     0.03 ( -0.00,  0.06)     0.1746                           

                                      Europe                       15/ 455 (  3.3)       11/ 435 (  2.5)      1.30 ( 0.61, 2.81)    1.31 ( 0.60, 2.89)     0.01 ( -0.02,  0.03)     0.4967                           

                                      Asia/Pacific                  3/ 183 (  1.6)        4/ 180 (  2.2)      0.74 ( 0.17, 3.25)    0.73 ( 0.16, 3.32)    -0.01 ( -0.03,  0.02)     0.7220                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8118            

                                      < 45  mL/min/1.73m^2         14/ 362 (  3.9)       11/ 357 (  3.1)      1.26 ( 0.58, 2.73)    1.27 ( 0.57, 2.83)     0.01 ( -0.02,  0.04)     0.5653                           

                                      >= 45  mL/min/1.73m^2        17/ 598 (  2.8)       12/ 605 (  2.0)      1.43 ( 0.69, 2.97)    1.45 ( 0.68, 3.05)     0.01 ( -0.01,  0.03)     0.3314                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1944            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         31/ 947 (  3.3)       22/ 951 (  2.3)      1.42 ( 0.83, 2.43)    1.43 ( 0.82, 2.49)     0.01 ( -0.01,  0.03)     0.2044                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4352            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   24/ 661 (  3.6)       16/ 677 (  2.4)      1.54 ( 0.82, 2.87)    1.56 ( 0.82, 2.96)     0.01 ( -0.01,  0.03)     0.1736                           

                                      >=130 mmHg                    7/ 299 (  2.3)        7/ 285 (  2.5)      0.95 ( 0.34, 2.68)    0.95 ( 0.33, 2.75)    -0.00 ( -0.03,  0.03)     0.9277                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2675            

                                      yes                          15/ 481 (  3.1)       15/ 500 (  3.0)      1.04 ( 0.51, 2.10)    1.04 ( 0.50, 2.15)     0.00 ( -0.02,  0.03)     0.9142                           

                                      no                           16/ 479 (  3.3)        8/ 462 (  1.7)      1.93 ( 0.83, 4.46)    1.96 ( 0.83, 4.63)     0.02 ( -0.01,  0.04)     0.1178                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         28/ 960 (  2.9)       25/ 962 (  2.6)      1.12 ( 0.66, 1.91)    1.13 ( 0.65, 1.95)     0.00 ( -0.01,  0.02)     0.6705                           

 disorders                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8911            

                                      <= 65 years                   6/ 235 (  2.6)        6/ 246 (  2.4)      1.05 ( 0.34, 3.20)    1.05 ( 0.33, 3.30)     0.00 ( -0.03,  0.04)     0.9361                           

                                      > 65 years                   22/ 725 (  3.0)       19/ 716 (  2.7)      1.14 ( 0.62, 2.09)    1.15 ( 0.62, 2.14)     0.00 ( -0.01,  0.02)     0.6638                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1981            

                                      female                       12/ 277 (  4.3)        6/ 257 (  2.3)      1.86 ( 0.71, 4.87)    1.89 ( 0.70, 5.12)     0.02 ( -0.02,  0.06)     0.2017                           

                                      male                         16/ 683 (  2.3)       19/ 705 (  2.7)      0.87 ( 0.45, 1.68)    0.87 ( 0.44, 1.70)    -0.00 ( -0.02,  0.01)     0.6756                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1506            

                                      white                        22/ 711 (  3.1)       16/ 715 (  2.2)      1.38 ( 0.73, 2.61)    1.39 ( 0.73, 2.68)     0.01 ( -0.01,  0.03)     0.3155                           

                                      black or african american     0/  44 (  0.0)        3/  46 (  6.5)      0.15 ( 0.01, 2.81)    0.14 ( 0.01, 2.78)    -0.07 ( -0.14,  0.01)     0.2419                           

                                      asian                         6/ 186 (  3.2)        6/ 186 (  3.2)      1.00 ( 0.33, 3.04)    1.00 ( 0.32, 3.16)     0.00 ( -0.04,  0.04)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5450            

                                      North America                 3/ 137 (  2.2)        6/ 167 (  3.6)      0.61 ( 0.16, 2.39)    0.60 ( 0.15, 2.45)    -0.01 ( -0.05,  0.02)     0.5207                           

                                      South America                 1/ 185 (  0.5)        2/ 180 (  1.1)      0.49 ( 0.04, 5.32)    0.48 ( 0.04, 5.38)    -0.01 ( -0.02,  0.01)     0.6189                           

                                      Europe                       18/ 455 (  4.0)       11/ 435 (  2.5)      1.56 ( 0.75, 3.27)    1.59 ( 0.74, 3.40)     0.01 ( -0.01,  0.04)     0.2309                           

                                      Asia/Pacific                  6/ 183 (  3.3)        6/ 180 (  3.3)      0.98 ( 0.32, 2.99)    0.98 ( 0.31, 3.11)    -0.00 ( -0.05,  0.04)     0.9768                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.7554            

                                      < 45  mL/min/1.73m^2         17/ 362 (  4.7)       14/ 357 (  3.9)      1.20 ( 0.60, 2.39)    1.21 ( 0.59, 2.49)     0.01 ( -0.03,  0.04)     0.6094                           

                                      >= 45  mL/min/1.73m^2        11/ 598 (  1.8)       11/ 605 (  1.8)      1.01 ( 0.44, 2.32)    1.01 ( 0.44, 2.35)     0.00 ( -0.02,  0.02)     0.9780                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2108            

                                      < 30  mL/min/1.73m^2          4/  13 ( 30.8)        1/  11 (  9.1)      3.38 ( 0.44,26.00)    4.44 ( 0.42,47.50)     0.22 ( -0.09,  0.52)     0.3271                           

                                      >= 30  mL/min/1.73m^         24/ 947 (  2.5)       24/ 951 (  2.5)      1.00 ( 0.57, 1.76)    1.00 ( 0.57, 1.78)     0.00 ( -0.02,  0.02)     0.9882                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7125            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   21/ 661 (  3.2)       18/ 677 (  2.7)      1.19 ( 0.64, 2.22)    1.20 ( 0.63, 2.28)     0.01 ( -0.01,  0.03)     0.5733                           

                                      >=130 mmHg                    7/ 299 (  2.3)        7/ 285 (  2.5)      0.95 ( 0.34, 2.68)    0.95 ( 0.33, 2.75)    -0.00 ( -0.03,  0.03)     0.9277                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2093            

                                      yes                          19/ 481 (  4.0)       21/ 500 (  4.2)      0.94 ( 0.51, 1.73)    0.94 ( 0.50, 1.77)    -0.00 ( -0.03,  0.02)     0.8432                           

                                      no                            9/ 479 (  1.9)        4/ 462 (  0.9)      2.17 ( 0.67, 7.00)    2.19 ( 0.67, 7.17)     0.01 ( -0.01,  0.03)     0.1834                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Musculoskeletal and          Overall                         13/ 960 (  1.4)       21/ 962 (  2.2)      0.62 ( 0.31, 1.23)    0.62 ( 0.31, 1.24)    -0.01 ( -0.02,  0.00)     0.1683                           

 connective tissue disorders                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9825            

                                      <= 65 years                   3/ 235 (  1.3)        5/ 246 (  2.0)      0.63 ( 0.15, 2.60)    0.62 ( 0.15, 2.64)    -0.01 ( -0.03,  0.02)     0.7248                           

                                      > 65 years                   10/ 725 (  1.4)       16/ 716 (  2.2)      0.62 ( 0.28, 1.35)    0.61 ( 0.28, 1.36)    -0.01 ( -0.02,  0.01)     0.2228                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1005            

                                      female                        7/ 277 (  2.5)        5/ 257 (  1.9)      1.30 ( 0.42, 4.04)    1.31 ( 0.41, 4.17)     0.01 ( -0.03,  0.04)     0.6508                           

                                      male                          6/ 683 (  0.9)       16/ 705 (  2.3)      0.39 ( 0.15, 0.98)    0.38 ( 0.15, 0.98)    -0.01 ( -0.03,  0.00)     0.0381                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4347            

                                      white                        11/ 711 (  1.5)       19/ 715 (  2.7)      0.58 ( 0.28, 1.21)    0.58 ( 0.27, 1.22)    -0.01 ( -0.03,  0.01)     0.1442                           

                                      black or african american     0/  44 (  0.0)        1/  46 (  2.2)      0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)     1.0000                           

                                      asian                         2/ 186 (  1.1)        1/ 186 (  0.5)      2.00 ( 0.18,21.87)    2.01 ( 0.18,22.37)     0.01 ( -0.01,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7032            

                                      North America                 2/ 137 (  1.5)        6/ 167 (  3.6)      0.41 ( 0.08, 1.98)    0.40 ( 0.08, 2.00)    -0.02 ( -0.06,  0.01)     0.3019                           

                                      South America                 1/ 185 (  0.5)        1/ 180 (  0.6)      0.97 ( 0.06,15.44)    0.97 ( 0.06,15.67)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      Europe                        8/ 455 (  1.8)       13/ 435 (  3.0)      0.59 ( 0.25, 1.41)    0.58 ( 0.24, 1.42)    -0.01 ( -0.04,  0.01)     0.2270                           

                                      Asia/Pacific                  2/ 183 (  1.1)        1/ 180 (  0.6)      1.97 ( 0.18,21.50)    1.98 ( 0.18,22.01)     0.01 ( -0.01,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.9002            

                                      < 45  mL/min/1.73m^2          6/ 362 (  1.7)       10/ 357 (  2.8)      0.59 ( 0.22, 1.61)    0.58 ( 0.21, 1.63)    -0.01 ( -0.04,  0.01)     0.2989                           

                                      >= 45  mL/min/1.73m^2         7/ 598 (  1.2)       11/ 605 (  1.8)      0.64 ( 0.25, 1.65)    0.64 ( 0.25, 1.66)    -0.01 ( -0.02,  0.01)     0.3551                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.8265            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        1/  11 (  9.1)      0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)     1.0000                           

                                      >= 30  mL/min/1.73m^         12/ 947 (  1.3)       20/ 951 (  2.1)      0.60 ( 0.30, 1.23)    0.60 ( 0.29, 1.23)    -0.01 ( -0.02,  0.00)     0.1574                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6133            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    8/ 661 (  1.2)       15/ 677 (  2.2)      0.55 ( 0.23, 1.28)    0.54 ( 0.23, 1.28)    -0.01 ( -0.03,  0.01)     0.1574                           

                                      >=130 mmHg                    5/ 299 (  1.7)        6/ 285 (  2.1)      0.79 ( 0.25, 2.57)    0.79 ( 0.24, 2.62)    -0.00 ( -0.03,  0.02)     0.7007                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2447            

                                      yes                           6/ 481 (  1.2)        6/ 500 (  1.2)      1.04 ( 0.34, 3.20)    1.04 ( 0.33, 3.25)     0.00 ( -0.02,  0.02)     0.9462                           

                                      no                            7/ 479 (  1.5)       15/ 462 (  3.2)      0.45 ( 0.19, 1.09)    0.44 ( 0.18, 1.09)    -0.02 ( -0.04,  0.00)     0.0701                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Neoplasms benign, malignant  Overall                         33/ 960 (  3.4)       22/ 962 (  2.3)      1.50 ( 0.88, 2.56)    1.52 ( 0.88, 2.63)     0.01 ( -0.00,  0.03)     0.1304                           

 and unspecified (incl cysts and                                                                                                                                                                                     

 polyps)                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9594            

                                      <= 65 years                   3/ 235 (  1.3)        2/ 246 (  0.8)      1.57 ( 0.26, 9.31)    1.58 ( 0.26, 9.53)     0.00 ( -0.01,  0.02)     0.6793                           

                                      > 65 years                   30/ 725 (  4.1)       20/ 716 (  2.8)      1.48 ( 0.85, 2.58)    1.50 ( 0.84, 2.67)     0.01 ( -0.01,  0.03)     0.1633                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4847            

                                      female                        7/ 277 (  2.5)        6/ 257 (  2.3)      1.08 ( 0.37, 3.18)    1.08 ( 0.36, 3.27)     0.00 ( -0.03,  0.03)     0.8855                           

                                      male                         26/ 683 (  3.8)       16/ 705 (  2.3)      1.68 ( 0.91, 3.10)    1.70 ( 0.91, 3.21)     0.02 ( -0.00,  0.04)     0.0948                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3276            

                                      white                        31/ 711 (  4.4)       19/ 715 (  2.7)      1.64 ( 0.94, 2.88)    1.67 ( 0.93, 2.98)     0.02 ( -0.00,  0.04)     0.0806                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         2/ 186 (  1.1)        2/ 186 (  1.1)      1.00 ( 0.14, 7.02)    1.00 ( 0.14, 7.17)     0.00 ( -0.02,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        1/  15 (  6.7)      0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)     0.4412                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.0455            

                                      North America                 6/ 137 (  4.4)        3/ 167 (  1.8)      2.44 ( 0.62, 9.57)    2.50 ( 0.61,10.20)     0.03 ( -0.01,  0.07)     0.3080                           

                                      South America                 1/ 185 (  0.5)        6/ 180 (  3.3)      0.16 ( 0.02, 1.33)    0.16 ( 0.02, 1.32)    -0.03 ( -0.06,  0.00)     0.0645                           

                                      Europe                       24/ 455 (  5.3)       11/ 435 (  2.5)      2.09 ( 1.03, 4.21)    2.15 ( 1.04, 4.44)     0.03 ( -0.00,  0.06)     0.0352                           

                                      Asia/Pacific                  2/ 183 (  1.1)        2/ 180 (  1.1)      0.98 ( 0.14, 6.91)    0.98 ( 0.14, 7.06)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.5308            

                                      < 45  mL/min/1.73m^2         11/ 362 (  3.0)        9/ 357 (  2.5)      1.21 ( 0.51, 2.87)    1.21 ( 0.50, 2.96)     0.01 ( -0.02,  0.03)     0.6732                           

                                      >= 45  mL/min/1.73m^2        22/ 598 (  3.7)       13/ 605 (  2.1)      1.71 ( 0.87, 3.37)    1.74 ( 0.87, 3.49)     0.02 ( -0.01,  0.04)     0.1145                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.4387            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         32/ 947 (  3.4)       22/ 951 (  2.3)      1.46 ( 0.86, 2.49)    1.48 ( 0.85, 2.56)     0.01 ( -0.01,  0.03)     0.1627                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2338            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   20/ 661 (  3.0)       17/ 677 (  2.5)      1.20 ( 0.64, 2.28)    1.21 ( 0.63, 2.33)     0.01 ( -0.01,  0.02)     0.5661                           

                                      >=130 mmHg                   13/ 299 (  4.3)        5/ 285 (  1.8)      2.48 ( 0.89, 6.86)    2.55 ( 0.90, 7.23)     0.03 ( -0.01,  0.06)     0.0701                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7137            

                                      yes                          19/ 481 (  4.0)       12/ 500 (  2.4)      1.65 ( 0.81, 3.35)    1.67 ( 0.80, 3.48)     0.02 ( -0.01,  0.04)     0.1655                           

                                      no                           14/ 479 (  2.9)       10/ 462 (  2.2)      1.35 ( 0.61, 3.01)    1.36 ( 0.60, 3.10)     0.01 ( -0.02,  0.03)     0.4610                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders     Overall                         39/ 960 (  4.1)       45/ 962 (  4.7)      0.87 ( 0.57, 1.32)    0.86 ( 0.56, 1.34)    -0.01 ( -0.03,  0.01)     0.5096                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1636            

                                      <= 65 years                   6/ 235 (  2.6)       13/ 246 (  5.3)      0.48 ( 0.19, 1.25)    0.47 ( 0.18, 1.26)    -0.03 ( -0.07,  0.01)     0.1246                           

                                      > 65 years                   33/ 725 (  4.6)       32/ 716 (  4.5)      1.02 ( 0.63, 1.64)    1.02 ( 0.62, 1.68)     0.00 ( -0.02,  0.02)     0.9399                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3281            

                                      female                       18/ 277 (  6.5)       15/ 257 (  5.8)      1.11 ( 0.57, 2.16)    1.12 ( 0.55, 2.27)     0.01 ( -0.04,  0.05)     0.7513                           

                                      male                         21/ 683 (  3.1)       30/ 705 (  4.3)      0.72 ( 0.42, 1.25)    0.71 ( 0.40, 1.26)    -0.01 ( -0.03,  0.01)     0.2426                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8241            

                                      white                        29/ 711 (  4.1)       37/ 715 (  5.2)      0.79 ( 0.49, 1.27)    0.78 ( 0.47, 1.28)    -0.01 ( -0.03,  0.01)     0.3248                           

                                      black or african american     2/  44 (  4.5)        1/  46 (  2.2)      2.09 ( 0.20,22.25)    2.14 ( 0.19,24.51)     0.02 ( -0.05,  0.10)     0.6124                           

                                      asian                         5/ 186 (  2.7)        5/ 186 (  2.7)      1.00 ( 0.29, 3.40)    1.00 ( 0.28, 3.51)     0.00 ( -0.04,  0.04)     1.0000                           

                                      other                         3/  19 ( 15.8)        2/  15 ( 13.3)      1.18 ( 0.23, 6.20)    1.22 ( 0.18, 8.42)     0.02 ( -0.21,  0.26)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7335            

                                      North America                 5/ 137 (  3.6)       10/ 167 (  6.0)      0.61 ( 0.21, 1.74)    0.59 ( 0.20, 1.78)    -0.02 ( -0.08,  0.04)     0.3497                           

                                      South America                12/ 185 (  6.5)       14/ 180 (  7.8)      0.83 ( 0.40, 1.75)    0.82 ( 0.37, 1.83)    -0.01 ( -0.07,  0.05)     0.6320                           

                                      Europe                       17/ 455 (  3.7)       18/ 435 (  4.1)      0.90 ( 0.47, 1.73)    0.90 ( 0.46, 1.77)    -0.00 ( -0.03,  0.02)     0.7581                           

                                      Asia/Pacific                  5/ 183 (  2.7)        3/ 180 (  1.7)      1.64 ( 0.40, 6.76)    1.66 ( 0.39, 7.04)     0.01 ( -0.02,  0.04)     0.7236                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2787            

                                      < 45  mL/min/1.73m^2         14/ 362 (  3.9)       21/ 357 (  5.9)      0.66 ( 0.34, 1.27)    0.64 ( 0.32, 1.29)    -0.02 ( -0.06,  0.01)     0.2097                           

                                      >= 45  mL/min/1.73m^2        25/ 598 (  4.2)       24/ 605 (  4.0)      1.05 ( 0.61, 1.82)    1.06 ( 0.60, 1.87)     0.00 ( -0.02,  0.03)     0.8514                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.9821            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        1/  11 (  9.1)      0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)     1.0000                           

                                      >= 30  mL/min/1.73m^         38/ 947 (  4.0)       44/ 951 (  4.6)      0.87 ( 0.57, 1.33)    0.86 ( 0.55, 1.34)    -0.01 ( -0.03,  0.01)     0.5107                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5490            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   26/ 661 (  3.9)       28/ 677 (  4.1)      0.95 ( 0.56, 1.60)    0.95 ( 0.55, 1.64)    -0.00 ( -0.02,  0.02)     0.8508                           

                                      >=130 mmHg                   13/ 299 (  4.3)       17/ 285 (  6.0)      0.73 ( 0.36, 1.47)    0.72 ( 0.34, 1.50)    -0.02 ( -0.06,  0.02)     0.3766                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1211            

                                      yes                          18/ 481 (  3.7)       29/ 500 (  5.8)      0.65 ( 0.36, 1.15)    0.63 ( 0.35, 1.15)    -0.02 ( -0.05,  0.01)     0.1316                           

                                      no                           21/ 479 (  4.4)       16/ 462 (  3.5)      1.27 ( 0.67, 2.40)    1.28 ( 0.66, 2.48)     0.01 ( -0.02,  0.04)     0.4677                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders,    Overall                         13/ 960 (  1.4)       14/ 962 (  1.5)      0.93 ( 0.44, 1.97)    0.93 ( 0.43, 1.99)    -0.00 ( -0.01,  0.01)     0.8506                           

 PT: Ischaemic stroke                                                                                                                                                                                                

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3395            

                                      <= 65 years                   1/ 235 (  0.4)        3/ 246 (  1.2)      0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.01 ( -0.02,  0.01)     0.6238                           

                                      > 65 years                   12/ 725 (  1.7)       11/ 716 (  1.5)      1.08 ( 0.48, 2.43)    1.08 ( 0.47, 2.46)     0.00 ( -0.01,  0.02)     0.8572                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4857            

                                      female                        7/ 277 (  2.5)        9/ 257 (  3.5)      0.72 ( 0.27, 1.91)    0.71 ( 0.26, 1.95)    -0.01 ( -0.05,  0.02)     0.5095                           

                                      male                          6/ 683 (  0.9)        5/ 705 (  0.7)      1.24 ( 0.38, 4.04)    1.24 ( 0.38, 4.08)     0.00 ( -0.01,  0.01)     0.7223                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3365            

                                      white                        11/ 711 (  1.5)       14/ 715 (  2.0)      0.79 ( 0.36, 1.73)    0.79 ( 0.35, 1.75)    -0.00 ( -0.02,  0.01)     0.5545                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         0/ 186 (  0.0)        0/ 186 (  0.0)        NE                    NE                    NE                                                       

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2123            

                                      North America                 1/ 137 (  0.7)        0/ 167 (  0.0)      3.65 ( 0.15,88.94)    3.68 ( 0.15,91.09)     0.01 ( -0.01,  0.02)     0.4507                           

                                      South America                 3/ 185 (  1.6)        7/ 180 (  3.9)      0.42 ( 0.11, 1.59)    0.41 ( 0.10, 1.60)    -0.02 ( -0.06,  0.01)     0.2146                           

                                      Europe                        9/ 455 (  2.0)        7/ 435 (  1.6)      1.23 ( 0.46, 3.27)    1.23 ( 0.46, 3.34)     0.00 ( -0.02,  0.02)     0.6791                           

                                      Asia/Pacific                  0/ 183 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1551            

                                      < 45  mL/min/1.73m^2          4/ 362 (  1.1)        8/ 357 (  2.2)      0.49 ( 0.15, 1.62)    0.49 ( 0.15, 1.63)    -0.01 ( -0.04,  0.01)     0.2349                           

                                      >= 45  mL/min/1.73m^2         9/ 598 (  1.5)        6/ 605 (  1.0)      1.52 ( 0.54, 4.24)    1.53 ( 0.54, 4.31)     0.01 ( -0.01,  0.02)     0.4227                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2757            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         13/ 947 (  1.4)       13/ 951 (  1.4)      1.00 ( 0.47, 2.15)    1.00 ( 0.46, 2.18)     0.00 ( -0.01,  0.01)     0.9914                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6082            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    5/ 661 (  0.8)        7/ 677 (  1.0)      0.73 ( 0.23, 2.29)    0.73 ( 0.23, 2.31)    -0.00 ( -0.02,  0.01)     0.5905                           

                                      >=130 mmHg                    8/ 299 (  2.7)        7/ 285 (  2.5)      1.09 ( 0.40, 2.97)    1.09 ( 0.39, 3.05)     0.00 ( -0.03,  0.03)     0.8670                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7863            

                                      yes                           6/ 481 (  1.2)        6/ 500 (  1.2)      1.04 ( 0.34, 3.20)    1.04 ( 0.33, 3.25)     0.00 ( -0.02,  0.02)     0.9462                           

                                      no                            7/ 479 (  1.5)        8/ 462 (  1.7)      0.84 ( 0.31, 2.31)    0.84 ( 0.30, 2.34)    -0.00 ( -0.02,  0.02)     0.7409                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary disorders  Overall                         36/ 960 (  3.8)       51/ 962 (  5.3)      0.71 ( 0.47, 1.07)    0.70 ( 0.45, 1.08)    -0.02 ( -0.04,  0.00)     0.1019                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1689            

                                      <= 65 years                  12/ 235 (  5.1)       11/ 246 (  4.5)      1.14 ( 0.51, 2.54)    1.15 ( 0.50, 2.66)     0.01 ( -0.04,  0.05)     0.7446                           

                                      > 65 years                   24/ 725 (  3.3)       40/ 716 (  5.6)      0.59 ( 0.36, 0.97)    0.58 ( 0.35, 0.97)    -0.02 ( -0.05, -0.00)     0.0360                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5985            

                                      female                       11/ 277 (  4.0)       12/ 257 (  4.7)      0.85 ( 0.38, 1.89)    0.84 ( 0.37, 1.95)    -0.01 ( -0.05,  0.03)     0.6916                           

                                      male                         25/ 683 (  3.7)       39/ 705 (  5.5)      0.66 ( 0.40, 1.08)    0.65 ( 0.39, 1.08)    -0.02 ( -0.04,  0.00)     0.0966                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7138            

                                      white                        28/ 711 (  3.9)       38/ 715 (  5.3)      0.74 ( 0.46, 1.19)    0.73 ( 0.44, 1.20)    -0.01 ( -0.04,  0.01)     0.2162                           

                                      black or african american     5/  44 ( 11.4)        6/  46 ( 13.0)      0.87 ( 0.29, 2.65)    0.85 ( 0.24, 3.03)    -0.02 ( -0.17,  0.14)     0.8089                           

                                      asian                         3/ 186 (  1.6)        7/ 186 (  3.8)      0.43 ( 0.11, 1.63)    0.42 ( 0.11, 1.65)    -0.02 ( -0.06,  0.02)     0.2004                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8144            

                                      North America                11/ 137 (  8.0)       16/ 167 (  9.6)      0.84 ( 0.40, 1.75)    0.82 ( 0.37, 1.84)    -0.02 ( -0.08,  0.06)     0.6366                           

                                      South America                 9/ 185 (  4.9)       10/ 180 (  5.6)      0.88 ( 0.36, 2.10)    0.87 ( 0.34, 2.19)    -0.01 ( -0.06,  0.05)     0.7668                           

                                      Europe                       13/ 455 (  2.9)       18/ 435 (  4.1)      0.69 ( 0.34, 1.39)    0.68 ( 0.33, 1.41)    -0.01 ( -0.04,  0.01)     0.2978                           

                                      Asia/Pacific                  3/ 183 (  1.6)        7/ 180 (  3.9)      0.42 ( 0.11, 1.60)    0.41 ( 0.10, 1.62)    -0.02 ( -0.06,  0.01)     0.2169                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8297            

                                      < 45  mL/min/1.73m^2         20/ 362 (  5.5)       29/ 357 (  8.1)      0.68 ( 0.39, 1.18)    0.66 ( 0.37, 1.19)    -0.03 ( -0.07,  0.01)     0.1672                           

                                      >= 45  mL/min/1.73m^2        16/ 598 (  2.7)       22/ 605 (  3.6)      0.74 ( 0.39, 1.39)    0.73 ( 0.38, 1.40)    -0.01 ( -0.03,  0.01)     0.3410                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.2004            

                                      < 30  mL/min/1.73m^2          3/  13 ( 23.1)        1/  11 (  9.1)      2.54 ( 0.31,21.06)    3.00 ( 0.26,33.97)     0.14 ( -0.15,  0.43)     0.5963                           

                                      >= 30  mL/min/1.73m^         33/ 947 (  3.5)       50/ 951 (  5.3)      0.66 ( 0.43, 1.02)    0.65 ( 0.42, 1.02)    -0.02 ( -0.04,  0.00)     0.0590                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0348            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   22/ 661 (  3.3)       42/ 677 (  6.2)      0.54 ( 0.32, 0.89)    0.52 ( 0.31, 0.88)    -0.03 ( -0.05, -0.00)     0.0138                           

                                      >=130 mmHg                   14/ 299 (  4.7)        9/ 285 (  3.2)      1.48 ( 0.65, 3.37)    1.51 ( 0.64, 3.54)     0.02 ( -0.02,  0.05)     0.3442                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.9405            

                                      yes                          21/ 481 (  4.4)       31/ 500 (  6.2)      0.70 ( 0.41, 1.21)    0.69 ( 0.39, 1.22)    -0.02 ( -0.05,  0.01)     0.2002                           

                                      no                           15/ 479 (  3.1)       20/ 462 (  4.3)      0.72 ( 0.37, 1.40)    0.71 ( 0.36, 1.41)    -0.01 ( -0.04,  0.01)     0.3321                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                         16/ 960 (  1.7)       27/ 962 (  2.8)      0.59 ( 0.32, 1.09)    0.59 ( 0.31, 1.10)    -0.01 ( -0.03,  0.00)     0.0912                           

 disorders, PT: Acute kidney                                                                                                                                                                                         

 injury                                                                                                                                                                                                              

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5346            

                                      <= 65 years                   6/ 235 (  2.6)        8/ 246 (  3.3)      0.79 ( 0.28, 2.23)    0.78 ( 0.27, 2.28)    -0.01 ( -0.04,  0.03)     0.6489                           

                                      > 65 years                   10/ 725 (  1.4)       19/ 716 (  2.7)      0.52 ( 0.24, 1.11)    0.51 ( 0.24, 1.11)    -0.01 ( -0.03,  0.00)     0.0851                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6295            

                                      female                        4/ 277 (  1.4)        8/ 257 (  3.1)      0.46 ( 0.14, 1.52)    0.46 ( 0.14, 1.53)    -0.02 ( -0.05,  0.01)     0.1940                           

                                      male                         12/ 683 (  1.8)       19/ 705 (  2.7)      0.65 ( 0.32, 1.33)    0.65 ( 0.31, 1.34)    -0.01 ( -0.03,  0.01)     0.2372                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9666            

                                      white                        13/ 711 (  1.8)       21/ 715 (  2.9)      0.62 ( 0.31, 1.23)    0.62 ( 0.31, 1.24)    -0.01 ( -0.03,  0.01)     0.1702                           

                                      black or african american     2/  44 (  4.5)        4/  46 (  8.7)      0.52 ( 0.10, 2.71)    0.50 ( 0.09, 2.88)    -0.04 ( -0.14,  0.06)     0.6771                           

                                      asian                         1/ 186 (  0.5)        2/ 186 (  1.1)      0.50 ( 0.05, 5.47)    0.50 ( 0.04, 5.53)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3805            

                                      North America                 8/ 137 (  5.8)       14/ 167 (  8.4)      0.70 ( 0.30, 1.61)    0.68 ( 0.28, 1.67)    -0.03 ( -0.09,  0.04)     0.3951                           

                                      South America                 4/ 185 (  2.2)        2/ 180 (  1.1)      1.95 ( 0.36,10.49)    1.97 ( 0.36,10.87)     0.01 ( -0.02,  0.04)     0.6851                           

                                      Europe                        3/ 455 (  0.7)        9/ 435 (  2.1)      0.32 ( 0.09, 1.17)    0.31 ( 0.08, 1.17)    -0.01 ( -0.03,  0.00)     0.0685                           

                                      Asia/Pacific                  1/ 183 (  0.5)        2/ 180 (  1.1)      0.49 ( 0.04, 5.38)    0.49 ( 0.04, 5.44)    -0.01 ( -0.02,  0.01)     0.6209                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.3683            

                                      < 45  mL/min/1.73m^2          8/ 362 (  2.2)       17/ 357 (  4.8)      0.46 ( 0.20, 1.06)    0.45 ( 0.19, 1.06)    -0.03 ( -0.06,  0.00)     0.0620                           

                                      >= 45  mL/min/1.73m^2         8/ 598 (  1.3)       10/ 605 (  1.7)      0.81 ( 0.32, 2.04)    0.81 ( 0.32, 2.06)    -0.00 ( -0.02,  0.01)     0.6528                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.0750            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        0/  11 (  0.0)      4.29 ( 0.23,80.81)    5.00 ( 0.22,116.0)     0.15 ( -0.04,  0.35)     0.4819                           

                                      >= 30  mL/min/1.73m^         14/ 947 (  1.5)       27/ 951 (  2.8)      0.52 ( 0.27, 0.99)    0.51 ( 0.27, 0.99)    -0.01 ( -0.03,  0.00)     0.0415                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3245            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   10/ 661 (  1.5)       21/ 677 (  3.1)      0.49 ( 0.23, 1.03)    0.48 ( 0.22, 1.03)    -0.02 ( -0.03,  0.00)     0.0535                           

                                      >=130 mmHg                    6/ 299 (  2.0)        6/ 285 (  2.1)      0.95 ( 0.31, 2.92)    0.95 ( 0.30, 2.99)    -0.00 ( -0.03,  0.03)     0.9332                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.6226            

                                      yes                          11/ 481 (  2.3)       17/ 500 (  3.4)      0.67 ( 0.32, 1.42)    0.66 ( 0.31, 1.43)    -0.01 ( -0.03,  0.01)     0.2955                           

                                      no                            5/ 479 (  1.0)       10/ 462 (  2.2)      0.48 ( 0.17, 1.40)    0.48 ( 0.16, 1.41)    -0.01 ( -0.03,  0.01)     0.1702                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                          5/ 960 (  0.5)       12/ 962 (  1.2)      0.42 ( 0.15, 1.18)    0.41 ( 0.15, 1.18)    -0.01 ( -0.02,  0.00)     0.0890                           

 disorders, PT: Renal impairment                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0025            

                                      <= 65 years                   3/ 235 (  1.3)        0/ 246 (  0.0)      7.33 ( 0.38,141.1)    7.42 ( 0.38,144.5)     0.01 ( -0.00,  0.03)     0.1159                           

                                      > 65 years                    2/ 725 (  0.3)       12/ 716 (  1.7)      0.16 ( 0.04, 0.73)    0.16 ( 0.04, 0.73)    -0.01 ( -0.03, -0.00)     0.0068                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7612            

                                      female                        1/ 277 (  0.4)        3/ 257 (  1.2)      0.31 ( 0.03, 2.95)    0.31 ( 0.03, 2.97)    -0.01 ( -0.02,  0.01)     0.3558                           

                                      male                          4/ 683 (  0.6)        9/ 705 (  1.3)      0.46 ( 0.14, 1.48)    0.46 ( 0.14, 1.49)    -0.01 ( -0.02,  0.01)     0.1817                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2251            

                                      white                         4/ 711 (  0.6)       11/ 715 (  1.5)      0.37 ( 0.12, 1.14)    0.36 ( 0.11, 1.14)    -0.01 ( -0.02,  0.00)     0.0710                           

                                      black or african american     1/  44 (  2.3)        0/  46 (  0.0)      3.13 ( 0.13,74.93)    3.21 ( 0.13,80.84)     0.02 ( -0.02,  0.07)     0.4889                           

                                      asian                         0/ 186 (  0.0)        1/ 186 (  0.5)      0.33 ( 0.01, 8.13)    0.33 ( 0.01, 8.19)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3734            

                                      North America                 0/ 137 (  0.0)        1/ 167 (  0.6)      0.41 ( 0.02, 9.88)    0.40 ( 0.02, 9.99)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      South America                 1/ 185 (  0.5)        6/ 180 (  3.3)      0.16 ( 0.02, 1.33)    0.16 ( 0.02, 1.32)    -0.03 ( -0.06,  0.00)     0.0645                           

                                      Europe                        4/ 455 (  0.9)        4/ 435 (  0.9)      0.96 ( 0.24, 3.80)    0.96 ( 0.24, 3.85)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      Asia/Pacific                  0/ 183 (  0.0)        1/ 180 (  0.6)      0.33 ( 0.01, 8.00)    0.33 ( 0.01, 8.06)    -0.01 ( -0.02,  0.01)     0.4959                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1553            

                                      < 45  mL/min/1.73m^2          4/ 362 (  1.1)        5/ 357 (  1.4)      0.79 ( 0.21, 2.91)    0.79 ( 0.21, 2.95)    -0.00 ( -0.02,  0.01)     0.7508                           

                                      >= 45  mL/min/1.73m^2         1/ 598 (  0.2)        7/ 605 (  1.2)      0.14 ( 0.02, 1.17)    0.14 ( 0.02, 1.17)    -0.01 ( -0.02, -0.00)     0.0694                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.5947            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        1/  11 (  9.1)      0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)     1.0000                           

                                      >= 30  mL/min/1.73m^          4/ 947 (  0.4)       11/ 951 (  1.2)      0.37 ( 0.12, 1.14)    0.36 ( 0.12, 1.14)    -0.01 ( -0.02,  0.00)     0.0709                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0038            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    1/ 661 (  0.2)       11/ 677 (  1.6)      0.09 ( 0.01, 0.72)    0.09 ( 0.01, 0.71)    -0.01 ( -0.03, -0.00)     0.0043                           

                                      >=130 mmHg                    4/ 299 (  1.3)        1/ 285 (  0.4)      3.81 ( 0.43,33.91)    3.85 ( 0.43,34.66)     0.01 ( -0.00,  0.02)     0.3736                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.4445            

                                      yes                           3/ 481 (  0.6)        5/ 500 (  1.0)      0.62 ( 0.15, 2.60)    0.62 ( 0.15, 2.61)    -0.00 ( -0.01,  0.01)     0.7259                           

                                      no                            2/ 479 (  0.4)        7/ 462 (  1.5)      0.28 ( 0.06, 1.32)    0.27 ( 0.06, 1.32)    -0.01 ( -0.02,  0.00)     0.1020                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                         22/ 960 (  2.3)       53/ 962 (  5.5)      0.42 ( 0.26, 0.68)    0.40 ( 0.24, 0.67)    -0.03 ( -0.05, -0.01)     0.0003                           

 mediastinal disorders                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3343            

                                      <= 65 years                   3/ 235 (  1.3)       13/ 246 (  5.3)      0.24 ( 0.07, 0.84)    0.23 ( 0.07, 0.82)    -0.04 ( -0.08, -0.00)     0.0144                           

                                      > 65 years                   19/ 725 (  2.6)       40/ 716 (  5.6)      0.47 ( 0.27, 0.80)    0.45 ( 0.26, 0.79)    -0.03 ( -0.05, -0.01)     0.0045                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3091            

                                      female                        5/ 277 (  1.8)       17/ 257 (  6.6)      0.27 ( 0.10, 0.73)    0.26 ( 0.09, 0.71)    -0.05 ( -0.09, -0.01)     0.0052                           

                                      male                         17/ 683 (  2.5)       36/ 705 (  5.1)      0.49 ( 0.28, 0.86)    0.47 ( 0.26, 0.85)    -0.03 ( -0.05, -0.00)     0.0110                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7423            

                                      white                        18/ 711 (  2.5)       39/ 715 (  5.5)      0.46 ( 0.27, 0.80)    0.45 ( 0.26, 0.79)    -0.03 ( -0.05, -0.01)     0.0049                           

                                      black or african american     1/  44 (  2.3)        4/  46 (  8.7)      0.26 ( 0.03, 2.25)    0.24 ( 0.03, 2.28)    -0.06 ( -0.16,  0.03)     0.3614                           

                                      asian                         3/ 186 (  1.6)       10/ 186 (  5.4)      0.30 ( 0.08, 1.07)    0.29 ( 0.08, 1.07)    -0.04 ( -0.08,  0.01)     0.0484                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7835            

                                      North America                 6/ 137 (  4.4)       18/ 167 ( 10.8)      0.41 ( 0.17, 1.00)    0.38 ( 0.15, 0.98)    -0.06 ( -0.13,  0.00)     0.0399                           

                                      South America                 4/ 185 (  2.2)        5/ 180 (  2.8)      0.78 ( 0.21, 2.85)    0.77 ( 0.20, 2.93)    -0.01 ( -0.04,  0.03)     0.7479                           

                                      Europe                        9/ 455 (  2.0)       21/ 435 (  4.8)      0.41 ( 0.19, 0.88)    0.40 ( 0.18, 0.88)    -0.03 ( -0.06, -0.00)     0.0186                           

                                      Asia/Pacific                  3/ 183 (  1.6)        9/ 180 (  5.0)      0.33 ( 0.09, 1.19)    0.32 ( 0.08, 1.19)    -0.03 ( -0.08,  0.01)     0.0738                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1041            

                                      < 45  mL/min/1.73m^2         12/ 362 (  3.3)       18/ 357 (  5.0)      0.66 ( 0.32, 1.34)    0.65 ( 0.31, 1.36)    -0.02 ( -0.05,  0.01)     0.2472                           

                                      >= 45  mL/min/1.73m^2        10/ 598 (  1.7)       35/ 605 (  5.8)      0.29 ( 0.14, 0.58)    0.28 ( 0.14, 0.56)    -0.04 ( -0.07, -0.02)     0.0002                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.4710            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         22/ 947 (  2.3)       52/ 951 (  5.5)      0.42 ( 0.26, 0.69)    0.41 ( 0.25, 0.68)    -0.03 ( -0.05, -0.01)     0.0004                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.1312            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   18/ 661 (  2.7)       35/ 677 (  5.2)      0.53 ( 0.30, 0.92)    0.51 ( 0.29, 0.92)    -0.02 ( -0.05, -0.00)     0.0218                           

                                      >=130 mmHg                    4/ 299 (  1.3)       18/ 285 (  6.3)      0.21 ( 0.07, 0.62)    0.20 ( 0.07, 0.60)    -0.05 ( -0.09, -0.02)     0.0016                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.4246            

                                      yes                          13/ 481 (  2.7)       27/ 500 (  5.4)      0.50 ( 0.26, 0.96)    0.49 ( 0.25, 0.95)    -0.03 ( -0.05, -0.00)     0.0328                           

                                      no                            9/ 479 (  1.9)       26/ 462 (  5.6)      0.33 ( 0.16, 0.70)    0.32 ( 0.15, 0.69)    -0.04 ( -0.07, -0.01)     0.0024                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                          6/ 960 (  0.6)       11/ 962 (  1.1)      0.55 ( 0.20, 1.47)    0.54 ( 0.20, 1.48)    -0.01 ( -0.02,  0.00)     0.2250                           

 mediastinal disorders, PT:                                                                                                                                                                                          

 Chronic obstructive pulmonary                                                                                                                                                                                       

 disease                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9732            

                                      <= 65 years                   1/ 235 (  0.4)        2/ 246 (  0.8)      0.52 ( 0.05, 5.73)    0.52 ( 0.05, 5.79)    -0.00 ( -0.02,  0.01)     1.0000                           

                                      > 65 years                    5/ 725 (  0.7)        9/ 716 (  1.3)      0.55 ( 0.18, 1.63)    0.55 ( 0.18, 1.64)    -0.01 ( -0.02,  0.01)     0.2725                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1393            

                                      female                        0/ 277 (  0.0)        3/ 257 (  1.2)      0.13 ( 0.01, 2.55)    0.13 ( 0.01, 2.55)    -0.01 ( -0.02,  0.00)     0.1108                           

                                      male                          6/ 683 (  0.9)        8/ 705 (  1.1)      0.77 ( 0.27, 2.22)    0.77 ( 0.27, 2.24)    -0.00 ( -0.02,  0.01)     0.6330                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9346            

                                      white                         5/ 711 (  0.7)        9/ 715 (  1.3)      0.56 ( 0.19, 1.66)    0.56 ( 0.19, 1.67)    -0.01 ( -0.02,  0.01)     0.2876                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         1/ 186 (  0.5)        2/ 186 (  1.1)      0.50 ( 0.05, 5.47)    0.50 ( 0.04, 5.53)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4816            

                                      North America                 3/ 137 (  2.2)        5/ 167 (  3.0)      0.73 ( 0.18, 3.01)    0.73 ( 0.17, 3.09)    -0.01 ( -0.04,  0.03)     0.7337                           

                                      South America                 1/ 185 (  0.5)        0/ 180 (  0.0)      2.92 ( 0.12,71.19)    2.93 ( 0.12,72.52)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                        1/ 455 (  0.2)        4/ 435 (  0.9)      0.24 ( 0.03, 2.13)    0.24 ( 0.03, 2.13)    -0.01 ( -0.02,  0.00)     0.2076                           

                                      Asia/Pacific                  1/ 183 (  0.5)        2/ 180 (  1.1)      0.49 ( 0.04, 5.38)    0.49 ( 0.04, 5.44)    -0.01 ( -0.02,  0.01)     0.6209                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8786            

                                      < 45  mL/min/1.73m^2          3/ 362 (  0.8)        5/ 357 (  1.4)      0.59 ( 0.14, 2.46)    0.59 ( 0.14, 2.48)    -0.01 ( -0.02,  0.01)     0.5027                           

                                      >= 45  mL/min/1.73m^2         3/ 598 (  0.5)        6/ 605 (  1.0)      0.51 ( 0.13, 2.01)    0.50 ( 0.13, 2.02)    -0.00 ( -0.01,  0.00)     0.5062                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.3951            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^          6/ 947 (  0.6)       10/ 951 (  1.1)      0.60 ( 0.22, 1.65)    0.60 ( 0.22, 1.66)    -0.00 ( -0.01,  0.01)     0.3195                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5759            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    4/ 661 (  0.6)        6/ 677 (  0.9)      0.68 ( 0.19, 2.41)    0.68 ( 0.19, 2.42)    -0.00 ( -0.01,  0.01)     0.7532                           

                                      >=130 mmHg                    2/ 299 (  0.7)        5/ 285 (  1.8)      0.38 ( 0.07, 1.95)    0.38 ( 0.07, 1.96)    -0.01 ( -0.03,  0.01)     0.2755                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0370            

                                      yes                           4/ 481 (  0.8)        2/ 500 (  0.4)      2.08 ( 0.38,11.30)    2.09 ( 0.38,11.45)     0.00 ( -0.01,  0.01)     0.4432                           

                                      no                            2/ 479 (  0.4)        9/ 462 (  1.9)      0.21 ( 0.05, 0.99)    0.21 ( 0.05, 0.98)    -0.02 ( -0.03,  0.00)     0.0291                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Serious Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                            

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Vascular disorders           Overall                         26/ 960 (  2.7)       28/ 962 (  2.9)      0.93 ( 0.55, 1.57)    0.93 ( 0.54, 1.60)    -0.00 ( -0.02,  0.01)     0.7885                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2019            

                                      <= 65 years                   5/ 235 (  2.1)       10/ 246 (  4.1)      0.52 ( 0.18, 1.51)    0.51 ( 0.17, 1.52)    -0.02 ( -0.06,  0.02)     0.2222                           

                                      > 65 years                   21/ 725 (  2.9)       18/ 716 (  2.5)      1.15 ( 0.62, 2.14)    1.16 ( 0.61, 2.19)     0.00 ( -0.01,  0.02)     0.6546                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0354            

                                      female                        8/ 277 (  2.9)        2/ 257 (  0.8)      3.71 ( 0.80,17.31)    3.79 ( 0.80,18.03)     0.02 ( -0.00,  0.04)     0.1085                           

                                      male                         18/ 683 (  2.6)       26/ 705 (  3.7)      0.71 ( 0.40, 1.29)    0.71 ( 0.38, 1.30)    -0.01 ( -0.03,  0.01)     0.2633                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.7834            

                                      white                        21/ 711 (  3.0)       23/ 715 (  3.2)      0.92 ( 0.51, 1.64)    0.92 ( 0.50, 1.67)    -0.00 ( -0.02,  0.02)     0.7739                           

                                      black or african american     3/  44 (  6.8)        2/  46 (  4.3)      1.57 ( 0.28, 8.94)    1.61 ( 0.26,10.13)     0.02 ( -0.07,  0.12)     0.6733                           

                                      asian                         2/ 186 (  1.1)        3/ 186 (  1.6)      0.67 ( 0.11, 3.94)    0.66 ( 0.11, 4.01)    -0.01 ( -0.03,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.2840            

                                      North America                 7/ 137 (  5.1)        4/ 167 (  2.4)      2.13 ( 0.64, 7.14)    2.19 ( 0.63, 7.66)     0.03 ( -0.02,  0.07)     0.2318                           

                                      South America                 2/ 185 (  1.1)        6/ 180 (  3.3)      0.32 ( 0.07, 1.59)    0.32 ( 0.06, 1.59)    -0.02 ( -0.05,  0.01)     0.1697                           

                                      Europe                       15/ 455 (  3.3)       16/ 435 (  3.7)      0.90 ( 0.45, 1.79)    0.89 ( 0.44, 1.83)    -0.00 ( -0.03,  0.02)     0.7565                           

                                      Asia/Pacific                  2/ 183 (  1.1)        2/ 180 (  1.1)      0.98 ( 0.14, 6.91)    0.98 ( 0.14, 7.06)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.7206            

                                      < 45  mL/min/1.73m^2         11/ 362 (  3.0)       13/ 357 (  3.6)      0.83 ( 0.38, 1.84)    0.83 ( 0.37, 1.88)    -0.01 ( -0.04,  0.02)     0.6530                           

                                      >= 45  mL/min/1.73m^2        15/ 598 (  2.5)       15/ 605 (  2.5)      1.01 ( 0.50, 2.05)    1.01 ( 0.49, 2.09)     0.00 ( -0.02,  0.02)     0.9743                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         26/ 947 (  2.7)       28/ 951 (  2.9)      0.93 ( 0.55, 1.58)    0.93 ( 0.54, 1.60)    -0.00 ( -0.02,  0.01)     0.7946                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0065            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   23/ 661 (  3.5)       16/ 677 (  2.4)      1.47 ( 0.78, 2.76)    1.49 ( 0.78, 2.85)     0.01 ( -0.01,  0.03)     0.2251                           

                                      >=130 mmHg                    3/ 299 (  1.0)       12/ 285 (  4.2)      0.24 ( 0.07, 0.84)    0.23 ( 0.06, 0.83)    -0.03 ( -0.07, -0.00)     0.0144                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0036            

                                      yes                           7/ 481 (  1.5)       19/ 500 (  3.8)      0.38 ( 0.16, 0.90)    0.37 ( 0.16, 0.90)    -0.02 ( -0.05, -0.00)     0.0223                           

                                      no                           19/ 479 (  4.0)        9/ 462 (  1.9)      2.04 ( 0.93, 4.45)    2.08 ( 0.93, 4.64)     0.02 ( -0.00,  0.04)     0.0686                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders            Overall                        153/ 960 ( 15.9)      203/ 962 ( 21.1)      0.76 ( 0.62, 0.91)    0.71 ( 0.56, 0.89)    -0.05 ( -0.09, -0.02)     0.0036                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4732            

                                      <= 65 years                  39/ 235 ( 16.6)       60/ 246 ( 24.4)      0.68 ( 0.47, 0.98)    0.62 ( 0.39, 0.97)    -0.08 ( -0.15, -0.00)     0.0347                           

                                      > 65 years                  114/ 725 ( 15.7)      143/ 716 ( 20.0)      0.79 ( 0.63, 0.98)    0.75 ( 0.57, 0.98)    -0.04 ( -0.08, -0.00)     0.0353                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.8911            

                                      female                       43/ 277 ( 15.5)       54/ 257 ( 21.0)      0.74 ( 0.51, 1.06)    0.69 ( 0.44, 1.08)    -0.05 ( -0.12,  0.01)     0.1006                           

                                      male                        110/ 683 ( 16.1)      149/ 705 ( 21.1)      0.76 ( 0.61, 0.95)    0.72 ( 0.55, 0.94)    -0.05 ( -0.09, -0.01)     0.0162                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.0941            

                                      white                       115/ 711 ( 16.2)      154/ 715 ( 21.5)      0.75 ( 0.60, 0.93)    0.70 ( 0.54, 0.92)    -0.05 ( -0.10, -0.01)     0.0097                           

                                      black or african american    13/  44 ( 29.5)       16/  46 ( 34.8)      0.85 ( 0.46, 1.55)    0.79 ( 0.32, 1.91)    -0.05 ( -0.25,  0.15)     0.5972                           

                                      asian                        17/ 186 (  9.1)       31/ 186 ( 16.7)      0.55 ( 0.31, 0.96)    0.50 ( 0.27, 0.94)    -0.08 ( -0.15, -0.00)     0.0306                           

                                      other                         8/  19 ( 42.1)        2/  15 ( 13.3)      3.16 ( 0.78,12.73)    4.73 ( 0.83,27.07)     0.29 (  0.01,  0.57)     0.1285                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6604            

                                      North America                24/ 137 ( 17.5)       40/ 167 ( 24.0)      0.73 ( 0.47, 1.15)    0.67 ( 0.38, 1.19)    -0.06 ( -0.16,  0.03)     0.1717                           

                                      South America                38/ 185 ( 20.5)       42/ 180 ( 23.3)      0.88 ( 0.60, 1.30)    0.85 ( 0.52, 1.40)    -0.03 ( -0.12,  0.06)     0.5196                           

                                      Europe                       74/ 455 ( 16.3)       91/ 435 ( 20.9)      0.78 ( 0.59, 1.03)    0.73 ( 0.52, 1.03)    -0.05 ( -0.10,  0.01)     0.0742                           

                                      Asia/Pacific                 17/ 183 (  9.3)       30/ 180 ( 16.7)      0.56 ( 0.32, 0.97)    0.51 ( 0.27, 0.97)    -0.07 ( -0.15, -0.00)     0.0366                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.3142            

                                      < 45  mL/min/1.73m^2         62/ 362 ( 17.1)       90/ 357 ( 25.2)      0.68 ( 0.51, 0.91)    0.61 ( 0.43, 0.88)    -0.08 ( -0.14, -0.02)     0.0080                           

                                      >= 45  mL/min/1.73m^2        91/ 598 ( 15.2)      113/ 605 ( 18.7)      0.81 ( 0.63, 1.05)    0.78 ( 0.58, 1.06)    -0.03 ( -0.08,  0.01)     0.1099                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.6893            

                                      < 30  mL/min/1.73m^2          7/  13 ( 53.8)        6/  11 ( 54.5)      0.99 ( 0.47, 2.06)    0.97 ( 0.19, 4.87)    -0.01 ( -0.40,  0.39)     0.9732                           

                                      >= 30  mL/min/1.73m^        146/ 947 ( 15.4)      197/ 951 ( 20.7)      0.74 ( 0.61, 0.90)    0.70 ( 0.55, 0.88)    -0.05 ( -0.09, -0.02)     0.0027                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3986            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                  113/ 661 ( 17.1)      159/ 677 ( 23.5)      0.73 ( 0.59, 0.90)    0.67 ( 0.51, 0.88)    -0.06 ( -0.11, -0.02)     0.0037                           

                                      >=130 mmHg                   40/ 299 ( 13.4)       44/ 285 ( 15.4)      0.87 ( 0.58, 1.29)    0.85 ( 0.53, 1.34)    -0.02 ( -0.08,  0.04)     0.4785                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8982            

                                      yes                          89/ 481 ( 18.5)      122/ 500 ( 24.4)      0.76 ( 0.59, 0.97)    0.70 ( 0.52, 0.96)    -0.06 ( -0.11, -0.01)     0.0247                           

                                      no                           64/ 479 ( 13.4)       81/ 462 ( 17.5)      0.76 ( 0.56, 1.03)    0.73 ( 0.51, 1.04)    -0.04 ( -0.09,  0.01)     0.0766                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         14/ 960 (  1.5)       22/ 962 (  2.3)      0.64 ( 0.33, 1.24)    0.63 ( 0.32, 1.24)    -0.01 ( -0.02,  0.00)     0.1805                           

 Acute myocardial infarction                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8718            

                                      <= 65 years                   4/ 235 (  1.7)        6/ 246 (  2.4)      0.70 ( 0.20, 2.44)    0.69 ( 0.19, 2.49)    -0.01 ( -0.03,  0.02)     0.7520                           

                                      > 65 years                   10/ 725 (  1.4)       16/ 716 (  2.2)      0.62 ( 0.28, 1.35)    0.61 ( 0.28, 1.36)    -0.01 ( -0.02,  0.01)     0.2228                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9272            

                                      female                        5/ 277 (  1.8)        7/ 257 (  2.7)      0.66 ( 0.21, 2.06)    0.66 ( 0.21, 2.10)    -0.01 ( -0.04,  0.02)     0.4746                           

                                      male                          9/ 683 (  1.3)       15/ 705 (  2.1)      0.62 ( 0.27, 1.41)    0.61 ( 0.27, 1.41)    -0.01 ( -0.02,  0.01)     0.2473                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9506            

                                      white                        10/ 711 (  1.4)       17/ 715 (  2.4)      0.59 ( 0.27, 1.28)    0.59 ( 0.27, 1.29)    -0.01 ( -0.03,  0.01)     0.1787                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         3/ 186 (  1.6)        4/ 186 (  2.2)      0.75 ( 0.17, 3.30)    0.75 ( 0.16, 3.38)    -0.01 ( -0.03,  0.02)     1.0000                           

                                      other                         1/  19 (  5.3)        1/  15 (  6.7)      0.79 ( 0.05,11.61)    0.78 ( 0.04,13.56)    -0.01 ( -0.18,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4299            

                                      North America                 0/ 137 (  0.0)        3/ 167 (  1.8)      0.17 ( 0.01, 3.34)    0.17 ( 0.01, 3.34)    -0.02 ( -0.04,  0.00)     0.2549                           

                                      South America                 5/ 185 (  2.7)        4/ 180 (  2.2)      1.22 ( 0.33, 4.46)    1.22 ( 0.32, 4.63)     0.00 ( -0.03,  0.04)     1.0000                           

                                      Europe                        6/ 455 (  1.3)       11/ 435 (  2.5)      0.52 ( 0.19, 1.40)    0.52 ( 0.19, 1.41)    -0.01 ( -0.03,  0.01)     0.1876                           

                                      Asia/Pacific                  3/ 183 (  1.6)        4/ 180 (  2.2)      0.74 ( 0.17, 3.25)    0.73 ( 0.16, 3.32)    -0.01 ( -0.03,  0.02)     0.7220                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.7223            

                                      < 45  mL/min/1.73m^2          6/ 362 (  1.7)        8/ 357 (  2.2)      0.74 ( 0.26, 2.11)    0.74 ( 0.25, 2.14)    -0.01 ( -0.03,  0.02)     0.5716                           

                                      >= 45  mL/min/1.73m^2         8/ 598 (  1.3)       14/ 605 (  2.3)      0.58 ( 0.24, 1.37)    0.57 ( 0.24, 1.37)    -0.01 ( -0.03,  0.01)     0.2066                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.3667            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         14/ 947 (  1.5)       21/ 951 (  2.2)      0.67 ( 0.34, 1.31)    0.66 ( 0.34, 1.31)    -0.01 ( -0.02,  0.01)     0.2374                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4478            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    9/ 661 (  1.4)       17/ 677 (  2.5)      0.54 ( 0.24, 1.21)    0.54 ( 0.24, 1.21)    -0.01 ( -0.03,  0.00)     0.1279                           

                                      >=130 mmHg                    5/ 299 (  1.7)        5/ 285 (  1.8)      0.95 ( 0.28, 3.26)    0.95 ( 0.27, 3.33)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.1961            

                                      yes                           7/ 481 (  1.5)       16/ 500 (  3.2)      0.45 ( 0.19, 1.10)    0.45 ( 0.18, 1.10)    -0.02 ( -0.04,  0.00)     0.0712                           

                                      no                            7/ 479 (  1.5)        6/ 462 (  1.3)      1.13 ( 0.38, 3.32)    1.13 ( 0.38, 3.38)     0.00 ( -0.02,  0.02)     0.8308                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         74/ 960 (  7.7)      113/ 962 ( 11.7)      0.66 ( 0.50, 0.87)    0.63 ( 0.46, 0.85)    -0.04 ( -0.07, -0.01)     0.0028                           

 Cardiac failure                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.8028            

                                      <= 65 years                  21/ 235 (  8.9)       35/ 246 ( 14.2)      0.63 ( 0.38, 1.05)    0.59 ( 0.33, 1.05)    -0.05 ( -0.11,  0.01)     0.0708                           

                                      > 65 years                   53/ 725 (  7.3)       78/ 716 ( 10.9)      0.67 ( 0.48, 0.94)    0.65 ( 0.45, 0.93)    -0.04 ( -0.07, -0.01)     0.0180                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9894            

                                      female                       19/ 277 (  6.9)       27/ 257 ( 10.5)      0.65 ( 0.37, 1.15)    0.63 ( 0.34, 1.16)    -0.04 ( -0.09,  0.01)     0.1338                           

                                      male                         55/ 683 (  8.1)       86/ 705 ( 12.2)      0.66 ( 0.48, 0.91)    0.63 ( 0.44, 0.90)    -0.04 ( -0.07, -0.01)     0.0106                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1983            

                                      white                        53/ 711 (  7.5)       86/ 715 ( 12.0)      0.62 ( 0.45, 0.86)    0.59 ( 0.41, 0.84)    -0.05 ( -0.08, -0.01)     0.0036                           

                                      black or african american    10/  44 ( 22.7)        7/  46 ( 15.2)      1.49 ( 0.62, 3.58)    1.64 ( 0.56, 4.78)     0.08 ( -0.10,  0.25)     0.3656                           

                                      asian                         8/ 186 (  4.3)       18/ 186 (  9.7)      0.44 ( 0.20, 1.00)    0.42 ( 0.18, 0.99)    -0.05 ( -0.11,  0.00)     0.0423                           

                                      other                         3/  19 ( 15.8)        2/  15 ( 13.3)      1.18 ( 0.23, 6.20)    1.22 ( 0.18, 8.42)     0.02 ( -0.21,  0.26)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7671            

                                      North America                 5/ 137 (  3.6)       11/ 167 (  6.6)      0.55 ( 0.20, 1.56)    0.54 ( 0.18, 1.59)    -0.03 ( -0.09,  0.03)     0.2546                           

                                      South America                18/ 185 (  9.7)       24/ 180 ( 13.3)      0.73 ( 0.41, 1.30)    0.70 ( 0.37, 1.34)    -0.04 ( -0.11,  0.03)     0.2814                           

                                      Europe                       43/ 455 (  9.5)       60/ 435 ( 13.8)      0.69 ( 0.47, 0.99)    0.65 ( 0.43, 0.99)    -0.04 ( -0.09,  0.00)     0.0431                           

                                      Asia/Pacific                  8/ 183 (  4.4)       18/ 180 ( 10.0)      0.44 ( 0.20, 0.98)    0.41 ( 0.17, 0.97)    -0.06 ( -0.12,  0.00)     0.0379                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6856            

                                      < 45  mL/min/1.73m^2         32/ 362 (  8.8)       51/ 357 ( 14.3)      0.62 ( 0.41, 0.94)    0.58 ( 0.36, 0.93)    -0.05 ( -0.10, -0.01)     0.0224                           

                                      >= 45  mL/min/1.73m^2        42/ 598 (  7.0)       62/ 605 ( 10.2)      0.69 ( 0.47, 1.00)    0.66 ( 0.44, 1.00)    -0.03 ( -0.07,  0.00)     0.0467                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.0285            

                                      < 30  mL/min/1.73m^2          5/  13 ( 38.5)        1/  11 (  9.1)      4.23 ( 0.58,30.99)    6.25 ( 0.60,64.86)     0.29 ( -0.02,  0.61)     0.1660                           

                                      >= 30  mL/min/1.73m^         69/ 947 (  7.3)      112/ 951 ( 11.8)      0.62 ( 0.46, 0.82)    0.59 ( 0.43, 0.81)    -0.04 ( -0.07, -0.02)     0.0009                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4062            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   53/ 661 (  8.0)       88/ 677 ( 13.0)      0.62 ( 0.45, 0.85)    0.58 ( 0.41, 0.84)    -0.05 ( -0.08, -0.02)     0.0030                           

                                      >=130 mmHg                   21/ 299 (  7.0)       25/ 285 (  8.8)      0.80 ( 0.46, 1.40)    0.79 ( 0.43, 1.44)    -0.02 ( -0.07,  0.03)     0.4334                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.9397            

                                      yes                          48/ 481 ( 10.0)       74/ 500 ( 14.8)      0.67 ( 0.48, 0.95)    0.64 ( 0.43, 0.94)    -0.05 ( -0.09, -0.01)     0.0222                           

                                      no                           26/ 479 (  5.4)       39/ 462 (  8.4)      0.64 ( 0.40, 1.04)    0.62 ( 0.37, 1.04)    -0.03 ( -0.07,  0.00)     0.0685                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         17/ 960 (  1.8)       16/ 962 (  1.7)      1.06 ( 0.54, 2.09)    1.07 ( 0.54, 2.12)     0.00 ( -0.01,  0.01)     0.8559                           

 Cardiac failure acute                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7171            

                                      <= 65 years                   5/ 235 (  2.1)        4/ 246 (  1.6)      1.31 ( 0.36, 4.81)    1.32 ( 0.35, 4.96)     0.01 ( -0.02,  0.03)     0.7466                           

                                      > 65 years                   12/ 725 (  1.7)       12/ 716 (  1.7)      0.99 ( 0.45, 2.18)    0.99 ( 0.44, 2.21)    -0.00 ( -0.02,  0.01)     0.9754                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0736            

                                      female                        3/ 277 (  1.1)        7/ 257 (  2.7)      0.40 ( 0.10, 1.52)    0.39 ( 0.10, 1.53)    -0.02 ( -0.04,  0.01)     0.2079                           

                                      male                         14/ 683 (  2.0)        9/ 705 (  1.3)      1.61 ( 0.70, 3.69)    1.62 ( 0.70, 3.76)     0.01 ( -0.01,  0.02)     0.2594                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8583            

                                      white                        13/ 711 (  1.8)       11/ 715 (  1.5)      1.19 ( 0.54, 2.63)    1.19 ( 0.53, 2.68)     0.00 ( -0.01,  0.02)     0.6705                           

                                      black or african american     2/  44 (  4.5)        3/  46 (  6.5)      0.70 ( 0.12, 3.97)    0.68 ( 0.11, 4.29)    -0.02 ( -0.11,  0.07)     1.0000                           

                                      asian                         2/ 186 (  1.1)        2/ 186 (  1.1)      1.00 ( 0.14, 7.02)    1.00 ( 0.14, 7.17)     0.00 ( -0.02,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.4453            

                                      North America                 7/ 137 (  5.1)        7/ 167 (  4.2)      1.22 ( 0.44, 3.39)    1.23 ( 0.42, 3.60)     0.01 ( -0.04,  0.07)     0.7045                           

                                      South America                 0/ 185 (  0.0)        2/ 180 (  1.1)      0.19 ( 0.01, 4.03)    0.19 ( 0.01, 4.04)    -0.01 ( -0.03,  0.00)     0.2425                           

                                      Europe                        8/ 455 (  1.8)        5/ 435 (  1.1)      1.53 ( 0.50, 4.64)    1.54 ( 0.50, 4.74)     0.01 ( -0.01,  0.03)     0.4494                           

                                      Asia/Pacific                  2/ 183 (  1.1)        2/ 180 (  1.1)      0.98 ( 0.14, 6.91)    0.98 ( 0.14, 7.06)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2092            

                                      < 45  mL/min/1.73m^2          6/ 362 (  1.7)        9/ 357 (  2.5)      0.66 ( 0.24, 1.83)    0.65 ( 0.23, 1.85)    -0.01 ( -0.03,  0.02)     0.4182                           

                                      >= 45  mL/min/1.73m^2        11/ 598 (  1.8)        7/ 605 (  1.2)      1.59 ( 0.62, 4.07)    1.60 ( 0.62, 4.16)     0.01 ( -0.01,  0.02)     0.3298                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         17/ 947 (  1.8)       16/ 951 (  1.7)      1.07 ( 0.54, 2.10)    1.07 ( 0.54, 2.13)     0.00 ( -0.01,  0.01)     0.8511                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8502            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   13/ 661 (  2.0)       12/ 677 (  1.8)      1.11 ( 0.51, 2.41)    1.11 ( 0.50, 2.45)     0.00 ( -0.01,  0.02)     0.7932                           

                                      >=130 mmHg                    4/ 299 (  1.3)        4/ 285 (  1.4)      0.95 ( 0.24, 3.78)    0.95 ( 0.24, 3.85)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.5216            

                                      yes                           9/ 481 (  1.9)        7/ 500 (  1.4)      1.34 ( 0.50, 3.56)    1.34 ( 0.50, 3.63)     0.00 ( -0.01,  0.02)     0.5605                           

                                      no                            8/ 479 (  1.7)        9/ 462 (  1.9)      0.86 ( 0.33, 2.20)    0.85 ( 0.33, 2.24)    -0.00 ( -0.02,  0.02)     0.7491                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         12/ 960 (  1.3)       19/ 962 (  2.0)      0.63 ( 0.31, 1.30)    0.63 ( 0.30, 1.30)    -0.01 ( -0.02,  0.01)     0.2072                           

 Cardiac failure congestive                                                                                                                                                                                          

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6210            

                                      <= 65 years                   4/ 235 (  1.7)        5/ 246 (  2.0)      0.84 ( 0.23, 3.08)    0.83 ( 0.22, 3.15)    -0.00 ( -0.03,  0.02)     1.0000                           

                                      > 65 years                    8/ 725 (  1.1)       14/ 716 (  2.0)      0.56 ( 0.24, 1.34)    0.56 ( 0.23, 1.34)    -0.01 ( -0.02,  0.01)     0.1874                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1795            

                                      female                        2/ 277 (  0.7)        7/ 257 (  2.7)      0.27 ( 0.06, 1.26)    0.26 ( 0.05, 1.26)    -0.02 ( -0.04,  0.00)     0.0955                           

                                      male                         10/ 683 (  1.5)       12/ 705 (  1.7)      0.86 ( 0.37, 1.98)    0.86 ( 0.37, 2.00)    -0.00 ( -0.02,  0.01)     0.7227                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2226            

                                      white                        10/ 711 (  1.4)       13/ 715 (  1.8)      0.77 ( 0.34, 1.75)    0.77 ( 0.34, 1.77)    -0.00 ( -0.02,  0.01)     0.5373                           

                                      black or african american     0/  44 (  0.0)        4/  46 (  8.7)      0.12 ( 0.01, 2.09)    0.11 ( 0.01, 2.03)    -0.09 ( -0.17, -0.01)     0.1170                           

                                      asian                         2/ 186 (  1.1)        2/ 186 (  1.1)      1.00 ( 0.14, 7.02)    1.00 ( 0.14, 7.17)     0.00 ( -0.02,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3094            

                                      North America                 4/ 137 (  2.9)       11/ 167 (  6.6)      0.44 ( 0.14, 1.36)    0.43 ( 0.13, 1.37)    -0.04 ( -0.09,  0.02)     0.1425                           

                                      South America                 4/ 185 (  2.2)        6/ 180 (  3.3)      0.65 ( 0.19, 2.26)    0.64 ( 0.18, 2.31)    -0.01 ( -0.05,  0.02)     0.5382                           

                                      Europe                        2/ 455 (  0.4)        0/ 435 (  0.0)      4.78 ( 0.23,99.30)    4.80 ( 0.23,100.3)     0.00 ( -0.00,  0.01)     0.4997                           

                                      Asia/Pacific                  2/ 183 (  1.1)        2/ 180 (  1.1)      0.98 ( 0.14, 6.91)    0.98 ( 0.14, 7.06)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.3963            

                                      < 45  mL/min/1.73m^2          7/ 362 (  1.9)        8/ 357 (  2.2)      0.86 ( 0.32, 2.35)    0.86 ( 0.31, 2.40)    -0.00 ( -0.03,  0.02)     0.7734                           

                                      >= 45  mL/min/1.73m^2         5/ 598 (  0.8)       11/ 605 (  1.8)      0.46 ( 0.16, 1.32)    0.46 ( 0.16, 1.32)    -0.01 ( -0.03,  0.01)     0.1373                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1826            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        2/  11 ( 18.2)      0.17 ( 0.01, 3.23)    0.14 ( 0.01, 3.28)    -0.18 ( -0.41,  0.05)     0.1993                           

                                      >= 30  mL/min/1.73m^         12/ 947 (  1.3)       17/ 951 (  1.8)      0.71 ( 0.34, 1.48)    0.71 ( 0.33, 1.48)    -0.01 ( -0.02,  0.01)     0.3555                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8590            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    9/ 661 (  1.4)       15/ 677 (  2.2)      0.61 ( 0.27, 1.39)    0.61 ( 0.26, 1.40)    -0.01 ( -0.03,  0.01)     0.2394                           

                                      >=130 mmHg                    3/ 299 (  1.0)        4/ 285 (  1.4)      0.71 ( 0.16, 3.17)    0.71 ( 0.16, 3.21)    -0.00 ( -0.02,  0.01)     0.7190                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.6195            

                                      yes                           5/ 481 (  1.0)       10/ 500 (  2.0)      0.52 ( 0.18, 1.51)    0.51 ( 0.17, 1.52)    -0.01 ( -0.03,  0.01)     0.2206                           

                                      no                            7/ 479 (  1.5)        9/ 462 (  1.9)      0.75 ( 0.28, 2.00)    0.75 ( 0.28, 2.02)    -0.00 ( -0.03,  0.01)     0.5640                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                          4/ 960 (  0.4)       10/ 962 (  1.0)      0.40 ( 0.13, 1.27)    0.40 ( 0.12, 1.27)    -0.01 ( -0.02,  0.00)     0.1085                           

 Cardiogenic shock                                                                                                                                                                                                   

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0830            

                                      <= 65 years                   0/ 235 (  0.0)        5/ 246 (  2.0)      0.10 ( 0.01, 1.71)    0.09 ( 0.01, 1.70)    -0.02 ( -0.04, -0.00)     0.0615                           

                                      > 65 years                    4/ 725 (  0.6)        5/ 716 (  0.7)      0.79 ( 0.21, 2.93)    0.79 ( 0.21, 2.95)    -0.00 ( -0.01,  0.01)     0.7517                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5383            

                                      female                        2/ 277 (  0.7)        3/ 257 (  1.2)      0.62 ( 0.10, 3.67)    0.62 ( 0.10, 3.72)    -0.00 ( -0.02,  0.01)     0.6754                           

                                      male                          2/ 683 (  0.3)        7/ 705 (  1.0)      0.29 ( 0.06, 1.41)    0.29 ( 0.06, 1.41)    -0.01 ( -0.02,  0.00)     0.1788                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6301            

                                      white                         4/ 711 (  0.6)        8/ 715 (  1.1)      0.50 ( 0.15, 1.66)    0.50 ( 0.15, 1.67)    -0.01 ( -0.02,  0.01)     0.2504                           

                                      black or african american     0/  44 (  0.0)        1/  46 (  2.2)      0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)     1.0000                           

                                      asian                         0/ 186 (  0.0)        1/ 186 (  0.5)      0.33 ( 0.01, 8.13)    0.33 ( 0.01, 8.19)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7079            

                                      North America                 0/ 137 (  0.0)        2/ 167 (  1.2)      0.24 ( 0.01, 5.03)    0.24 ( 0.01, 5.06)    -0.01 ( -0.03,  0.00)     0.5032                           

                                      South America                 2/ 185 (  1.1)        4/ 180 (  2.2)      0.49 ( 0.09, 2.62)    0.48 ( 0.09, 2.66)    -0.01 ( -0.04,  0.01)     0.4436                           

                                      Europe                        2/ 455 (  0.4)        3/ 435 (  0.7)      0.64 ( 0.11, 3.80)    0.64 ( 0.11, 3.82)    -0.00 ( -0.01,  0.01)     0.6800                           

                                      Asia/Pacific                  0/ 183 (  0.0)        1/ 180 (  0.6)      0.33 ( 0.01, 8.00)    0.33 ( 0.01, 8.06)    -0.01 ( -0.02,  0.01)     0.4959                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.2260            

                                      < 45  mL/min/1.73m^2          1/ 362 (  0.3)        6/ 357 (  1.7)      0.16 ( 0.02, 1.36)    0.16 ( 0.02, 1.35)    -0.01 ( -0.03,  0.00)     0.0673                           

                                      >= 45  mL/min/1.73m^2         3/ 598 (  0.5)        4/ 605 (  0.7)      0.76 ( 0.17, 3.38)    0.76 ( 0.17, 3.40)    -0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^          4/ 947 (  0.4)       10/ 951 (  1.1)      0.40 ( 0.13, 1.28)    0.40 ( 0.12, 1.28)    -0.01 ( -0.02,  0.00)     0.1093                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                          NE               

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    4/ 661 (  0.6)       10/ 677 (  1.5)      0.41 ( 0.13, 1.30)    0.41 ( 0.13, 1.30)    -0.01 ( -0.02,  0.00)     0.1172                           

                                      >=130 mmHg                    0/ 299 (  0.0)        0/ 285 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.5576            

                                      yes                           3/ 481 (  0.6)        6/ 500 (  1.2)      0.52 ( 0.13, 2.07)    0.52 ( 0.13, 2.08)    -0.01 ( -0.02,  0.01)     0.5065                           

                                      no                            1/ 479 (  0.2)        4/ 462 (  0.9)      0.24 ( 0.03, 2.15)    0.24 ( 0.03, 2.15)    -0.01 ( -0.02,  0.00)     0.2096                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Cardiac disorders, PT:       Overall                         12/ 960 (  1.3)       14/ 962 (  1.5)      0.86 ( 0.40, 1.85)    0.86 ( 0.39, 1.86)    -0.00 ( -0.01,  0.01)     0.6969                           

 Ventricular tachycardia                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6174            

                                      <= 65 years                   7/ 235 (  3.0)        7/ 246 (  2.8)      1.05 ( 0.37, 2.94)    1.05 ( 0.36, 3.04)     0.00 ( -0.03,  0.04)     0.9309                           

                                      > 65 years                    5/ 725 (  0.7)        7/ 716 (  1.0)      0.71 ( 0.22, 2.21)    0.70 ( 0.22, 2.23)    -0.00 ( -0.01,  0.01)     0.5476                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0156            

                                      female                        0/ 277 (  0.0)        5/ 257 (  1.9)      0.08 ( 0.00, 1.52)    0.08 ( 0.00, 1.50)    -0.02 ( -0.04, -0.00)     0.0253                           

                                      male                         12/ 683 (  1.8)        9/ 705 (  1.3)      1.38 ( 0.58, 3.25)    1.38 ( 0.58, 3.30)     0.00 ( -0.01,  0.02)     0.4638                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.1631            

                                      white                        10/ 711 (  1.4)       12/ 715 (  1.7)      0.84 ( 0.36, 1.93)    0.84 ( 0.36, 1.95)    -0.00 ( -0.02,  0.01)     0.6772                           

                                      black or african american     0/  44 (  0.0)        2/  46 (  4.3)      0.21 ( 0.01, 4.23)    0.20 ( 0.01, 4.29)    -0.04 ( -0.10,  0.02)     0.4946                           

                                      asian                         0/ 186 (  0.0)        0/ 186 (  0.0)        NE                    NE                    NE                                                       

                                      other                         2/  19 ( 10.5)        0/  15 (  0.0)      4.00 ( 0.21,77.53)    4.43 ( 0.20,99.53)     0.11 ( -0.03,  0.24)     0.4920                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.5556            

                                      North America                 3/ 137 (  2.2)        2/ 167 (  1.2)      1.83 ( 0.31,10.79)    1.85 ( 0.30,11.21)     0.01 ( -0.02,  0.04)     0.6607                           

                                      South America                 4/ 185 (  2.2)        4/ 180 (  2.2)      0.97 ( 0.25, 3.83)    0.97 ( 0.24, 3.95)    -0.00 ( -0.03,  0.03)     1.0000                           

                                      Europe                        5/ 455 (  1.1)        8/ 435 (  1.8)      0.60 ( 0.20, 1.81)    0.59 ( 0.19, 1.83)    -0.01 ( -0.03,  0.01)     0.3578                           

                                      Asia/Pacific                  0/ 183 (  0.0)        0/ 180 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8835            

                                      < 45  mL/min/1.73m^2          2/ 362 (  0.6)        2/ 357 (  0.6)      0.99 ( 0.14, 6.96)    0.99 ( 0.14, 7.04)    -0.00 ( -0.01,  0.01)     1.0000                           

                                      >= 45  mL/min/1.73m^2        10/ 598 (  1.7)       12/ 605 (  2.0)      0.84 ( 0.37, 1.94)    0.84 ( 0.36, 1.96)    -0.00 ( -0.02,  0.01)     0.6872                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.3013            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         11/ 947 (  1.2)       14/ 951 (  1.5)      0.79 ( 0.36, 1.73)    0.79 ( 0.36, 1.74)    -0.00 ( -0.01,  0.01)     0.5530                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.4828            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   10/ 661 (  1.5)       13/ 677 (  1.9)      0.79 ( 0.35, 1.78)    0.78 ( 0.34, 1.80)    -0.00 ( -0.02,  0.01)     0.5667                           

                                      >=130 mmHg                    2/ 299 (  0.7)        1/ 285 (  0.4)      1.91 ( 0.17,20.91)    1.91 ( 0.17,21.21)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2865            

                                      yes                           5/ 481 (  1.0)        9/ 500 (  1.8)      0.58 ( 0.19, 1.71)    0.57 ( 0.19, 1.72)    -0.01 ( -0.03,  0.01)     0.3156                           

                                      no                            7/ 479 (  1.5)        5/ 462 (  1.1)      1.35 ( 0.43, 4.22)    1.36 ( 0.43, 4.30)     0.00 ( -0.01,  0.02)     0.6045                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Gastrointestinal disorders   Overall                         15/ 960 (  1.6)       13/ 962 (  1.4)      1.16 ( 0.55, 2.42)    1.16 ( 0.55, 2.45)     0.00 ( -0.01,  0.01)     0.6994                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0852            

                                      <= 65 years                   5/ 235 (  2.1)        1/ 246 (  0.4)      5.23 ( 0.62,44.47)    5.33 ( 0.62,45.93)     0.02 ( -0.00,  0.04)     0.1150                           

                                      > 65 years                   10/ 725 (  1.4)       12/ 716 (  1.7)      0.82 ( 0.36, 1.89)    0.82 ( 0.35, 1.91)    -0.00 ( -0.02,  0.01)     0.6462                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4044            

                                      female                        6/ 277 (  2.2)        3/ 257 (  1.2)      1.86 ( 0.47, 7.34)    1.87 ( 0.46, 7.57)     0.01 ( -0.01,  0.03)     0.5069                           

                                      male                          9/ 683 (  1.3)       10/ 705 (  1.4)      0.93 ( 0.38, 2.27)    0.93 ( 0.37, 2.30)    -0.00 ( -0.02,  0.01)     0.8718                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3230            

                                      white                        12/ 711 (  1.7)       11/ 715 (  1.5)      1.10 ( 0.49, 2.47)    1.10 ( 0.48, 2.51)     0.00 ( -0.01,  0.02)     0.8230                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         3/ 186 (  1.6)        1/ 186 (  0.5)      3.00 ( 0.31,28.58)    3.03 ( 0.31,29.43)     0.01 ( -0.01,  0.03)     0.6230                           

                                      other                         0/  19 (  0.0)        1/  15 (  6.7)      0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)     0.4412                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6940            

                                      North America                 4/ 137 (  2.9)        3/ 167 (  1.8)      1.63 ( 0.37, 7.14)    1.64 ( 0.36, 7.47)     0.01 ( -0.02,  0.05)     0.7049                           

                                      South America                 2/ 185 (  1.1)        3/ 180 (  1.7)      0.65 ( 0.11, 3.84)    0.64 ( 0.11, 3.91)    -0.01 ( -0.03,  0.02)     0.6815                           

                                      Europe                        6/ 455 (  1.3)        6/ 435 (  1.4)      0.96 ( 0.31, 2.94)    0.96 ( 0.31, 2.99)    -0.00 ( -0.02,  0.02)     0.9375                           

                                      Asia/Pacific                  3/ 183 (  1.6)        1/ 180 (  0.6)      2.95 ( 0.31,28.10)    2.98 ( 0.31,28.95)     0.01 ( -0.01,  0.03)     0.6230                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.9595            

                                      < 45  mL/min/1.73m^2          6/ 362 (  1.7)        5/ 357 (  1.4)      1.18 ( 0.36, 3.84)    1.19 ( 0.36, 3.92)     0.00 ( -0.02,  0.03)     0.7792                           

                                      >= 45  mL/min/1.73m^2         9/ 598 (  1.5)        8/ 605 (  1.3)      1.14 ( 0.44, 2.93)    1.14 ( 0.44, 2.98)     0.00 ( -0.01,  0.02)     0.7885                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.3722            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         14/ 947 (  1.5)       13/ 951 (  1.4)      1.08 ( 0.51, 2.29)    1.08 ( 0.51, 2.32)     0.00 ( -0.01,  0.01)     0.8377                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0412            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   15/ 661 (  2.3)       10/ 677 (  1.5)      1.54 ( 0.70, 3.40)    1.55 ( 0.69, 3.47)     0.01 ( -0.01,  0.02)     0.2848                           

                                      >=130 mmHg                    0/ 299 (  0.0)        3/ 285 (  1.1)      0.14 ( 0.01, 2.62)    0.13 ( 0.01, 2.62)    -0.01 ( -0.02,  0.00)     0.1156                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.7325            

                                      yes                           8/ 481 (  1.7)        8/ 500 (  1.6)      1.04 ( 0.39, 2.75)    1.04 ( 0.39, 2.79)     0.00 ( -0.02,  0.02)     0.9378                           

                                      no                            7/ 479 (  1.5)        5/ 462 (  1.1)      1.35 ( 0.43, 4.22)    1.36 ( 0.43, 4.30)     0.00 ( -0.01,  0.02)     0.6045                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         40/ 960 (  4.2)       45/ 962 (  4.7)      0.89 ( 0.59, 1.35)    0.89 ( 0.57, 1.37)    -0.01 ( -0.02,  0.01)     0.5859                           

 administration site conditions                                                                                                                                                                                      

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.6640            

                                      <= 65 years                  12/ 235 (  5.1)       16/ 246 (  6.5)      0.79 ( 0.38, 1.62)    0.77 ( 0.36, 1.67)    -0.01 ( -0.06,  0.03)     0.5133                           

                                      > 65 years                   28/ 725 (  3.9)       29/ 716 (  4.1)      0.95 ( 0.57, 1.59)    0.95 ( 0.56, 1.62)    -0.00 ( -0.02,  0.02)     0.8546                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.4802            

                                      female                        8/ 277 (  2.9)       11/ 257 (  4.3)      0.67 ( 0.28, 1.65)    0.67 ( 0.26, 1.68)    -0.01 ( -0.05,  0.02)     0.3860                           

                                      male                         32/ 683 (  4.7)       34/ 705 (  4.8)      0.97 ( 0.61, 1.56)    0.97 ( 0.59, 1.59)    -0.00 ( -0.03,  0.02)     0.9043                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.5950            

                                      white                        27/ 711 (  3.8)       29/ 715 (  4.1)      0.94 ( 0.56, 1.57)    0.93 ( 0.55, 1.59)    -0.00 ( -0.02,  0.02)     0.8017                           

                                      black or african american     2/  44 (  4.5)        5/  46 ( 10.9)      0.42 ( 0.09, 2.04)    0.39 ( 0.07, 2.13)    -0.06 ( -0.17,  0.05)     0.4349                           

                                      asian                        10/ 186 (  5.4)       11/ 186 (  5.9)      0.91 ( 0.40, 2.09)    0.90 ( 0.37, 2.18)    -0.01 ( -0.06,  0.05)     0.8225                           

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9551            

                                      North America                 5/ 137 (  3.6)        6/ 167 (  3.6)      1.02 ( 0.32, 3.26)    1.02 ( 0.30, 3.40)     0.00 ( -0.04,  0.04)     1.0000                           

                                      South America                 8/ 185 (  4.3)        8/ 180 (  4.4)      0.97 ( 0.37, 2.54)    0.97 ( 0.36, 2.65)    -0.00 ( -0.05,  0.05)     0.9554                           

                                      Europe                       17/ 455 (  3.7)       21/ 435 (  4.8)      0.77 ( 0.41, 1.45)    0.77 ( 0.40, 1.47)    -0.01 ( -0.04,  0.02)     0.4211                           

                                      Asia/Pacific                 10/ 183 (  5.5)       10/ 180 (  5.6)      0.98 ( 0.42, 2.31)    0.98 ( 0.40, 2.42)    -0.00 ( -0.06,  0.05)     0.9697                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1853            

                                      < 45  mL/min/1.73m^2         16/ 362 (  4.4)       24/ 357 (  6.7)      0.66 ( 0.36, 1.22)    0.64 ( 0.33, 1.23)    -0.02 ( -0.06,  0.01)     0.1783                           

                                      >= 45  mL/min/1.73m^2        24/ 598 (  4.0)       21/ 605 (  3.5)      1.16 ( 0.65, 2.05)    1.16 ( 0.64, 2.11)     0.01 ( -0.02,  0.03)     0.6203                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.9677            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        1/  11 (  9.1)      0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)     1.0000                           

                                      >= 30  mL/min/1.73m^         39/ 947 (  4.1)       44/ 951 (  4.6)      0.89 ( 0.58, 1.36)    0.89 ( 0.57, 1.38)    -0.01 ( -0.02,  0.01)     0.5882                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0654            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   33/ 661 (  5.0)       30/ 677 (  4.4)      1.13 ( 0.70, 1.83)    1.13 ( 0.68, 1.88)     0.01 ( -0.02,  0.03)     0.6282                           

                                      >=130 mmHg                    7/ 299 (  2.3)       15/ 285 (  5.3)      0.44 ( 0.18, 1.07)    0.43 ( 0.17, 1.07)    -0.03 ( -0.07,  0.00)     0.0640                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.9448            

                                      yes                          23/ 481 (  4.8)       27/ 500 (  5.4)      0.89 ( 0.52, 1.52)    0.88 ( 0.50, 1.56)    -0.01 ( -0.04,  0.02)     0.6600                           

                                      no                           17/ 479 (  3.5)       18/ 462 (  3.9)      0.91 ( 0.48, 1.75)    0.91 ( 0.46, 1.78)    -0.00 ( -0.03,  0.02)     0.7786                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         17/ 960 (  1.8)       24/ 962 (  2.5)      0.71 ( 0.38, 1.31)    0.70 ( 0.38, 1.32)    -0.01 ( -0.02,  0.01)     0.2722                           

 administration site conditions,                                                                                                                                                                                     

 PT: Death                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.9492            

                                      <= 65 years                   6/ 235 (  2.6)        9/ 246 (  3.7)      0.70 ( 0.25, 1.93)    0.69 ( 0.24, 1.97)    -0.01 ( -0.05,  0.03)     0.4862                           

                                      > 65 years                   11/ 725 (  1.5)       15/ 716 (  2.1)      0.72 ( 0.33, 1.57)    0.72 ( 0.33, 1.58)    -0.01 ( -0.02,  0.01)     0.4102                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6763            

                                      female                        4/ 277 (  1.4)        4/ 257 (  1.6)      0.93 ( 0.23, 3.67)    0.93 ( 0.23, 3.74)    -0.00 ( -0.02,  0.02)     1.0000                           

                                      male                         13/ 683 (  1.9)       20/ 705 (  2.8)      0.67 ( 0.34, 1.34)    0.66 ( 0.33, 1.35)    -0.01 ( -0.03,  0.01)     0.2539                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4623            

                                      white                        13/ 711 (  1.8)       14/ 715 (  2.0)      0.93 ( 0.44, 1.97)    0.93 ( 0.44, 2.00)    -0.00 ( -0.02,  0.01)     0.8575                           

                                      black or african american     1/  44 (  2.3)        2/  46 (  4.3)      0.52 ( 0.05, 5.56)    0.51 ( 0.04, 5.85)    -0.02 ( -0.09,  0.05)     1.0000                           

                                      asian                         3/ 186 (  1.6)        8/ 186 (  4.3)      0.38 ( 0.10, 1.39)    0.36 ( 0.10, 1.40)    -0.03 ( -0.07,  0.01)     0.1264                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.7232            

                                      North America                 2/ 137 (  1.5)        2/ 167 (  1.2)      1.22 ( 0.17, 8.54)    1.22 ( 0.17, 8.79)     0.00 ( -0.02,  0.03)     1.0000                           

                                      South America                 2/ 185 (  1.1)        4/ 180 (  2.2)      0.49 ( 0.09, 2.62)    0.48 ( 0.09, 2.66)    -0.01 ( -0.04,  0.01)     0.4436                           

                                      Europe                       10/ 455 (  2.2)       11/ 435 (  2.5)      0.87 ( 0.37, 2.03)    0.87 ( 0.36, 2.06)    -0.00 ( -0.03,  0.02)     0.7452                           

                                      Asia/Pacific                  3/ 183 (  1.6)        7/ 180 (  3.9)      0.42 ( 0.11, 1.60)    0.41 ( 0.10, 1.62)    -0.02 ( -0.06,  0.01)     0.2169                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8534            

                                      < 45  mL/min/1.73m^2          6/ 362 (  1.7)        9/ 357 (  2.5)      0.66 ( 0.24, 1.83)    0.65 ( 0.23, 1.85)    -0.01 ( -0.03,  0.02)     0.4182                           

                                      >= 45  mL/min/1.73m^2        11/ 598 (  1.8)       15/ 605 (  2.5)      0.74 ( 0.34, 1.60)    0.74 ( 0.34, 1.62)    -0.01 ( -0.03,  0.01)     0.4456                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.3423            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         17/ 947 (  1.8)       23/ 951 (  2.4)      0.74 ( 0.40, 1.38)    0.74 ( 0.39, 1.39)    -0.01 ( -0.02,  0.01)     0.3446                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.2207            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   14/ 661 (  2.1)       16/ 677 (  2.4)      0.90 ( 0.44, 1.82)    0.89 ( 0.43, 1.85)    -0.00 ( -0.02,  0.02)     0.7619                           

                                      >=130 mmHg                    3/ 299 (  1.0)        8/ 285 (  2.8)      0.36 ( 0.10, 1.33)    0.35 ( 0.09, 1.34)    -0.02 ( -0.05,  0.01)     0.1093                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8181            

                                      yes                           9/ 481 (  1.9)       14/ 500 (  2.8)      0.67 ( 0.29, 1.53)    0.66 ( 0.28, 1.54)    -0.01 ( -0.03,  0.01)     0.3367                           

                                      no                            8/ 479 (  1.7)       10/ 462 (  2.2)      0.77 ( 0.31, 1.94)    0.77 ( 0.30, 1.96)    -0.00 ( -0.03,  0.02)     0.5801                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: General disorders and        Overall                         13/ 960 (  1.4)        2/ 962 (  0.2)      6.51 ( 1.47,28.79)    6.59 ( 1.48,29.28)     0.01 (  0.00,  0.02)     0.0043                           

 administration site conditions,                                                                                                                                                                                     

 PT: Sudden death                                                                                                                                                                                                    

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4357            

                                      <= 65 years                   3/ 235 (  1.3)        0/ 246 (  0.0)      7.33 ( 0.38,141.1)    7.42 ( 0.38,144.5)     0.01 ( -0.00,  0.03)     0.1159                           

                                      > 65 years                   10/ 725 (  1.4)        2/ 716 (  0.3)      4.94 ( 1.09,22.46)    4.99 ( 1.09,22.87)     0.01 (  0.00,  0.02)     0.0216                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.3802            

                                      female                        3/ 277 (  1.1)        1/ 257 (  0.4)      2.78 ( 0.29,26.59)    2.80 ( 0.29,27.12)     0.01 ( -0.01,  0.02)     0.6246                           

                                      male                         10/ 683 (  1.5)        1/ 705 (  0.1)     10.32 ( 1.32,80.42)   10.46 ( 1.34,81.94)     0.01 (  0.00,  0.03)     0.0055                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2812            

                                      white                         8/ 711 (  1.1)        2/ 715 (  0.3)      4.02 ( 0.86,18.88)    4.06 ( 0.86,19.17)     0.01 ( -0.00,  0.02)     0.0639                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         5/ 186 (  2.7)        0/ 186 (  0.0)     11.00 ( 0.61,197.5)   11.30 ( 0.62,205.9)     0.03 (  0.00,  0.05)     0.0608                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1706            

                                      North America                 0/ 137 (  0.0)        0/ 167 (  0.0)        NE                    NE                    NE                                                       

                                      South America                 4/ 185 (  2.2)        0/ 180 (  0.0)      8.76 ( 0.47,161.5)    8.95 ( 0.48,167.5)     0.02 (  0.00,  0.04)     0.1231                           

                                      Europe                        4/ 455 (  0.9)        2/ 435 (  0.5)      1.91 ( 0.35,10.39)    1.92 ( 0.35,10.54)     0.00 ( -0.01,  0.01)     0.6869                           

                                      Asia/Pacific                  5/ 183 (  2.7)        0/ 180 (  0.0)     10.82 ( 0.60,194.3)   11.12 ( 0.61,202.6)     0.03 (  0.00,  0.05)     0.0608                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.5778            

                                      < 45  mL/min/1.73m^2          4/ 362 (  1.1)        1/ 357 (  0.3)      3.94 ( 0.44,35.12)    3.98 ( 0.44,35.76)     0.01 ( -0.00,  0.02)     0.3733                           

                                      >= 45  mL/min/1.73m^2         9/ 598 (  1.5)        1/ 605 (  0.2)      9.11 ( 1.16,71.65)    9.23 ( 1.17,73.07)     0.01 (  0.00,  0.02)     0.0110                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         13/ 947 (  1.4)        2/ 951 (  0.2)      6.53 ( 1.48,28.85)    6.60 ( 1.49,29.35)     0.01 (  0.00,  0.02)     0.0043                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.5657            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   11/ 661 (  1.7)        2/ 677 (  0.3)      5.63 ( 1.25,25.32)    5.71 ( 1.26,25.87)     0.01 (  0.00,  0.03)     0.0107                           

                                      >=130 mmHg                    2/ 299 (  0.7)        0/ 285 (  0.0)      4.77 ( 0.23,98.86)    4.80 ( 0.23,100.4)     0.01 ( -0.00,  0.02)     0.4994                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.8792            

                                      yes                           7/ 481 (  1.5)        1/ 500 (  0.2)      7.28 ( 0.90,58.92)    7.37 ( 0.90,60.12)     0.01 (  0.00,  0.02)     0.0350                           

                                      no                            6/ 479 (  1.3)        1/ 462 (  0.2)      5.79 ( 0.70,47.88)    5.85 ( 0.70,48.76)     0.01 ( -0.00,  0.02)     0.1240                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and infestations  Overall                         39/ 960 (  4.1)       51/ 962 (  5.3)      0.77 ( 0.51, 1.15)    0.76 ( 0.49, 1.16)    -0.01 ( -0.03,  0.01)     0.1987                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1792            

                                      <= 65 years                  11/ 235 (  4.7)        9/ 246 (  3.7)      1.28 ( 0.54, 3.03)    1.29 ( 0.53, 3.18)     0.01 ( -0.03,  0.05)     0.5749                           

                                      > 65 years                   28/ 725 (  3.9)       42/ 716 (  5.9)      0.66 ( 0.41, 1.05)    0.64 ( 0.40, 1.05)    -0.02 ( -0.04,  0.00)     0.0770                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.6254            

                                      female                       10/ 277 (  3.6)       10/ 257 (  3.9)      0.93 ( 0.39, 2.19)    0.93 ( 0.38, 2.26)    -0.00 ( -0.04,  0.03)     0.8645                           

                                      male                         29/ 683 (  4.2)       41/ 705 (  5.8)      0.73 ( 0.46, 1.16)    0.72 ( 0.44, 1.17)    -0.02 ( -0.04,  0.01)     0.1817                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2761            

                                      white                        32/ 711 (  4.5)       36/ 715 (  5.0)      0.89 ( 0.56, 1.42)    0.89 ( 0.55, 1.45)    -0.01 ( -0.03,  0.02)     0.6361                           

                                      black or african american     1/  44 (  2.3)        5/  46 ( 10.9)      0.21 ( 0.03, 1.72)    0.19 ( 0.02, 1.70)    -0.09 ( -0.19,  0.01)     0.2035                           

                                      asian                         5/ 186 (  2.7)       10/ 186 (  5.4)      0.50 ( 0.17, 1.43)    0.49 ( 0.16, 1.45)    -0.03 ( -0.08,  0.02)     0.1882                           

                                      other                         1/  19 (  5.3)        0/  15 (  0.0)      2.40 ( 0.10,55.03)    2.51 ( 0.10,66.20)     0.05 ( -0.05,  0.15)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8228            

                                      North America                 9/ 137 (  6.6)       13/ 167 (  7.8)      0.84 ( 0.37, 1.91)    0.83 ( 0.34, 2.01)    -0.01 ( -0.08,  0.06)     0.6846                           

                                      South America                 9/ 185 (  4.9)       10/ 180 (  5.6)      0.88 ( 0.36, 2.10)    0.87 ( 0.34, 2.19)    -0.01 ( -0.06,  0.05)     0.7668                           

                                      Europe                       16/ 455 (  3.5)       18/ 435 (  4.1)      0.85 ( 0.44, 1.65)    0.84 ( 0.42, 1.68)    -0.01 ( -0.03,  0.02)     0.6290                           

                                      Asia/Pacific                  5/ 183 (  2.7)       10/ 180 (  5.6)      0.49 ( 0.17, 1.41)    0.48 ( 0.16, 1.43)    -0.03 ( -0.08,  0.02)     0.1772                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.1631            

                                      < 45  mL/min/1.73m^2         22/ 362 (  6.1)       21/ 357 (  5.9)      1.03 ( 0.58, 1.84)    1.04 ( 0.56, 1.92)     0.00 ( -0.04,  0.04)     0.9123                           

                                      >= 45  mL/min/1.73m^2        17/ 598 (  2.8)       30/ 605 (  5.0)      0.57 ( 0.32, 1.03)    0.56 ( 0.31, 1.03)    -0.02 ( -0.05,  0.00)     0.0584                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1181            

                                      < 30  mL/min/1.73m^2          2/  13 ( 15.4)        0/  11 (  0.0)      4.29 ( 0.23,80.81)    5.00 ( 0.22,116.0)     0.15 ( -0.04,  0.35)     0.4819                           

                                      >= 30  mL/min/1.73m^         37/ 947 (  3.9)       51/ 951 (  5.4)      0.73 ( 0.48, 1.10)    0.72 ( 0.47, 1.11)    -0.01 ( -0.03,  0.01)     0.1317                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7319            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   24/ 661 (  3.6)       34/ 677 (  5.0)      0.72 ( 0.43, 1.21)    0.71 ( 0.42, 1.22)    -0.01 ( -0.04,  0.01)     0.2117                           

                                      >=130 mmHg                   15/ 299 (  5.0)       17/ 285 (  6.0)      0.84 ( 0.43, 1.65)    0.83 ( 0.41, 1.70)    -0.01 ( -0.05,  0.03)     0.6151                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.5779            

                                      yes                          20/ 481 (  4.2)       30/ 500 (  6.0)      0.69 ( 0.40, 1.20)    0.68 ( 0.38, 1.21)    -0.02 ( -0.05,  0.01)     0.1900                           

                                      no                           19/ 479 (  4.0)       21/ 462 (  4.5)      0.87 ( 0.48, 1.60)    0.87 ( 0.46, 1.64)    -0.01 ( -0.03,  0.02)     0.6601                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Infections and               Overall                         13/ 960 (  1.4)       20/ 962 (  2.1)      0.65 ( 0.33, 1.30)    0.65 ( 0.32, 1.31)    -0.01 ( -0.02,  0.01)     0.2214                           

 infestations, PT: Pneumonia                                                                                                                                                                                         

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.7160            

                                      <= 65 years                   1/ 235 (  0.4)        1/ 246 (  0.4)      1.05 ( 0.07,16.64)    1.05 ( 0.07,16.84)     0.00 ( -0.01,  0.01)     1.0000                           

                                      > 65 years                   12/ 725 (  1.7)       19/ 716 (  2.7)      0.62 ( 0.31, 1.28)    0.62 ( 0.30, 1.28)    -0.01 ( -0.03,  0.01)     0.1917                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9415            

                                      female                        2/ 277 (  0.7)        3/ 257 (  1.2)      0.62 ( 0.10, 3.67)    0.62 ( 0.10, 3.72)    -0.00 ( -0.02,  0.01)     0.6754                           

                                      male                         11/ 683 (  1.6)       17/ 705 (  2.4)      0.67 ( 0.32, 1.42)    0.66 ( 0.31, 1.42)    -0.01 ( -0.02,  0.01)     0.2889                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4324            

                                      white                         9/ 711 (  1.3)       16/ 715 (  2.2)      0.57 ( 0.25, 1.27)    0.56 ( 0.25, 1.28)    -0.01 ( -0.03,  0.01)     0.1622                           

                                      black or african american     0/  44 (  0.0)        1/  46 (  2.2)      0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)     1.0000                           

                                      asian                         4/ 186 (  2.2)        3/ 186 (  1.6)      1.33 ( 0.30, 5.88)    1.34 ( 0.30, 6.07)     0.01 ( -0.02,  0.03)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1125            

                                      North America                 2/ 137 (  1.5)        0/ 167 (  0.0)      6.09 ( 0.29,125.7)    6.18 ( 0.29,129.8)     0.01 ( -0.01,  0.03)     0.2023                           

                                      South America                 2/ 185 (  1.1)        5/ 180 (  2.8)      0.39 ( 0.08, 1.98)    0.38 ( 0.07, 2.00)    -0.02 ( -0.05,  0.01)     0.2784                           

                                      Europe                        5/ 455 (  1.1)       12/ 435 (  2.8)      0.40 ( 0.14, 1.12)    0.39 ( 0.14, 1.12)    -0.02 ( -0.04,  0.00)     0.0707                           

                                      Asia/Pacific                  4/ 183 (  2.2)        3/ 180 (  1.7)      1.31 ( 0.30, 5.78)    1.32 ( 0.29, 5.98)     0.01 ( -0.02,  0.03)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0771            

                                      < 45  mL/min/1.73m^2          8/ 362 (  2.2)        6/ 357 (  1.7)      1.31 ( 0.46, 3.75)    1.32 ( 0.45, 3.85)     0.01 ( -0.02,  0.03)     0.6078                           

                                      >= 45  mL/min/1.73m^2         5/ 598 (  0.8)       14/ 605 (  2.3)      0.36 ( 0.13, 1.00)    0.36 ( 0.13, 0.99)    -0.01 ( -0.03,  0.00)     0.0399                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         13/ 947 (  1.4)       20/ 951 (  2.1)      0.65 ( 0.33, 1.30)    0.65 ( 0.32, 1.31)    -0.01 ( -0.02,  0.01)     0.2237                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0192            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    5/ 661 (  0.8)       16/ 677 (  2.4)      0.32 ( 0.12, 0.87)    0.31 ( 0.11, 0.86)    -0.02 ( -0.03, -0.00)     0.0181                           

                                      >=130 mmHg                    8/ 299 (  2.7)        4/ 285 (  1.4)      1.91 ( 0.58, 6.26)    1.93 ( 0.58, 6.49)     0.01 ( -0.02,  0.04)     0.2792                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.5431            

                                      yes                           7/ 481 (  1.5)        9/ 500 (  1.8)      0.81 ( 0.30, 2.15)    0.81 ( 0.30, 2.18)    -0.00 ( -0.02,  0.02)     0.6702                           

                                      no                            6/ 479 (  1.3)       11/ 462 (  2.4)      0.53 ( 0.20, 1.41)    0.52 ( 0.19, 1.42)    -0.01 ( -0.03,  0.01)     0.1941                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Injury, poisoning and        Overall                         18/ 960 (  1.9)       14/ 962 (  1.5)      1.29 ( 0.64, 2.58)    1.29 ( 0.64, 2.62)     0.00 ( -0.01,  0.02)     0.4723                           

 procedural complications                                                                                                                                                                                            

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1941            

                                      <= 65 years                   1/ 235 (  0.4)        3/ 246 (  1.2)      0.35 ( 0.04, 3.33)    0.35 ( 0.04, 3.35)    -0.01 ( -0.02,  0.01)     0.6238                           

                                      > 65 years                   17/ 725 (  2.3)       11/ 716 (  1.5)      1.53 ( 0.72, 3.24)    1.54 ( 0.72, 3.31)     0.01 ( -0.01,  0.02)     0.2664                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.2637            

                                      female                        6/ 277 (  2.2)        2/ 257 (  0.8)      2.78 ( 0.57,13.67)    2.82 ( 0.56,14.11)     0.01 ( -0.01,  0.03)     0.2881                           

                                      male                         12/ 683 (  1.8)       12/ 705 (  1.7)      1.03 ( 0.47, 2.28)    1.03 ( 0.46, 2.32)     0.00 ( -0.02,  0.02)     0.9376                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.4095            

                                      white                        14/ 711 (  2.0)       12/ 715 (  1.7)      1.17 ( 0.55, 2.52)    1.18 ( 0.54, 2.56)     0.00 ( -0.01,  0.02)     0.6817                           

                                      black or african american     2/  44 (  4.5)        0/  46 (  0.0)      5.22 ( 0.26,105.8)    5.47 ( 0.26,117.2)     0.05 ( -0.02,  0.11)     0.2362                           

                                      asian                         2/ 186 (  1.1)        2/ 186 (  1.1)      1.00 ( 0.14, 7.02)    1.00 ( 0.14, 7.17)     0.00 ( -0.02,  0.02)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8513            

                                      North America                 3/ 137 (  2.2)        3/ 167 (  1.8)      1.22 ( 0.25, 5.94)    1.22 ( 0.24, 6.16)     0.00 ( -0.03,  0.04)     1.0000                           

                                      South America                 5/ 185 (  2.7)        2/ 180 (  1.1)      2.43 ( 0.48,12.38)    2.47 ( 0.47,12.91)     0.02 ( -0.01,  0.04)     0.4489                           

                                      Europe                        8/ 455 (  1.8)        7/ 435 (  1.6)      1.09 ( 0.40, 2.99)    1.09 ( 0.39, 3.04)     0.00 ( -0.02,  0.02)     0.8630                           

                                      Asia/Pacific                  2/ 183 (  1.1)        2/ 180 (  1.1)      0.98 ( 0.14, 6.91)    0.98 ( 0.14, 7.06)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.7102            

                                      < 45  mL/min/1.73m^2          9/ 362 (  2.5)        6/ 357 (  1.7)      1.48 ( 0.53, 4.11)    1.49 ( 0.53, 4.23)     0.01 ( -0.02,  0.03)     0.4502                           

                                      >= 45  mL/min/1.73m^2         9/ 598 (  1.5)        8/ 605 (  1.3)      1.14 ( 0.44, 2.93)    1.14 ( 0.44, 2.98)     0.00 ( -0.01,  0.02)     0.7885                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.7618            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        1/  11 (  9.1)      0.85 ( 0.06,12.01)    0.83 ( 0.05,15.09)    -0.01 ( -0.24,  0.21)     1.0000                           

                                      >= 30  mL/min/1.73m^         17/ 947 (  1.8)       13/ 951 (  1.4)      1.31 ( 0.64, 2.69)    1.32 ( 0.64, 2.73)     0.00 ( -0.01,  0.02)     0.4547                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.3671            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   15/ 661 (  2.3)       10/ 677 (  1.5)      1.54 ( 0.70, 3.40)    1.55 ( 0.69, 3.47)     0.01 ( -0.01,  0.02)     0.2848                           

                                      >=130 mmHg                    3/ 299 (  1.0)        4/ 285 (  1.4)      0.71 ( 0.16, 3.17)    0.71 ( 0.16, 3.21)    -0.00 ( -0.02,  0.01)     0.7190                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.4104            

                                      yes                          10/ 481 (  2.1)       10/ 500 (  2.0)      1.04 ( 0.44, 2.48)    1.04 ( 0.43, 2.52)     0.00 ( -0.02,  0.02)     0.9303                           

                                      no                            8/ 479 (  1.7)        4/ 462 (  0.9)      1.93 ( 0.58, 6.36)    1.94 ( 0.58, 6.50)     0.01 ( -0.01,  0.03)     0.2719                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Metabolism and nutrition     Overall                         13/ 960 (  1.4)        6/ 962 (  0.6)      2.17 ( 0.83, 5.69)    2.19 ( 0.83, 5.78)     0.01 ( -0.00,  0.02)     0.1057                           

 disorders                                                                                                                                                                                                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.4832            

                                      <= 65 years                   4/ 235 (  1.7)        1/ 246 (  0.4)      4.19 ( 0.47,37.19)    4.24 ( 0.47,38.24)     0.01 ( -0.01,  0.03)     0.2065                           

                                      > 65 years                    9/ 725 (  1.2)        5/ 716 (  0.7)      1.78 ( 0.60, 5.28)    1.79 ( 0.60, 5.36)     0.01 ( -0.01,  0.02)     0.2935                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.1504            

                                      female                        7/ 277 (  2.5)        1/ 257 (  0.4)      6.49 ( 0.80,52.42)    6.64 ( 0.81,54.32)     0.02 (  0.00,  0.04)     0.0698                           

                                      male                          6/ 683 (  0.9)        5/ 705 (  0.7)      1.24 ( 0.38, 4.04)    1.24 ( 0.38, 4.08)     0.00 ( -0.01,  0.01)     0.7223                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.2580            

                                      white                        10/ 711 (  1.4)        3/ 715 (  0.4)      3.35 ( 0.93,12.13)    3.39 ( 0.93,12.35)     0.01 ( -0.00,  0.02)     0.0500                           

                                      black or african american     0/  44 (  0.0)        1/  46 (  2.2)      0.35 ( 0.01, 8.33)    0.34 ( 0.01, 8.59)    -0.02 ( -0.06,  0.02)     1.0000                           

                                      asian                         3/ 186 (  1.6)        2/ 186 (  1.1)      1.50 ( 0.25, 8.87)    1.51 ( 0.25, 9.13)     0.01 ( -0.02,  0.03)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1573            

                                      North America                 0/ 137 (  0.0)        2/ 167 (  1.2)      0.24 ( 0.01, 5.03)    0.24 ( 0.01, 5.06)    -0.01 ( -0.03,  0.00)     0.5032                           

                                      South America                 2/ 185 (  1.1)        0/ 180 (  0.0)      4.87 ( 0.24,100.6)    4.92 ( 0.23,103.2)     0.01 ( -0.00,  0.03)     0.4987                           

                                      Europe                        8/ 455 (  1.8)        2/ 435 (  0.5)      3.82 ( 0.82,17.91)    3.87 ( 0.82,18.35)     0.01 ( -0.00,  0.03)     0.1083                           

                                      Asia/Pacific                  3/ 183 (  1.6)        2/ 180 (  1.1)      1.48 ( 0.25, 8.73)    1.48 ( 0.24, 8.98)     0.01 ( -0.02,  0.03)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.8921            

                                      < 45  mL/min/1.73m^2          7/ 362 (  1.9)        3/ 357 (  0.8)      2.30 ( 0.60, 8.83)    2.33 ( 0.60, 9.07)     0.01 ( -0.01,  0.03)     0.3404                           

                                      >= 45  mL/min/1.73m^2         6/ 598 (  1.0)        3/ 605 (  0.5)      2.02 ( 0.51, 8.05)    2.03 ( 0.51, 8.17)     0.01 ( -0.00,  0.01)     0.3393                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.5087            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         12/ 947 (  1.3)        6/ 951 (  0.6)      2.01 ( 0.76, 5.33)    2.02 ( 0.76, 5.41)     0.01 ( -0.00,  0.02)     0.1528                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8971            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   11/ 661 (  1.7)        5/ 677 (  0.7)      2.25 ( 0.79, 6.45)    2.27 ( 0.79, 6.58)     0.01 ( -0.00,  0.02)     0.1195                           

                                      >=130 mmHg                    2/ 299 (  0.7)        1/ 285 (  0.4)      1.91 ( 0.17,20.91)    1.91 ( 0.17,21.21)     0.00 ( -0.01,  0.01)     1.0000                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.2411            

                                      yes                           7/ 481 (  1.5)        5/ 500 (  1.0)      1.46 ( 0.47, 4.55)    1.46 ( 0.46, 4.64)     0.00 ( -0.01,  0.02)     0.5168                           

                                      no                            6/ 479 (  1.3)        1/ 462 (  0.2)      5.79 ( 0.70,47.88)    5.85 ( 0.70,48.76)     0.01 ( -0.00,  0.02)     0.1240                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Neoplasms benign, malignant  Overall                         23/ 960 (  2.4)       14/ 962 (  1.5)      1.65 ( 0.85, 3.18)    1.66 ( 0.85, 3.25)     0.01 ( -0.00,  0.02)     0.1336                           

 and unspecified (incl cysts and                                                                                                                                                                                     

 polyps)                                                                                                                                                                                                             

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.2445            

                                      <= 65 years                   2/ 235 (  0.9)        0/ 246 (  0.0)      5.23 ( 0.25,108.4)    5.28 ( 0.25,110.5)     0.01 ( -0.00,  0.02)     0.2382                           

                                      > 65 years                   21/ 725 (  2.9)       14/ 716 (  2.0)      1.48 ( 0.76, 2.89)    1.50 ( 0.75, 2.97)     0.01 ( -0.01,  0.03)     0.2460                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9111            

                                      female                        5/ 277 (  1.8)        3/ 257 (  1.2)      1.55 ( 0.37, 6.41)    1.56 ( 0.37, 6.58)     0.01 ( -0.01,  0.03)     0.7261                           

                                      male                         18/ 683 (  2.6)       11/ 705 (  1.6)      1.69 ( 0.80, 3.55)    1.71 ( 0.80, 3.64)     0.01 ( -0.01,  0.03)     0.1616                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3064            

                                      white                        22/ 711 (  3.1)       12/ 715 (  1.7)      1.84 ( 0.92, 3.70)    1.87 ( 0.92, 3.81)     0.01 ( -0.00,  0.03)     0.0798                           

                                      black or african american     0/  44 (  0.0)        0/  46 (  0.0)        NE                    NE                    NE                                                       

                                      asian                         1/ 186 (  0.5)        1/ 186 (  0.5)      1.00 ( 0.06,15.87)    1.00 ( 0.06,16.11)     0.00 ( -0.01,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        1/  15 (  6.7)      0.27 ( 0.01, 6.11)    0.25 ( 0.01, 6.53)    -0.07 ( -0.19,  0.06)     0.4412                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.1626            

                                      North America                 5/ 137 (  3.6)        2/ 167 (  1.2)      3.05 ( 0.60,15.46)    3.13 ( 0.60,16.37)     0.02 ( -0.01,  0.06)     0.2501                           

                                      South America                 1/ 185 (  0.5)        4/ 180 (  2.2)      0.24 ( 0.03, 2.16)    0.24 ( 0.03, 2.16)    -0.02 ( -0.04,  0.01)     0.2099                           

                                      Europe                       16/ 455 (  3.5)        7/ 435 (  1.6)      2.19 ( 0.91, 5.26)    2.23 ( 0.91, 5.47)     0.02 ( -0.00,  0.04)     0.0732                           

                                      Asia/Pacific                  1/ 183 (  0.5)        1/ 180 (  0.6)      0.98 ( 0.06,15.61)    0.98 ( 0.06,15.85)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.3376            

                                      < 45  mL/min/1.73m^2          8/ 362 (  2.2)        7/ 357 (  2.0)      1.13 ( 0.41, 3.08)    1.13 ( 0.41, 3.15)     0.00 ( -0.02,  0.03)     0.8153                           

                                      >= 45  mL/min/1.73m^2        15/ 598 (  2.5)        7/ 605 (  1.2)      2.17 ( 0.89, 5.28)    2.20 ( 0.89, 5.43)     0.01 ( -0.00,  0.03)     0.0804                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.4561            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^         22/ 947 (  2.3)       14/ 951 (  1.5)      1.58 ( 0.81, 3.07)    1.59 ( 0.81, 3.13)     0.01 ( -0.00,  0.02)     0.1743                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8188            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   17/ 661 (  2.6)       11/ 677 (  1.6)      1.58 ( 0.75, 3.35)    1.60 ( 0.74, 3.44)     0.01 ( -0.01,  0.03)     0.2265                           

                                      >=130 mmHg                    6/ 299 (  2.0)        3/ 285 (  1.1)      1.91 ( 0.48, 7.55)    1.92 ( 0.48, 7.77)     0.01 ( -0.01,  0.03)     0.5056                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.4816            

                                      yes                          10/ 481 (  2.1)        8/ 500 (  1.6)      1.30 ( 0.52, 3.26)    1.31 ( 0.51, 3.34)     0.00 ( -0.01,  0.03)     0.5765                           

                                      no                           13/ 479 (  2.7)        6/ 462 (  1.3)      2.09 ( 0.80, 5.45)    2.12 ( 0.80, 5.63)     0.01 ( -0.01,  0.04)     0.1230                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Nervous system disorders     Overall                         23/ 960 (  2.4)       30/ 962 (  3.1)      0.77 ( 0.45, 1.31)    0.76 ( 0.44, 1.32)    -0.01 ( -0.02,  0.01)     0.3335                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0388            

                                      <= 65 years                   2/ 235 (  0.9)       10/ 246 (  4.1)      0.21 ( 0.05, 0.95)    0.20 ( 0.04, 0.93)    -0.03 ( -0.07, -0.00)     0.0240                           

                                      > 65 years                   21/ 725 (  2.9)       20/ 716 (  2.8)      1.04 ( 0.57, 1.90)    1.04 ( 0.56, 1.93)     0.00 ( -0.02,  0.02)     0.9062                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7085            

                                      female                       11/ 277 (  4.0)       12/ 257 (  4.7)      0.85 ( 0.38, 1.89)    0.84 ( 0.37, 1.95)    -0.01 ( -0.05,  0.03)     0.6916                           

                                      male                         12/ 683 (  1.8)       18/ 705 (  2.6)      0.69 ( 0.33, 1.42)    0.68 ( 0.33, 1.43)    -0.01 ( -0.03,  0.01)     0.3080                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6703            

                                      white                        16/ 711 (  2.3)       25/ 715 (  3.5)      0.64 ( 0.35, 1.20)    0.64 ( 0.34, 1.20)    -0.01 ( -0.03,  0.01)     0.1593                           

                                      black or african american     2/  44 (  4.5)        1/  46 (  2.2)      2.09 ( 0.20,22.25)    2.14 ( 0.19,24.51)     0.02 ( -0.05,  0.10)     0.6124                           

                                      asian                         3/ 186 (  1.6)        3/ 186 (  1.6)      1.00 ( 0.20, 4.89)    1.00 ( 0.20, 5.02)     0.00 ( -0.03,  0.03)     1.0000                           

                                      other                         2/  19 ( 10.5)        1/  15 (  6.7)      1.58 ( 0.16,15.80)    1.65 ( 0.13,20.12)     0.04 ( -0.15,  0.23)     1.0000                           

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6099            

                                      North America                 4/ 137 (  2.9)        8/ 167 (  4.8)      0.61 ( 0.19, 1.98)    0.60 ( 0.18, 2.03)    -0.02 ( -0.07,  0.04)     0.4054                           

                                      South America                 7/ 185 (  3.8)       10/ 180 (  5.6)      0.68 ( 0.27, 1.75)    0.67 ( 0.25, 1.80)    -0.02 ( -0.07,  0.03)     0.4226                           

                                      Europe                        9/ 455 (  2.0)       11/ 435 (  2.5)      0.78 ( 0.33, 1.87)    0.78 ( 0.32, 1.90)    -0.01 ( -0.03,  0.02)     0.5797                           

                                      Asia/Pacific                  3/ 183 (  1.6)        1/ 180 (  0.6)      2.95 ( 0.31,28.10)    2.98 ( 0.31,28.95)     0.01 ( -0.01,  0.03)     0.6230                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0817            

                                      < 45  mL/min/1.73m^2          7/ 362 (  1.9)       16/ 357 (  4.5)      0.43 ( 0.18, 1.04)    0.42 ( 0.17, 1.03)    -0.03 ( -0.06,  0.00)     0.0524                           

                                      >= 45  mL/min/1.73m^2        16/ 598 (  2.7)       14/ 605 (  2.3)      1.16 ( 0.57, 2.35)    1.16 ( 0.56, 2.40)     0.00 ( -0.02,  0.02)     0.6878                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.3250            

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        1/  11 (  9.1)      0.29 ( 0.01, 6.38)    0.26 ( 0.01, 7.03)    -0.09 ( -0.26,  0.08)     0.4583                           

                                      >= 30  mL/min/1.73m^         23/ 947 (  2.4)       29/ 951 (  3.0)      0.80 ( 0.46, 1.37)    0.79 ( 0.45, 1.38)    -0.01 ( -0.02,  0.01)     0.4076                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.7845            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   15/ 661 (  2.3)       19/ 677 (  2.8)      0.81 ( 0.41, 1.58)    0.80 ( 0.41, 1.60)    -0.01 ( -0.02,  0.01)     0.5326                           

                                      >=130 mmHg                    8/ 299 (  2.7)       11/ 285 (  3.9)      0.69 ( 0.28, 1.70)    0.68 ( 0.27, 1.73)    -0.01 ( -0.05,  0.02)     0.4205                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0161            

                                      yes                           9/ 481 (  1.9)       22/ 500 (  4.4)      0.43 ( 0.20, 0.91)    0.41 ( 0.19, 0.91)    -0.03 ( -0.05, -0.00)     0.0237                           

                                      no                           14/ 479 (  2.9)        8/ 462 (  1.7)      1.69 ( 0.71, 3.99)    1.71 ( 0.71, 4.11)     0.01 ( -0.01,  0.03)     0.2270                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary disorders  Overall                         20/ 960 (  2.1)       36/ 962 (  3.7)      0.56 ( 0.32, 0.95)    0.55 ( 0.31, 0.95)    -0.02 ( -0.03, -0.00)     0.0307                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.5072            

                                      <= 65 years                   7/ 235 (  3.0)       10/ 246 (  4.1)      0.73 ( 0.28, 1.89)    0.72 ( 0.27, 1.94)    -0.01 ( -0.05,  0.03)     0.5194                           

                                      > 65 years                   13/ 725 (  1.8)       26/ 716 (  3.6)      0.49 ( 0.26, 0.95)    0.48 ( 0.25, 0.95)    -0.02 ( -0.04, -0.00)     0.0316                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.9369            

                                      female                        5/ 277 (  1.8)        8/ 257 (  3.1)      0.58 ( 0.19, 1.75)    0.57 ( 0.18, 1.77)    -0.01 ( -0.05,  0.02)     0.3277                           

                                      male                         15/ 683 (  2.2)       28/ 705 (  4.0)      0.55 ( 0.30, 1.03)    0.54 ( 0.29, 1.03)    -0.02 ( -0.04,  0.00)     0.0564                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.8034            

                                      white                        17/ 711 (  2.4)       28/ 715 (  3.9)      0.61 ( 0.34, 1.11)    0.60 ( 0.33, 1.11)    -0.02 ( -0.04,  0.00)     0.0996                           

                                      black or african american     2/  44 (  4.5)        5/  46 ( 10.9)      0.42 ( 0.09, 2.04)    0.39 ( 0.07, 2.13)    -0.06 ( -0.17,  0.05)     0.4349                           

                                      asian                         1/ 186 (  0.5)        3/ 186 (  1.6)      0.33 ( 0.03, 3.18)    0.33 ( 0.03, 3.20)    -0.01 ( -0.03,  0.01)     0.6230                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.8785            

                                      North America                 7/ 137 (  5.1)       12/ 167 (  7.2)      0.71 ( 0.29, 1.76)    0.70 ( 0.27, 1.82)    -0.02 ( -0.08,  0.04)     0.4576                           

                                      South America                 5/ 185 (  2.7)        7/ 180 (  3.9)      0.69 ( 0.22, 2.15)    0.69 ( 0.21, 2.20)    -0.01 ( -0.06,  0.03)     0.5257                           

                                      Europe                        7/ 455 (  1.5)       14/ 435 (  3.2)      0.48 ( 0.19, 1.17)    0.47 ( 0.19, 1.18)    -0.02 ( -0.04,  0.01)     0.0990                           

                                      Asia/Pacific                  1/ 183 (  0.5)        3/ 180 (  1.7)      0.33 ( 0.03, 3.12)    0.32 ( 0.03, 3.15)    -0.01 ( -0.03,  0.01)     0.3688                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.9116            

                                      < 45  mL/min/1.73m^2         11/ 362 (  3.0)       20/ 357 (  5.6)      0.54 ( 0.26, 1.12)    0.53 ( 0.25, 1.12)    -0.03 ( -0.06,  0.01)     0.0909                           

                                      >= 45  mL/min/1.73m^2         9/ 598 (  1.5)       16/ 605 (  2.6)      0.57 ( 0.25, 1.28)    0.56 ( 0.25, 1.28)    -0.01 ( -0.03,  0.01)     0.1661                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.0224            

                                      < 30  mL/min/1.73m^2          3/  13 ( 23.1)        0/  11 (  0.0)      6.00 ( 0.34,104.9)    7.67 ( 0.35,166.7)     0.23 (  0.00,  0.46)     0.2228                           

                                      >= 30  mL/min/1.73m^         17/ 947 (  1.8)       36/ 951 (  3.8)      0.47 ( 0.27, 0.84)    0.46 ( 0.26, 0.83)    -0.02 ( -0.04, -0.00)     0.0085                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.6951            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   15/ 661 (  2.3)       29/ 677 (  4.3)      0.53 ( 0.29, 0.98)    0.52 ( 0.28, 0.98)    -0.02 ( -0.04,  0.00)     0.0389                           

                                      >=130 mmHg                    5/ 299 (  1.7)        7/ 285 (  2.5)      0.68 ( 0.22, 2.12)    0.68 ( 0.21, 2.15)    -0.01 ( -0.04,  0.02)     0.5048                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.3286            

                                      yes                          11/ 481 (  2.3)       25/ 500 (  5.0)      0.46 ( 0.23, 0.92)    0.44 ( 0.22, 0.91)    -0.03 ( -0.05, -0.00)     0.0239                           

                                      no                            9/ 479 (  1.9)       11/ 462 (  2.4)      0.79 ( 0.33, 1.89)    0.79 ( 0.32, 1.91)    -0.01 ( -0.03,  0.02)     0.5937                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Renal and urinary            Overall                          9/ 960 (  0.9)       20/ 962 (  2.1)      0.45 ( 0.21, 0.99)    0.45 ( 0.20, 0.98)    -0.01 ( -0.02,  0.00)     0.0402                           

 disorders, PT: Acute kidney                                                                                                                                                                                         

 injury                                                                                                                                                                                                              

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.0534            

                                      <= 65 years                   6/ 235 (  2.6)        6/ 246 (  2.4)      1.05 ( 0.34, 3.20)    1.05 ( 0.33, 3.30)     0.00 ( -0.03,  0.04)     0.9361                           

                                      > 65 years                    3/ 725 (  0.4)       14/ 716 (  2.0)      0.21 ( 0.06, 0.73)    0.21 ( 0.06, 0.73)    -0.02 ( -0.03, -0.00)     0.0068                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.7845            

                                      female                        2/ 277 (  0.7)        5/ 257 (  1.9)      0.37 ( 0.07, 1.90)    0.37 ( 0.07, 1.91)    -0.01 ( -0.03,  0.01)     0.2698                           

                                      male                          7/ 683 (  1.0)       15/ 705 (  2.1)      0.48 ( 0.20, 1.17)    0.48 ( 0.19, 1.18)    -0.01 ( -0.03,  0.00)     0.1002                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.6405            

                                      white                         8/ 711 (  1.1)       15/ 715 (  2.1)      0.54 ( 0.23, 1.26)    0.53 ( 0.22, 1.26)    -0.01 ( -0.03,  0.00)     0.1450                           

                                      black or african american     1/  44 (  2.3)        4/  46 (  8.7)      0.26 ( 0.03, 2.25)    0.24 ( 0.03, 2.28)    -0.06 ( -0.16,  0.03)     0.3614                           

                                      asian                         0/ 186 (  0.0)        1/ 186 (  0.5)      0.33 ( 0.01, 8.13)    0.33 ( 0.01, 8.19)    -0.01 ( -0.02,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.3909            

                                      North America                 5/ 137 (  3.6)       10/ 167 (  6.0)      0.61 ( 0.21, 1.74)    0.59 ( 0.20, 1.78)    -0.02 ( -0.08,  0.04)     0.3497                           

                                      South America                 2/ 185 (  1.1)        1/ 180 (  0.6)      1.95 ( 0.18,21.27)    1.96 ( 0.18,21.77)     0.01 ( -0.01,  0.02)     1.0000                           

                                      Europe                        2/ 455 (  0.4)        8/ 435 (  1.8)      0.24 ( 0.05, 1.12)    0.24 ( 0.05, 1.12)    -0.01 ( -0.03,  0.00)     0.0588                           

                                      Asia/Pacific                  0/ 183 (  0.0)        1/ 180 (  0.6)      0.33 ( 0.01, 8.00)    0.33 ( 0.01, 8.06)    -0.01 ( -0.02,  0.01)     0.4959                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.7507            

                                      < 45  mL/min/1.73m^2          4/ 362 (  1.1)       10/ 357 (  2.8)      0.39 ( 0.12, 1.25)    0.39 ( 0.12, 1.25)    -0.02 ( -0.04,  0.01)     0.1001                           

                                      >= 45  mL/min/1.73m^2         5/ 598 (  0.8)       10/ 605 (  1.7)      0.51 ( 0.17, 1.47)    0.50 ( 0.17, 1.48)    -0.01 ( -0.02,  0.01)     0.2020                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                           0.1583            

                                      < 30  mL/min/1.73m^2          1/  13 (  7.7)        0/  11 (  0.0)      2.57 ( 0.12,57.44)    2.76 ( 0.10,74.78)     0.08 ( -0.07,  0.22)     1.0000                           

                                      >= 30  mL/min/1.73m^          8/ 947 (  0.8)       20/ 951 (  2.1)      0.40 ( 0.18, 0.91)    0.40 ( 0.17, 0.90)    -0.01 ( -0.03, -0.00)     0.0230                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.8141            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                    7/ 661 (  1.1)       15/ 677 (  2.2)      0.48 ( 0.20, 1.16)    0.47 ( 0.19, 1.17)    -0.01 ( -0.03,  0.00)     0.0964                           

                                      >=130 mmHg                    2/ 299 (  0.7)        5/ 285 (  1.8)      0.38 ( 0.07, 1.95)    0.38 ( 0.07, 1.96)    -0.01 ( -0.03,  0.01)     0.2755                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.6954            

                                      yes                           6/ 481 (  1.2)       15/ 500 (  3.0)      0.42 ( 0.16, 1.06)    0.41 ( 0.16, 1.06)    -0.02 ( -0.04,  0.00)     0.0581                           

                                      no                            3/ 479 (  0.6)        5/ 462 (  1.1)      0.58 ( 0.14, 2.41)    0.58 ( 0.14, 2.42)    -0.00 ( -0.02,  0.01)     0.4987                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Respiratory, thoracic and    Overall                         14/ 960 (  1.5)       29/ 962 (  3.0)      0.48 ( 0.26, 0.91)    0.48 ( 0.25, 0.91)    -0.02 ( -0.03, -0.00)     0.0211                           

 mediastinal disorders                                                                                                                                                                                               

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.3661            

                                      <= 65 years                   2/ 235 (  0.9)        8/ 246 (  3.3)      0.26 ( 0.06, 1.22)    0.26 ( 0.05, 1.22)    -0.02 ( -0.05,  0.00)     0.1066                           

                                      > 65 years                   12/ 725 (  1.7)       21/ 716 (  2.9)      0.56 ( 0.28, 1.14)    0.56 ( 0.27, 1.14)    -0.01 ( -0.03,  0.00)     0.1051                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.5919            

                                      female                        5/ 277 (  1.8)       12/ 257 (  4.7)      0.39 ( 0.14, 1.08)    0.38 ( 0.13, 1.08)    -0.03 ( -0.07,  0.00)     0.0598                           

                                      male                          9/ 683 (  1.3)       17/ 705 (  2.4)      0.55 ( 0.25, 1.22)    0.54 ( 0.24, 1.22)    -0.01 ( -0.03,  0.00)     0.1331                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.9679            

                                      white                        11/ 711 (  1.5)       22/ 715 (  3.1)      0.50 ( 0.25, 1.03)    0.50 ( 0.24, 1.03)    -0.02 ( -0.03,  0.00)     0.0548                           

                                      black or african american     1/  44 (  2.3)        2/  46 (  4.3)      0.52 ( 0.05, 5.56)    0.51 ( 0.04, 5.85)    -0.02 ( -0.09,  0.05)     1.0000                           

                                      asian                         2/ 186 (  1.1)        5/ 186 (  2.7)      0.40 ( 0.08, 2.04)    0.39 ( 0.08, 2.05)    -0.02 ( -0.04,  0.01)     0.4487                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.9367            

                                      North America                 4/ 137 (  2.9)        9/ 167 (  5.4)      0.54 ( 0.17, 1.72)    0.53 ( 0.16, 1.75)    -0.02 ( -0.08,  0.03)     0.2904                           

                                      South America                 3/ 185 (  1.6)        4/ 180 (  2.2)      0.73 ( 0.17, 3.21)    0.73 ( 0.16, 3.29)    -0.01 ( -0.03,  0.02)     0.7206                           

                                      Europe                        5/ 455 (  1.1)       11/ 435 (  2.5)      0.43 ( 0.15, 1.24)    0.43 ( 0.15, 1.24)    -0.01 ( -0.04,  0.01)     0.1087                           

                                      Asia/Pacific                  2/ 183 (  1.1)        5/ 180 (  2.8)      0.39 ( 0.08, 2.00)    0.39 ( 0.07, 2.02)    -0.02 ( -0.05,  0.01)     0.2809                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.0348            

                                      < 45  mL/min/1.73m^2          8/ 362 (  2.2)        7/ 357 (  2.0)      1.13 ( 0.41, 3.08)    1.13 ( 0.41, 3.15)     0.00 ( -0.02,  0.03)     0.8153                           

                                      >= 45  mL/min/1.73m^2         6/ 598 (  1.0)       22/ 605 (  3.6)      0.28 ( 0.11, 0.68)    0.27 ( 0.11, 0.67)    -0.03 ( -0.05, -0.01)     0.0025                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         14/ 947 (  1.5)       29/ 951 (  3.0)      0.48 ( 0.26, 0.91)    0.48 ( 0.25, 0.91)    -0.02 ( -0.03, -0.00)     0.0215                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0268            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   13/ 661 (  2.0)       18/ 677 (  2.7)      0.74 ( 0.37, 1.50)    0.73 ( 0.36, 1.51)    -0.01 ( -0.03,  0.01)     0.4004                           

                                      >=130 mmHg                    1/ 299 (  0.3)       11/ 285 (  3.9)      0.09 ( 0.01, 0.67)    0.08 ( 0.01, 0.65)    -0.04 ( -0.07, -0.01)     0.0027                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.9878            

                                      yes                           8/ 481 (  1.7)       17/ 500 (  3.4)      0.49 ( 0.21, 1.12)    0.48 ( 0.21, 1.12)    -0.02 ( -0.04,  0.00)     0.0846                           

                                      no                            6/ 479 (  1.3)       12/ 462 (  2.6)      0.48 ( 0.18, 1.27)    0.48 ( 0.18, 1.28)    -0.01 ( -0.03,  0.01)     0.1324                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 



 

 

AstraZeneca                                                                                                                                                                                                         

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of frequent Severe Adverse Events by SOC and PT (incidence in either arm >= 5% or both incidence >=1% and >=10 patients affected in either arm)                                                             

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

                                   Subgroup                      _Dapa 10 mg (N=960)__ ___Placebo (N=962)___                                                                                       p-Value for       

 SOC/PT                               Level                         n/   N (%)            n/   N (%)          RR (95% CI)           OR (95% CI)           ARR (95% CI)              p-Value        interaction       

 _____________________________________________________________________________________________________________________________________________________________________________________________________________       

                                                                                                                                                                                                                     

 SOC: Vascular disorders           Overall                         16/ 960 (  1.7)       14/ 962 (  1.5)      1.15 ( 0.56, 2.33)    1.15 ( 0.56, 2.36)     0.00 ( -0.01,  0.01)     0.7086                           

                                                                                                                                                                                                                     

                                   Age                                                                                                                                                             0.1691            

                                      <= 65 years                   3/ 235 (  1.3)        6/ 246 (  2.4)      0.52 ( 0.13, 2.07)    0.52 ( 0.13, 2.09)    -0.01 ( -0.04,  0.01)     0.5047                           

                                      > 65 years                   13/ 725 (  1.8)        8/ 716 (  1.1)      1.60 ( 0.67, 3.85)    1.62 ( 0.67, 3.92)     0.01 ( -0.01,  0.02)     0.2846                           

                                                                                                                                                                                                                     

                                   Gender                                                                                                                                                          0.0312            

                                      female                        7/ 277 (  2.5)        1/ 257 (  0.4)      6.49 ( 0.80,52.42)    6.64 ( 0.81,54.32)     0.02 (  0.00,  0.04)     0.0698                           

                                      male                          9/ 683 (  1.3)       13/ 705 (  1.8)      0.71 ( 0.31, 1.66)    0.71 ( 0.30, 1.67)    -0.01 ( -0.02,  0.01)     0.4327                           

                                                                                                                                                                                                                     

                                   Race                                                                                                                                                            0.3697            

                                      white                        13/ 711 (  1.8)       13/ 715 (  1.8)      1.01 ( 0.47, 2.15)    1.01 ( 0.46, 2.18)     0.00 ( -0.02,  0.02)     0.9885                           

                                      black or african american     2/  44 (  4.5)        0/  46 (  0.0)      5.22 ( 0.26,105.8)    5.47 ( 0.26,117.2)     0.05 ( -0.02,  0.11)     0.2362                           

                                      asian                         1/ 186 (  0.5)        1/ 186 (  0.5)      1.00 ( 0.06,15.87)    1.00 ( 0.06,16.11)     0.00 ( -0.01,  0.01)     1.0000                           

                                      other                         0/  19 (  0.0)        0/  15 (  0.0)        NE                    NE                    NE                                                       

                                                                                                                                                                                                                     

                                   Geographic region                                                                                                                                               0.6223            

                                      North America                 6/ 137 (  4.4)        3/ 167 (  1.8)      2.44 ( 0.62, 9.57)    2.50 ( 0.61,10.20)     0.03 ( -0.01,  0.07)     0.3080                           

                                      South America                 2/ 185 (  1.1)        3/ 180 (  1.7)      0.65 ( 0.11, 3.84)    0.64 ( 0.11, 3.91)    -0.01 ( -0.03,  0.02)     0.6815                           

                                      Europe                        7/ 455 (  1.5)        7/ 435 (  1.6)      0.96 ( 0.34, 2.70)    0.96 ( 0.33, 2.75)    -0.00 ( -0.02,  0.02)     0.9325                           

                                      Asia/Pacific                  1/ 183 (  0.5)        1/ 180 (  0.6)      0.98 ( 0.06,15.61)    0.98 ( 0.06,15.85)    -0.00 ( -0.02,  0.02)     1.0000                           

                                                                                                                                                                                                                     

                                   Baseline eGFR                                                                                                                                                   0.6689            

                                      < 45  mL/min/1.73m^2          8/ 362 (  2.2)        8/ 357 (  2.2)      0.99 ( 0.37, 2.60)    0.99 ( 0.37, 2.66)    -0.00 ( -0.03,  0.03)     0.9776                           

                                      >= 45  mL/min/1.73m^2         8/ 598 (  1.3)        6/ 605 (  1.0)      1.35 ( 0.47, 3.86)    1.35 ( 0.47, 3.93)     0.00 ( -0.01,  0.02)     0.5759                           

                                                                                                                                                                                                                     

                                   Baseline eGFR Group 2                                                                                                                                            NE               

                                      < 30  mL/min/1.73m^2          0/  13 (  0.0)        0/  11 (  0.0)        NE                    NE                    NE                                                       

                                      >= 30  mL/min/1.73m^         16/ 947 (  1.7)       14/ 951 (  1.5)      1.15 ( 0.56, 2.34)    1.15 ( 0.56, 2.37)     0.00 ( -0.01,  0.01)     0.7042                           

                                                                                                                                                                                                                     

                                   Baseline Systolic Blood                                                                                                                                         0.0567            

                                   Pressure                                                                                                                                                                          

                                      < 130 mmHg                   12/ 661 (  1.8)        6/ 677 (  0.9)      2.05 ( 0.77, 5.43)    2.07 ( 0.77, 5.54)     0.01 ( -0.00,  0.02)     0.1404                           

                                      >=130 mmHg                    4/ 299 (  1.3)        8/ 285 (  2.8)      0.48 ( 0.15, 1.57)    0.47 ( 0.14, 1.58)    -0.01 ( -0.04,  0.01)     0.2113                           

                                                                                                                                                                                                                     

                                   Type 2 diabetes at baseline                                                                                                                                     0.0044            

                                      yes                           4/ 481 (  0.8)       11/ 500 (  2.2)      0.38 ( 0.12, 1.18)    0.37 ( 0.12, 1.18)    -0.01 ( -0.03,  0.00)     0.0809                           

                                      no                           12/ 479 (  2.5)        3/ 462 (  0.6)      3.86 ( 1.10,13.58)    3.93 ( 1.10,14.02)     0.02 (  0.00,  0.04)     0.0231                           

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 24JUN2021                                                                                                                 

  



 

 

AstraZeneca                                                                                                                                                                                                          

Protocol: D1699C00001 (PSC)                                                                                                                                                                                          

Dapa-CKD population                                                                                                                                                                                                  

Analysis of proportion of patients with Serious Adverse Event excluding disease-related events                                                                                                                       

Safety Analysis Set                                                                                                                                                                                                  

                                                                                                                                                                                                                     

 Subgroup                            __Dapa 10 mg (N=960)__ ___Placebo (N=962)____                                                                                           p-Value for                             

    Level                               n/   N (%)             n/   N (%)           RR (95% CI)           OR (95% CI)           ARR (95% CI)                p-Value          interaction                             

 _______________________________________________________________________________________________________________________________________________________________________________________                             

                                                                                                                                                                                                                     

 Overall                              415/ 960 ( 43.2)       478/ 962 ( 49.7)       0.87 ( 0.79, 0.96)    0.77 ( 0.64, 0.92)    -0.06 ( -0.11, -0.02)       0.0045                                                   

                                                                                                                                                                                                                     

 Age                                                                                                                                                                         0.3326                                  

    <= 65 years                       101/ 235 ( 43.0)       131/ 246 ( 53.3)       0.81 ( 0.67, 0.97)    0.66 ( 0.46, 0.95)    -0.10 ( -0.19, -0.01)       0.0243                                                   

    > 65 years                        314/ 725 ( 43.3)       347/ 716 ( 48.5)       0.89 ( 0.80, 1.00)    0.81 ( 0.66, 1.00)    -0.05 ( -0.10,  0.00)       0.0497                                                   

                                                                                                                                                                                                                     

 Gender                                                                                                                                                                      0.7598                                  

    female                            120/ 277 ( 43.3)       125/ 257 ( 48.6)       0.89 ( 0.74, 1.07)    0.81 ( 0.57, 1.14)    -0.05 ( -0.14,  0.03)       0.2184                                                   

    male                              295/ 683 ( 43.2)       353/ 705 ( 50.1)       0.86 ( 0.77, 0.97)    0.76 ( 0.61, 0.94)    -0.07 ( -0.12, -0.02)       0.0103                                                   

                                                                                                                                                                                                                     

 Race                                                                                                                                                                        0.9285                                  

    white                             308/ 711 ( 43.3)       353/ 715 ( 49.4)       0.88 ( 0.78, 0.98)    0.78 ( 0.64, 0.97)    -0.06 ( -0.11, -0.01)       0.0220                                                   

    black or african american          22/  44 ( 50.0)        25/  46 ( 54.3)       0.92 ( 0.62, 1.37)    0.84 ( 0.37, 1.92)    -0.04 ( -0.25,  0.17)       0.6815                                                   

    asian                              75/ 186 ( 40.3)        92/ 186 ( 49.5)       0.82 ( 0.65, 1.02)    0.69 ( 0.46, 1.04)    -0.09 ( -0.19,  0.01)       0.0768                                                   

    other                              10/  19 ( 52.6)         8/  15 ( 53.3)       0.99 ( 0.52, 1.87)    0.97 ( 0.25, 3.77)    -0.01 ( -0.34,  0.33)       0.9680                                                   

                                                                                                                                                                                                                     

 Geographic region                                                                                                                                                           0.6467                                  

    North America                      66/ 137 ( 48.2)        82/ 167 ( 49.1)       0.98 ( 0.78, 1.24)    0.96 ( 0.61, 1.51)    -0.01 ( -0.13,  0.11)       0.8724                                                   

    South America                      80/ 185 ( 43.2)        85/ 180 ( 47.2)       0.92 ( 0.73, 1.15)    0.85 ( 0.56, 1.29)    -0.04 ( -0.14,  0.07)       0.4457                                                   

    Europe                            194/ 455 ( 42.6)       223/ 435 ( 51.3)       0.83 ( 0.72, 0.96)    0.71 ( 0.54, 0.92)    -0.09 ( -0.15, -0.02)       0.0100                                                   

    Asia/Pacific                       75/ 183 ( 41.0)        88/ 180 ( 48.9)       0.84 ( 0.67, 1.05)    0.73 ( 0.48, 1.10)    -0.08 ( -0.18,  0.03)       0.1306                                                   

                                                                                                                                                                                                                     

 Baseline eGFR                                                                                                                                                               0.1858                                  

    < 45  mL/min/1.73m^2              162/ 362 ( 44.8)       197/ 357 ( 55.2)       0.81 ( 0.70, 0.94)    0.66 ( 0.49, 0.88)    -0.10 ( -0.18, -0.03)       0.0052                                                   

    >= 45  mL/min/1.73m^2             253/ 598 ( 42.3)       281/ 605 ( 46.4)       0.91 ( 0.80, 1.03)    0.85 ( 0.67, 1.06)    -0.04 ( -0.10,  0.02)       0.1488                                                   

                                                                                                                                                                                                                     

 Baseline eGFR Group 2                                                                                                                                                       0.9720                                  

    < 30  mL/min/1.73m^2               10/  13 ( 76.9)         9/  11 ( 81.8)       0.94 ( 0.63, 1.41)    0.74 ( 0.10, 5.49)    -0.05 ( -0.37,  0.27)       1.0000                                                   

    >= 30  mL/min/1.73m^              405/ 947 ( 42.8)       469/ 951 ( 49.3)       0.87 ( 0.79, 0.96)    0.77 ( 0.64, 0.92)    -0.07 ( -0.11, -0.02)       0.0042                                                   

                                                                                                                                                                                                                     

 Baseline Systolic Blood Pressure                                                                                                                                            0.6440                                  

    < 130 mmHg                        298/ 661 ( 45.1)       344/ 677 ( 50.8)       0.89 ( 0.79, 0.99)    0.79 ( 0.64, 0.99)    -0.06 ( -0.11, -0.00)       0.0360                                                   

    >=130 mmHg                        117/ 299 ( 39.1)       134/ 285 ( 47.0)       0.83 ( 0.69, 1.00)    0.72 ( 0.52, 1.01)    -0.08 ( -0.16,  0.00)       0.0545                                                   

                                                                                                                                                                                                                     

 Type 2 diabetes at baseline                                                                                                                                                 0.9074                                  

    yes                               219/ 481 ( 45.5)       261/ 500 ( 52.2)       0.87 ( 0.77, 0.99)    0.77 ( 0.60, 0.98)    -0.07 ( -0.13, -0.00)       0.0368                                                   

    no                                196/ 479 ( 40.9)       217/ 462 ( 47.0)       0.87 ( 0.75, 1.01)    0.78 ( 0.60, 1.01)    -0.06 ( -0.12,  0.00)       0.0616                                                   

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

                                                                                                                                                                                                                     

____________________________________________________________________________________________________________________________________________________________________________________________________________________ 

                                                                                                                                                                                                                     

p-Value from Chi^2-test. If Chi^2-test failed convergence to normality, Fisher´s exact test will be performed.                                                                                                       

Two-sided 95% Wald confidence intervals calculated for RR and OR. For ARR, 2-sided 95% confidence intervals created according to Newcombe.                                                                           

p-Value for interaction from Breslow-Day test.                                                                                                                                                                       

RR: Relative Risk, OR: Odds Ratio, ARR: Absolute Risk Reduction                                                                                                                                                      

AstraZeneca CONFIDENTIAL     Date of data cut-off: 11AUG2019     Date of Table Generation: 30JUN2021                                                                                                                 
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.1.2 - Pooled IPD analysis: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD, CV or renal death, overall and by subgroups (full 
analysis set)
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 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 485 (8.0%) 2.80  6070 673 (11.1%) 3.95 0.71 (0.63, 0.79) <.0001  0.0652
Sex          0.6517  

Male 4158 337 (8.1%) 2.85  4114 461 (11.2%) 4.01 0.72 (0.63, 0.83) <.0001   
Female 1918 148 (7.7%) 2.70  1956 212 (10.8%) 3.81 0.68 (0.55, 0.84) 0.0004   

Age (years)          0.0982  
<=65 years 3175 230 (7.2%) 2.43  3147 350 (11.1%) 3.79 0.64 (0.54, 0.76) <.0001   
>65 years 2901 255 (8.8%) 3.26  2923 323 (11.1%) 4.13 0.78 (0.66, 0.92) 0.0032   

Region          0.4898  
Latin America 995 99 (9.9%) 3.85  965 140 (14.5%) 5.89 0.67 (0.52, 0.87) 0.0025   
Asia/Pacific 1280 87 (6.8%) 2.91  1257 117 (9.3%) 3.98 0.71 (0.54, 0.93) 0.0144   
Europe 2262 200 (8.8%) 2.99  2268 255 (11.2%) 3.79 0.78 (0.65, 0.94) 0.0086   
North America 1539 99 (6.4%) 1.96  1580 161 (10.2%) 3.21 0.62 (0.48, 0.79) 0.0002   

Race          0.4878  
White 4144 332 (8.0%) 2.65  4149 456 (11.0%) 3.69 0.72 (0.63, 0.83) <.0001   
Black or African American 252 18 (7.1%) 2.57  249 34 (13.7%) 5.21 0.46 (0.26, 0.82) 0.0085   
Asian 1376 94 (6.8%) 2.89  1363 126 (9.2%) 3.89 0.72 (0.55, 0.95) 0.0178   
Other 304 41 (13.5%) 5.11  309 57 (18.4%) 7.12 0.67 (0.45, 1.01) 0.0539   

Baseline eGFR Group 1          0.7303  
< 45mL/min/1,73m2 1727 214 (12.4%) 6.47  1703 298 (17.5%) 9.39 0.68 (0.57, 0.82) <.0001   
>= 45mL/min/1,73m2 4348 271 (6.2%) 1.94  4367 375 (8.6%) 2.70 0.72 (0.61, 0.84) <.0001   

Baseline eGFR Group 2          0.9963  
< 60mL/min/1,73m2 3486 354 (10.2%) 4.75  3555 497 (14.0%) 6.58 0.71 (0.62, 0.81) <.0001   
>= 60mL/min/1,73m2 2589 131 (5.1%) 1.33  2515 176 (7.0%) 1.85 0.71 (0.57, 0.89) 0.0033   

Baseline systolic BP          0.7043  
<= 130 mmHg 2458 204 (8.3%) 3.17  2435 275 (11.3%) 4.36 0.73 (0.61, 0.88) 0.0007   
> 130 mmHg 3618 281 (7.8%) 2.58  3635 398 (10.9%) 3.71 0.70 (0.60, 0.81) <.0001   

Heart Failure          0.1007  
Yes 1551 205 (13.2%) 6.54  1570 255 (16.2%) 8.10 0.80 (0.66, 0.96) 0.0169   
No 4525 280 (6.2%) 1.98  4500 418 (9.3%) 3.01 0.65 (0.56, 0.76) <.0001   

Type 2 Diabetes          0.9482  
Yes 4899 385 (7.9%) 2.52  4905 533 (10.9%) 3.53 0.71 (0.62, 0.81) <.0001   
No 1177 100 (8.5%) 4.99  1165 140 (12.0%) 7.10 0.70 (0.54, 0.90) 0.0064   

Baseline UACR          0.0176  
<30 335 24 (7.2%) 1.79  352 19 (5.4%) 1.36 1.31 (0.72, 2.40) 0.3759   
>=30 - <=300 2256 99 (4.4%) 1.17  2218 125 (5.6%) 1.49 0.78 (0.60, 1.01) 0.0642   
>300 2506 233 (9.3%) 3.83  2522 380 (15.1%) 6.42 0.60 (0.51, 0.70) <.0001   

Study Number          0.0652  
D169AC00001 2152 197 (9.2%) 4.60  2152 312 (14.5%) 7.45 0.61 (0.51, 0.73) <.0001   
D1699C00001 962 129 (13.4%) 9.62  964 148 (15.4%) 11.17 0.86 (0.68, 1.09) 0.2180   
D1693C00001 2962 159 (5.4%) 1.36  2954 213 (7.2%) 1.85 0.74 (0.60, 0.90) 0.0034   
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.1.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD, CV or renal death, overall and by subgroups (full 
analysis set)

Page 1 of 8

Overall

6076 5810 5590 5077 4190 3288 2745 2537 1834 540 15

6070 5760 5518 5043 4107 3206 2688 2472 1807 545 24

0 6 12 18 24 30 36 42 48 54 60

Time to event (months)

0.70

0.75

0.80

0.85

0.90

0.95

1.00

S
ur

vi
va

l P
ro

ba
bi

lit
y

DAPA 10mg
Placebo

PlaceboDAPA 10mgTreatment

Kaplan-Meier Plot
With Number of Subjects at Risk



f_dapa_pooled_kmplot_comp1 generated by dapapool_tte.sas at 18:31:59 on 15 July 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.1.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD, CV or renal death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.1.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD, CV or renal death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.1.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD, CV or renal death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.1.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD, CV or renal death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.1.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD, CV or renal death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.1.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD, CV or renal death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.1.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD, CV or renal death, overall and by subgroups (full 
analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.2.2 - Pooled IPD analysis: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD** or all cause death, overall and by subgroups (full 
analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 655 (10.8%) 3.78  6070 910 (15.0%) 5.32 0.71 (0.64, 0.78) <.0001  0.0823
Sex          0.3566  

Male 4158 467 (11.2%) 3.94  4114 629 (15.3%) 5.46 0.73 (0.65, 0.82) <.0001   
Female 1918 188 (9.8%) 3.42  1956 281 (14.4%) 5.04 0.66 (0.55, 0.79) <.0001   

Age (years)          0.0909  
<=65 years 3175 292 (9.2%) 3.07  3147 441 (14.0%) 4.76 0.65 (0.56, 0.75) <.0001   
>65 years 2901 363 (12.5%) 4.63  2923 469 (16.0%) 5.98 0.77 (0.67, 0.88) 0.0002   

Region          0.3393  
Latin America 995 119 (12.0%) 4.62  965 183 (19.0%) 7.69 0.61 (0.49, 0.77) <.0001   
Asia/Pacific 1280 101 (7.9%) 3.38  1257 142 (11.3%) 4.82 0.68 (0.53, 0.88) 0.0033   
Europe 2262 273 (12.1%) 4.07  2268 347 (15.3%) 5.15 0.78 (0.67, 0.92) 0.0028   
North America 1539 162 (10.5%) 3.20  1580 238 (15.1%) 4.72 0.68 (0.56, 0.83) 0.0002   

Race          0.1606  
White 4144 479 (11.6%) 3.81  4149 643 (15.5%) 5.19 0.74 (0.66, 0.83) <.0001   
Black or African American 252 23 (9.1%) 3.27  249 48 (19.3%) 7.27 0.42 (0.26, 0.70) 0.0007   
Asian 1376 106 (7.7%) 3.26  1363 147 (10.8%) 4.54 0.70 (0.55, 0.90) 0.0056   
Other 304 47 (15.5%) 5.85  309 72 (23.3%) 8.98 0.62 (0.43, 0.89) 0.0106   

Baseline eGFR Group 1          0.8576  
< 45mL/min/1,73m2 1727 245 (14.2%) 7.41  1703 337 (19.8%) 10.61 0.69 (0.59, 0.82) <.0001   
>= 45mL/min/1,73m2 4348 410 (9.4%) 2.92  4367 573 (13.1%) 4.11 0.71 (0.63, 0.81) <.0001   

Baseline eGFR Group 2          0.6286  
< 60mL/min/1,73m2 3486 435 (12.5%) 5.83  3555 602 (16.9%) 7.96 0.72 (0.64, 0.82) <.0001   
>= 60mL/min/1,73m2 2589 220 (8.5%) 2.23  2515 308 (12.2%) 3.23 0.69 (0.58, 0.82) <.0001   

Baseline systolic BP          0.3371  
<= 130 mmHg 2458 275 (11.2%) 4.27  2435 360 (14.8%) 5.69 0.75 (0.64, 0.88) 0.0004   
> 130 mmHg 3618 380 (10.5%) 3.49  3635 550 (15.1%) 5.10 0.68 (0.60, 0.78) <.0001   

Heart Failure          0.1980  
Yes 1551 252 (16.2%) 8.02  1570 325 (20.7%) 10.29 0.77 (0.66, 0.91) 0.0021   
No 4525 403 (8.9%) 2.84  4500 585 (13.0%) 4.20 0.67 (0.59, 0.76) <.0001   

Type 2 Diabetes          0.7826  
Yes 4899 539 (11.0%) 3.52  4905 744 (15.2%) 4.92 0.71 (0.64, 0.80) <.0001   
No 1177 116 (9.9%) 5.78  1165 166 (14.2%) 8.42 0.68 (0.54, 0.87) 0.0017   

Baseline UACR          0.0227  
<30 335 39 (11.6%) 2.91  352 37 (10.5%) 2.65 1.10 (0.70, 1.72) 0.6866   
>=30 - <=300 2256 175 (7.8%) 2.06  2218 230 (10.4%) 2.74 0.75 (0.62, 0.92) 0.0046   
>300 2506 290 (11.6%) 4.77  2522 463 (18.4%) 7.80 0.61 (0.52, 0.70) <.0001   

Study Number          0.0823  
D169AC00001 2152 226 (10.5%) 5.28  2152 354 (16.4%) 8.45 0.62 (0.52, 0.73) <.0001   
D1699C00001 962 150 (15.6%) 11.18  964 177 (18.4%) 13.36 0.84 (0.67, 1.04) 0.1123   
D1693C00001 2962 279 (9.4%) 2.38  2954 379 (12.8%) 3.27 0.73 (0.62, 0.85) <.0001   



f_dapa_pooled_kmplot_comp2 generated by dapapool_tte.sas at 18:32:10 on 15 July 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.2.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD** or all cause death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.2.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD** or all cause death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.2.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD** or all cause death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.2.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD** or all cause death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.2.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD** or all cause death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.2.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD** or all cause death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.2.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD** or all cause death, overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.2.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD** or all cause death, overall and by subgroups (full 
analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.3.2 - Pooled IPD analysis: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD or renal death (w/o CV-death), overall and by 
subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 195 (3.2%) 1.13  6070 341 (5.6%) 2.00 0.56 (0.47, 0.66) <.0001  0.1252
Sex          0.3786  

Male 4158 122 (2.9%) 1.03  4114 227 (5.5%) 1.98 0.52 (0.42, 0.65) <.0001   
Female 1918 73 (3.8%) 1.33  1956 114 (5.8%) 2.05 0.62 (0.46, 0.83) 0.0015   

Age (years)          0.5960  
<=65 years 3175 123 (3.9%) 1.30  3147 222 (7.1%) 2.41 0.54 (0.43, 0.67) <.0001   
>65 years 2901 72 (2.5%) 0.92  2923 119 (4.1%) 1.52 0.59 (0.44, 0.79) 0.0005   

Region          0.9238  
Latin America 995 47 (4.7%) 1.83  965 82 (8.5%) 3.45 0.55 (0.38, 0.79) 0.0011   
Asia/Pacific 1280 51 (4.0%) 1.71  1257 80 (6.4%) 2.72 0.59 (0.42, 0.85) 0.0037   
Europe 2262 54 (2.4%) 0.81  2268 95 (4.2%) 1.42 0.57 (0.41, 0.79) 0.0009   
North America 1539 43 (2.8%) 0.85  1580 84 (5.3%) 1.68 0.50 (0.35, 0.73) 0.0002   

Race          0.6962  
White 4144 110 (2.7%) 0.88  4149 196 (4.7%) 1.59 0.56 (0.44, 0.71) <.0001   
Black or African American 252 8 (3.2%) 1.14  249 17 (6.8%) 2.61 0.39 (0.17, 0.91) 0.0293   
Asian 1376 54 (3.9%) 1.66  1363 84 (6.2%) 2.60 0.61 (0.43, 0.86) 0.0049   
Other 304 23 (7.6%) 2.87  309 44 (14.2%) 5.50 0.47 (0.28, 0.78) 0.0036   

Baseline eGFR Group 1          0.0425  
< 45mL/min/1,73m2 1727 126 (7.3%) 3.81  1703 186 (10.9%) 5.86 0.64 (0.51, 0.80) 0.0001   
>= 45mL/min/1,73m2 4348 69 (1.6%) 0.49  4367 155 (3.5%) 1.12 0.44 (0.33, 0.58) <.0001   

Baseline eGFR Group 2          0.0760  
< 60mL/min/1,73m2 3486 163 (4.7%) 2.19  3555 266 (7.5%) 3.52 0.60 (0.50, 0.73) <.0001   
>= 60mL/min/1,73m2 2589 32 (1.2%) 0.33  2515 75 (3.0%) 0.79 0.40 (0.27, 0.61) <.0001   

Baseline systolic BP          0.3014  
<= 130 mmHg 2458 54 (2.2%) 0.84  2435 106 (4.4%) 1.68 0.48 (0.35, 0.67) <.0001   
> 130 mmHg 3618 141 (3.9%) 1.30  3635 235 (6.5%) 2.19 0.59 (0.48, 0.73) <.0001   

Heart Failure          0.4187  
Yes 1551 40 (2.6%) 1.28  1570 61 (3.9%) 1.94 0.65 (0.43, 0.96) 0.0327   
No 4525 155 (3.4%) 1.10  4500 280 (6.2%) 2.02 0.54 (0.44, 0.65) <.0001   

Type 2 Diabetes          0.7852  
Yes 4899 149 (3.0%) 0.98  4905 264 (5.4%) 1.75 0.55 (0.45, 0.67) <.0001   
No 1177 46 (3.9%) 2.29  1165 77 (6.6%) 3.91 0.58 (0.40, 0.84) 0.0036   

Baseline UACR          0.7580  
<30 335 2 (0.6%) 0.15  352 2 (0.6%) 0.14 1.04 (0.15, 7.35) 0.9723   
>=30 - <=300 2256 18 (0.8%) 0.21  2218 36 (1.6%) 0.43 0.49 (0.28, 0.86) 0.0128   
>300 2506 157 (6.3%) 2.59  2522 284 (11.3%) 4.81 0.54 (0.44, 0.65) <.0001   

Study Number          0.1252  
D169AC00001 2152 142 (6.6%) 3.32  2152 243 (11.3%) 5.80 0.56 (0.46, 0.69) <.0001   
D1699C00001 962 18 (1.9%) 1.34  964 19 (2.0%) 1.43 0.94 (0.50, 1.80) 0.8621   
D1693C00001 2962 35 (1.2%) 0.30  2954 79 (2.7%) 0.69 0.44 (0.29, 0.65) <.0001   
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DAPA CKD
Figure 1.1.3.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD or renal death (w/o CV-death), overall and by 
subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.3.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD or renal death (w/o CV-death), overall and by 
subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.3.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD or renal death (w/o CV-death), overall and by 
subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.3.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD or renal death (w/o CV-death), overall and by 
subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.3.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD or renal death (w/o CV-death), overall and by 
subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.3.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD or renal death (w/o CV-death), overall and by 
subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.3.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite of >=50% sustained decline in eGFR, reaching ESRD or renal death (w/o CV-death), overall and by 
subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.4.2 - Pooled IPD analysis: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or renal death , overall and by subgroups (full 
analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 93 (1.5%) 0.53  6070 132 (2.2%) 0.76 0.69 (0.53, 0.90) 0.0067  0.1219
Sex          0.6072  

Male 4158 66 (1.6%) 0.55  4114 90 (2.2%) 0.77 0.73 (0.53, 1.00) 0.0483   
Female 1918 27 (1.4%) 0.48  1956 42 (2.1%) 0.73 0.62 (0.38, 1.01) 0.0559   

Age (years)          0.3113  
<=65 years 3175 56 (1.8%) 0.58  3147 88 (2.8%) 0.93 0.62 (0.45, 0.87) 0.0059   
>65 years 2901 37 (1.3%) 0.46  2923 44 (1.5%) 0.55 0.83 (0.54, 1.29) 0.4070   

Region          0.1429  
Latin America 995 26 (2.6%) 0.98  965 34 (3.5%) 1.37 0.77 (0.46, 1.28) 0.3043   
Asia/Pacific 1280 25 (2.0%) 0.81  1257 22 (1.8%) 0.72 1.07 (0.60, 1.90) 0.8114   
Europe 2262 22 (1.0%) 0.32  2268 31 (1.4%) 0.45 0.71 (0.41, 1.23) 0.2270   
North America 1539 20 (1.3%) 0.39  1580 45 (2.8%) 0.88 0.44 (0.26, 0.75) 0.0023   

Race          0.4912  
White 4144 54 (1.3%) 0.42  4149 79 (1.9%) 0.63 0.69 (0.49, 0.97) 0.0345   
Black or African American 252 4 (1.6%) 0.56  249 8 (3.2%) 1.19 0.43 (0.13, 1.44) 0.1708   
Asian 1376 25 (1.8%) 0.74  1363 26 (1.9%) 0.78 0.92 (0.53, 1.60) 0.7762   
Other 304 10 (3.3%) 1.20  309 19 (6.1%) 2.22 0.52 (0.24, 1.12) 0.0942   

Baseline eGFR Group 1          0.1159  
< 45mL/min/1,73m2 1727 72 (4.2%) 2.04  1703 88 (5.2%) 2.60 0.78 (0.57, 1.06) 0.1169   
>= 45mL/min/1,73m2 4348 21 (0.5%) 0.15  4367 44 (1.0%) 0.31 0.48 (0.29, 0.81) 0.0058   

Baseline eGFR Group 2          0.0478  
< 60mL/min/1,73m2 3486 90 (2.6%) 1.16  3555 119 (3.3%) 1.51 0.75 (0.57, 0.99) 0.0431   
>= 60mL/min/1,73m2 2589 3 (0.1%) 0.03  2515 13 (0.5%) 0.14 0.22 (0.06, 0.78) 0.0185   

Baseline systolic BP          0.1389  
<= 130 mmHg 2458 24 (1.0%) 0.37  2435 45 (1.8%) 0.70 0.51 (0.31, 0.84) 0.0078   
> 130 mmHg 3618 69 (1.9%) 0.62  3635 87 (2.4%) 0.79 0.79 (0.58, 1.09) 0.1501   

Heart Failure          0.5446  
Yes 1551 20 (1.3%) 0.63  1570 24 (1.5%) 0.75 0.82 (0.46, 1.49) 0.5252   
No 4525 73 (1.6%) 0.50  4500 108 (2.4%) 0.76 0.67 (0.49, 0.90) 0.0071   

Type 2 Diabetes          0.7415  
Yes 4899 65 (1.3%) 0.42  4905 95 (1.9%) 0.62 0.67 (0.49, 0.92) 0.0141   
No 1177 28 (2.4%) 1.34  1165 37 (3.2%) 1.79 0.75 (0.46, 1.22) 0.2411   

Baseline UACR          0.5847  
<30 335 2 (0.6%) 0.15  352 1 (0.3%) 0.07 2.08 (0.19, 22.93) 0.5501   
>=30 - <=300 2256 3 (0.1%) 0.04  2218 4 (0.2%) 0.05 0.72 (0.16, 3.21) 0.6634   
>300 2506 75 (3.0%) 1.17  2522 118 (4.7%) 1.88 0.63 (0.47, 0.84) 0.0016   

Study Number          0.1219  
D169AC00001 2152 71 (3.3%) 1.54  2152 103 (4.8%) 2.26 0.68 (0.50, 0.91) 0.0111   
D1699C00001 962 13 (1.4%) 0.97  964 9 (0.9%) 0.68 1.43 (0.61, 3.34) 0.4125   
D1693C00001 2962 9 (0.3%) 0.08  2954 20 (0.7%) 0.17 0.45 (0.20, 0.98) 0.0446   
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DAPA CKD
Figure 1.1.4.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or renal death , overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.4.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or renal death , overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.4.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or renal death , overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.4.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or renal death , overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.4.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or renal death , overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.4.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or renal death , overall and by subgroups (full 
analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.4.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or renal death , overall and by subgroups (full 
analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.5.2 - Pooled IPD analysis: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 519 (8.5%) 2.96  6070 665 (11.0%) 3.87 0.76 (0.68, 0.85) <.0001  0.6751
Sex          0.1776  

Male 4158 382 (9.2%) 3.20  4114 468 (11.4%) 4.06 0.80 (0.70, 0.92) 0.0012   
Female 1918 137 (7.1%) 2.45  1956 197 (10.1%) 3.48 0.67 (0.54, 0.84) 0.0004   

Age (years)          0.3966  
<=65 years 3175 195 (6.1%) 2.03  3147 267 (8.5%) 2.85 0.72 (0.60, 0.86) 0.0004   
>65 years 2901 324 (11.2%) 4.10  2923 398 (13.6%) 5.09 0.79 (0.68, 0.92) 0.0019   

Region          0.9173  
Latin America 995 77 (7.7%) 2.91  965 91 (9.4%) 3.67 0.81 (0.60, 1.09) 0.1643   
Asia/Pacific 1280 71 (5.5%) 2.32  1257 88 (7.0%) 2.92 0.78 (0.57, 1.07) 0.1197   
Europe 2262 238 (10.5%) 3.54  2268 297 (13.1%) 4.43 0.78 (0.66, 0.92) 0.0038   
North America 1539 133 (8.6%) 2.61  1580 189 (12.0%) 3.78 0.71 (0.57, 0.89) 0.0025   

Race          0.0626  
White 4144 403 (9.7%) 3.20  4149 511 (12.3%) 4.13 0.77 (0.68, 0.88) 0.0001   
Black or African American 252 20 (7.9%) 2.77  249 42 (16.9%) 6.49 0.42 (0.25, 0.71) 0.0014   
Asian 1376 72 (5.2%) 2.14  1363 92 (6.7%) 2.77 0.76 (0.56, 1.04) 0.0886   
Other 304 24 (7.9%) 2.88  309 20 (6.5%) 2.33 1.20 (0.66, 2.18) 0.5421   

Baseline eGFR Group 1          0.1904  
< 45mL/min/1,73m2 1727 156 (9.0%) 4.42  1703 216 (12.7%) 6.43 0.68 (0.55, 0.83) 0.0002   
>= 45mL/min/1,73m2 4348 363 (8.3%) 2.60  4367 449 (10.3%) 3.25 0.80 (0.70, 0.92) 0.0014   

Baseline eGFR Group 2          0.1499  
< 60mL/min/1,73m2 3486 334 (9.6%) 4.31  3555 458 (12.9%) 5.87 0.72 (0.62, 0.83) <.0001   
>= 60mL/min/1,73m2 2589 185 (7.1%) 1.89  2515 207 (8.2%) 2.20 0.86 (0.70, 1.05) 0.1315   

Baseline systolic BP          0.6400  
<= 130 mmHg 2458 252 (10.3%) 3.89  2435 315 (12.9%) 4.98 0.79 (0.67, 0.93) 0.0042   
> 130 mmHg 3618 267 (7.4%) 2.42  3635 350 (9.6%) 3.22 0.74 (0.63, 0.87) 0.0003   

Heart Failure          0.7104  
Yes 1551 305 (19.7%) 9.85  1570 396 (25.2%) 13.08 0.75 (0.64, 0.87) 0.0001   
No 4525 214 (4.7%) 1.48  4500 269 (6.0%) 1.90 0.78 (0.65, 0.93) 0.0068   

Type 2 Diabetes          0.4785  
Yes 4899 427 (8.7%) 2.77  4905 539 (11.0%) 3.56 0.78 (0.68, 0.88) <.0001   
No 1177 92 (7.8%) 4.34  1165 126 (10.8%) 6.08 0.70 (0.53, 0.91) 0.0081   

Baseline UACR          0.3152  
<30 335 29 (8.7%) 2.19  352 27 (7.7%) 1.96 1.12 (0.66, 1.89) 0.6757   
>=30 - <=300 2256 142 (6.3%) 1.69  2218 178 (8.0%) 2.16 0.78 (0.63, 0.97) 0.0285   
>300 2506 155 (6.2%) 2.43  2522 209 (8.3%) 3.36 0.72 (0.59, 0.89) 0.0021   

Study Number          0.6751  
D169AC00001 2152 100 (4.6%) 2.16  2152 138 (6.4%) 3.04 0.71 (0.55, 0.92) 0.0089   
D1699C00001 962 191 (19.9%) 14.25  964 249 (25.8%) 19.28 0.74 (0.61, 0.89) 0.0016   
D1693C00001 2962 228 (7.7%) 1.97  2954 278 (9.4%) 2.45 0.81 (0.68, 0.96) 0.0157   
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DAPA CKD
Figure 1.1.5.3 - KM plot of pooled IPD: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.5.3 - KM plot of pooled IPD: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.5.3 - KM plot of pooled IPD: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.5.3 - KM plot of pooled IPD: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.6.2 - Pooled IPD analysis: Time from randomization to death from any cause, overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 499 (8.2%) 2.77  6070 632 (10.4%) 3.54 0.78 (0.70, 0.88) <.0001  0.4435
Sex          0.1136  

Male 4158 370 (8.9%) 3.02  4114 442 (10.7%) 3.68 0.83 (0.73, 0.96) 0.0095   
Female 1918 129 (6.7%) 2.24  1956 190 (9.7%) 3.25 0.68 (0.54, 0.85) 0.0006   

Age (years)          0.5232  
<=65 years 3175 187 (5.9%) 1.90  3147 248 (7.9%) 2.56 0.75 (0.62, 0.91) 0.0030   
>65 years 2901 312 (10.8%) 3.82  2923 384 (13.1%) 4.70 0.81 (0.70, 0.94) 0.0054   

Region          0.7307  
Latin America 995 86 (8.6%) 3.22  965 115 (11.9%) 4.56 0.71 (0.54, 0.95) 0.0187   
Asia/Pacific 1280 57 (4.5%) 1.83  1257 71 (5.6%) 2.30 0.80 (0.56, 1.13) 0.2010   
Europe 2262 228 (10.1%) 3.31  2268 270 (11.9%) 3.90 0.84 (0.70, 1.00) 0.0533   
North America 1539 128 (8.3%) 2.40  1580 176 (11.1%) 3.30 0.74 (0.59, 0.93) 0.0107   

Race          0.1401  
White 4144 396 (9.6%) 3.04  4149 489 (11.8%) 3.80 0.81 (0.71, 0.92) 0.0014   
Black or African American 252 15 (6.0%) 2.01  249 36 (14.5%) 5.02 0.39 (0.21, 0.72) 0.0024   
Asian 1376 59 (4.3%) 1.73  1363 72 (5.3%) 2.12 0.82 (0.58, 1.16) 0.2589   
Other 304 29 (9.5%) 3.44  309 35 (11.3%) 3.98 0.85 (0.52, 1.38) 0.5042   

Baseline eGFR Group 1          0.5921  
< 45mL/min/1,73m2 1727 141 (8.2%) 3.92  1703 184 (10.8%) 5.29 0.74 (0.60, 0.93) 0.0080   
>= 45mL/min/1,73m2 4348 358 (8.2%) 2.49  4367 448 (10.3%) 3.12 0.80 (0.70, 0.92) 0.0016   

Baseline eGFR Group 2          0.7756  
< 60mL/min/1,73m2 3486 306 (8.8%) 3.85  3555 389 (10.9%) 4.79 0.80 (0.69, 0.93) 0.0030   
>= 60mL/min/1,73m2 2589 193 (7.5%) 1.92  2515 243 (9.7%) 2.50 0.77 (0.64, 0.93) 0.0071   

Baseline systolic BP          0.1990  
<= 130 mmHg 2458 234 (9.5%) 3.51  2435 274 (11.3%) 4.17 0.86 (0.72, 1.02) 0.0829   
> 130 mmHg 3618 265 (7.3%) 2.34  3635 358 (9.8%) 3.17 0.73 (0.63, 0.86) 0.0001   

Heart Failure          0.7899  
Yes 1551 227 (14.6%) 6.94  1570 286 (18.2%) 8.61 0.80 (0.67, 0.95) 0.0123   
No 4525 272 (6.0%) 1.85  4500 346 (7.7%) 2.38 0.78 (0.66, 0.91) 0.0018   

Type 2 Diabetes          0.7736  
Yes 4899 422 (8.6%) 2.66  4905 531 (10.8%) 3.38 0.79 (0.70, 0.90) 0.0003   
No 1177 77 (6.5%) 3.58  1165 101 (8.7%) 4.73 0.75 (0.56, 1.02) 0.0630   

Baseline UACR          0.0789  
<30 335 39 (11.6%) 2.89  352 36 (10.2%) 2.53 1.14 (0.73, 1.80) 0.5623   
>=30 - <=300 2256 163 (7.2%) 1.88  2218 199 (9.0%) 2.33 0.81 (0.66, 1.00) 0.0476   
>300 2506 153 (6.1%) 2.35  2522 226 (9.0%) 3.50 0.67 (0.54, 0.82) 0.0001   

Study Number          0.4435  
D169AC00001 2152 101 (4.7%) 2.16  2152 146 (6.8%) 3.15 0.68 (0.53, 0.88) 0.0033   
D1699C00001 962 143 (14.9%) 10.18  964 168 (17.4%) 12.02 0.85 (0.68, 1.06) 0.1457   
D1693C00001 2962 255 (8.6%) 2.14  2954 318 (10.8%) 2.69 0.80 (0.68, 0.94) 0.0071   
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.6.3 - KM plot of pooled IPD: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.6.3 - KM plot of pooled IPD: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.6.3 - KM plot of pooled IPD: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.6.3 - KM plot of pooled IPD: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.7.2 - Pooled IPD analysis: Time from randomization to CV death , overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 310 (5.1%) 1.72  6070 353 (5.8%) 1.98 0.87 (0.75, 1.02) 0.0797  0.8578
Sex          0.1852  

Male 4158 230 (5.5%) 1.88  4114 247 (6.0%) 2.06 0.93 (0.78, 1.12) 0.4439   
Female 1918 80 (4.2%) 1.39  1956 106 (5.4%) 1.81 0.74 (0.56, 0.99) 0.0455   

Age (years)          0.7439  
<=65 years 3175 117 (3.7%) 1.19  3147 138 (4.4%) 1.42 0.85 (0.66, 1.09) 0.1916   
>65 years 2901 193 (6.7%) 2.37  2923 215 (7.4%) 2.63 0.89 (0.73, 1.08) 0.2433   

Region          0.6479  
Latin America 995 61 (6.1%) 2.29  965 63 (6.5%) 2.50 0.93 (0.66, 1.33) 0.6966   
Asia/Pacific 1280 39 (3.0%) 1.25  1257 39 (3.1%) 1.26 0.99 (0.64, 1.54) 0.9658   
Europe 2262 152 (6.7%) 2.21  2268 168 (7.4%) 2.43 0.89 (0.72, 1.11) 0.3188   
North America 1539 58 (3.8%) 1.09  1580 83 (5.3%) 1.56 0.72 (0.52, 1.01) 0.0566   

Race          0.3171  
White 4144 237 (5.7%) 1.82  4149 276 (6.7%) 2.14 0.86 (0.72, 1.02) 0.0785   
Black or African American 252 10 (4.0%) 1.35  249 18 (7.2%) 2.51 0.53 (0.24, 1.15) 0.1082   
Asian 1376 43 (3.1%) 1.26  1363 44 (3.2%) 1.30 0.98 (0.64, 1.49) 0.9292   
Other 304 20 (6.6%) 2.38  309 15 (4.9%) 1.71 1.35 (0.69, 2.64) 0.3781   

Baseline eGFR Group 1          0.5791  
< 45mL/min/1,73m2 1727 103 (6.0%) 2.87  1703 122 (7.2%) 3.51 0.82 (0.63, 1.06) 0.1349   
>= 45mL/min/1,73m2 4348 207 (4.8%) 1.44  4367 231 (5.3%) 1.61 0.90 (0.74, 1.08) 0.2589   

Baseline eGFR Group 2          0.5290  
< 60mL/min/1,73m2 3486 209 (6.0%) 2.63  3555 249 (7.0%) 3.07 0.85 (0.70, 1.02) 0.0756   
>= 60mL/min/1,73m2 2589 101 (3.9%) 1.01  2515 104 (4.1%) 1.07 0.94 (0.72, 1.24) 0.6668   

Baseline systolic BP          0.9474  
<= 130 mmHg 2458 156 (6.3%) 2.34  2435 178 (7.3%) 2.71 0.88 (0.71, 1.09) 0.2467   
> 130 mmHg 3618 154 (4.3%) 1.36  3635 175 (4.8%) 1.55 0.87 (0.70, 1.08) 0.2135   

Heart Failure          0.8085  
Yes 1551 175 (11.3%) 5.35  1570 204 (13.0%) 6.14 0.86 (0.71, 1.06) 0.1528   
No 4525 135 (3.0%) 0.92  4500 149 (3.3%) 1.03 0.90 (0.71, 1.13) 0.3518   

Type 2 Diabetes          0.9439  
Yes 4899 251 (5.1%) 1.58  4905 287 (5.9%) 1.83 0.87 (0.73, 1.03) 0.1086   
No 1177 59 (5.0%) 2.75  1165 66 (5.7%) 3.10 0.88 (0.62, 1.26) 0.4918   

Baseline UACR          0.2668  
<30 335 22 (6.6%) 1.63  352 17 (4.8%) 1.19 1.36 (0.72, 2.57) 0.3355   
>=30 - <=300 2256 82 (3.6%) 0.95  2218 90 (4.1%) 1.05 0.90 (0.67, 1.21) 0.4885   
>300 2506 87 (3.5%) 1.34  2522 111 (4.4%) 1.72 0.78 (0.59, 1.03) 0.0787   

Study Number          0.8578  
D169AC00001 2152 65 (3.0%) 1.39  2152 80 (3.7%) 1.73 0.80 (0.58, 1.12) 0.1928   
D1699C00001 962 119 (12.4%) 8.48  964 134 (13.9%) 9.59 0.88 (0.69, 1.13) 0.3260   
D1693C00001 2962 126 (4.3%) 1.06  2954 139 (4.7%) 1.18 0.90 (0.71, 1.15) 0.3940   
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.7.3 - KM plot of pooled IPD: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.7.3 - KM plot of pooled IPD: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.7.3 - KM plot of pooled IPD: Time from randomization to CV death , overall and by subgroups (full analysis set)

Page 3 of 4

Study Number: D1699C00001

962 921 843 504 90 0

964 917 823 509 94 0

0 6 12 18 24 30

Time to event (months)

0.70

0.75

0.80

0.85

0.90

0.95

1.00

S
ur

vi
va

l P
ro

ba
bi

lit
y

DAPA 10mg
Placebo

PlaceboDAPA 10mgTreatment

Kaplan-Meier Plot
With Number of Subjects at Risk



f_dapa_pooled_kmplot_cvdeath generated by dapapool_tte.sas at 18:32:32 on 15 July 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.7.3 - KM plot of pooled IPD: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.8.2 - Pooled IPD analysis: Time from randomization to renal death, overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with 
events [n(%)] Event rate N

Patients with events 
[n(%)] Event rate Hazard ratio (95% CI)

Hazard ratio 
p-value

Subgroup interaction 
test p-value

Study interaction test 
p-value

Overall 6076 7 (0.1%) 0.04  6070 14 (0.2%) 0.08 0.50 (0.20, 1.23) 0.1314  0.5655
Sex          0.2077  

Male 4158 2 (0.0%) 0.02  4114 8 (0.2%) 0.07 0.25 (0.05, 1.17) 0.0781   
Female 1918 5 (0.3%) 0.09  1956 6 (0.3%) 0.10 0.85 (0.26, 2.79) 0.7883   

Age (years)          0.3597  
<=65 years 3175 4 (0.1%) 0.04  3147 5 (0.2%) 0.05 0.79 (0.21, 2.93) 0.7191   
>65 years 2901 3 (0.1%) 0.04  2923 9 (0.3%) 0.11 0.33 (0.09, 1.24) 0.1004   

Region          -  
Latin America 995 2 (0.2%) 0.08  965 1 (0.1%) 0.04 - -   
Asia/Pacific 1280 3 (0.2%) 0.10  1257 2 (0.2%) 0.06 - -   
Europe 2262 0 (0.0%) 0  2268 5 (0.2%) 0.07 - -   
North America 1539 2 (0.1%) 0.04  1580 6 (0.4%) 0.11 - -   

Race          0.1449  
White 4144 3 (0.1%) 0.02  4149 10 (0.2%) 0.08 0.30 (0.08, 1.09) 0.0670   
Black or African American 252 0 (0.0%) 0  249 2 (0.8%) 0.28 0.00 (0.00, I) 0.9977   
Asian 1376 3 (0.2%) 0.09  1363 2 (0.1%) 0.06 1.48 (0.25, 8.85) 0.6689   
Other 304 1 (0.3%) 0.12  309 0 (0.0%) 0 823E5 (0.00, I) 0.9984   

Baseline eGFR Group 1          0.5208  
< 45mL/min/1,73m2 1727 3 (0.2%) 0.08  1703 8 (0.5%) 0.23 0.36 (0.10, 1.37) 0.1345   
>= 45mL/min/1,73m2 4348 4 (0.1%) 0.03  4367 6 (0.1%) 0.04 0.67 (0.19, 2.37) 0.5319   

Baseline eGFR Group 2          0.5522  
< 60mL/min/1,73m2 3486 4 (0.1%) 0.05  3555 10 (0.3%) 0.12 0.41 (0.13, 1.30) 0.1305   
>= 60mL/min/1,73m2 2589 3 (0.1%) 0.03  2515 4 (0.2%) 0.04 0.74 (0.16, 3.29) 0.6893   

Baseline systolic BP          0.1889  
<= 130 mmHg 2458 2 (0.1%) 0.03  2435 1 (0.0%) 0.02 2.07 (0.19, 22.86) 0.5521   
> 130 mmHg 3618 5 (0.1%) 0.04  3635 13 (0.4%) 0.12 0.38 (0.14, 1.08) 0.0685   

Heart Failure          0.4886  
Yes 1551 1 (0.1%) 0.03  1570 4 (0.3%) 0.12 0.26 (0.03, 2.33) 0.2279   
No 4525 6 (0.1%) 0.04  4500 10 (0.2%) 0.07 0.59 (0.22, 1.63) 0.3128   

Type 2 Diabetes          0.2918  
Yes 4899 7 (0.1%) 0.04  4905 12 (0.2%) 0.08 0.58 (0.23, 1.48) 0.2532   
No 1177 0 (0.0%) 0  1165 2 (0.2%) 0.09 0.00 (0.00, I) 0.9964   

Baseline UACR          0.2391  
<30 335 1 (0.3%) 0.07  352 0 (0.0%) 0 311E5 (0.00, I) 0.9975   
>=30 - <=300 2256 2 (0.1%) 0.02  2218 2 (0.1%) 0.02 0.99 (0.14, 7.06) 0.9956   
>300 2506 4 (0.2%) 0.06  2522 11 (0.4%) 0.17 0.36 (0.11, 1.13) 0.0808   

Study Number          0.5655  
D169AC00001 2152 2 (0.1%) 0.04  2152 6 (0.3%) 0.13 0.33 (0.07, 1.63) 0.1731   
D1699C00001 962 0 (0.0%) 0  964 1 (0.1%) 0.07 0.00 (0.00, I) 0.9975   
D1693C00001 2962 5 (0.2%) 0.04  2954 7 (0.2%) 0.06 0.71 (0.23, 2.25) 0.5652   
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.8.3 - KM plot of pooled IPD: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.8.3 - KM plot of pooled IPD: Time from randomization to renal death, overall and by subgroups (full analysis set)

Page 2 of 4

Study Number: D169AC00001

2152 2028 2013 1963 1525 672 43 0

2152 2027 1992 1944 1502 664 44 0

0 6 12 18 24 30 36 42

Time to event (months)

0.98

0.99

1.00

S
ur

vi
va

l P
ro

ba
bi

lit
y

DAPA 10mg
Placebo

PlaceboDAPA 10mgTreatment

Kaplan-Meier Plot
With Number of Subjects at Risk



f_dapa_pooled_kmplot_renaldeath generated by dapapool_tte.sas at 16:29:05 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.8.3 - KM plot of pooled IPD: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.8.3 - KM plot of pooled IPD: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.9.2 - Pooled IPD analysis: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 279 (4.6%) 1.59  6070 406 (6.7%) 2.36 0.67 (0.57, 0.78) <.0001  0.3134
Sex          0.3035  

Male 4158 206 (5.0%) 1.73  4114 287 (7.0%) 2.49 0.70 (0.59, 0.84) 0.0001   
Female 1918 73 (3.8%) 1.31  1956 119 (6.1%) 2.10 0.59 (0.44, 0.79) 0.0004   

Age (years)          0.6298  
<=65 years 3175 103 (3.2%) 1.07  3147 158 (5.0%) 1.69 0.64 (0.50, 0.82) 0.0004   
>65 years 2901 176 (6.1%) 2.23  2923 248 (8.5%) 3.17 0.69 (0.57, 0.84) 0.0002   

Region          0.8365  
Latin America 995 23 (2.3%) 0.87  965 40 (4.1%) 1.61 0.54 (0.33, 0.91) 0.0202   
Asia/Pacific 1280 38 (3.0%) 1.24  1257 57 (4.5%) 1.89 0.64 (0.43, 0.97) 0.0357   
Europe 2262 129 (5.7%) 1.92  2268 177 (7.8%) 2.65 0.70 (0.56, 0.88) 0.0024   
North America 1539 89 (5.8%) 1.75  1580 132 (8.4%) 2.64 0.68 (0.52, 0.89) 0.0053   

Race          0.1786  
White 4144 225 (5.4%) 1.79  4149 313 (7.5%) 2.53 0.70 (0.59, 0.84) <.0001   
Black or African American 252 13 (5.2%) 1.80  249 31 (12.4%) 4.80 0.37 (0.19, 0.71) 0.0027   
Asian 1376 34 (2.5%) 1.01  1363 56 (4.1%) 1.68 0.59 (0.39, 0.90) 0.0155   
Other 304 7 (2.3%) 0.84  309 6 (1.9%) 0.70 1.13 (0.38, 3.36) 0.8293   

Baseline eGFR Group 1          0.1362  
< 45mL/min/1,73m2 1727 79 (4.6%) 2.24  1703 132 (7.8%) 3.93 0.56 (0.42, 0.74) <.0001   
>= 45mL/min/1,73m2 4348 200 (4.6%) 1.43  4367 274 (6.3%) 1.98 0.72 (0.60, 0.86) 0.0004   

Baseline eGFR Group 2          0.2114  
< 60mL/min/1,73m2 3486 179 (5.1%) 2.31  3555 281 (7.9%) 3.61 0.63 (0.52, 0.76) <.0001   
>= 60mL/min/1,73m2 2589 100 (3.9%) 1.03  2515 125 (5.0%) 1.33 0.77 (0.59, 1.00) 0.0495   

Baseline systolic BP          0.4389  
<= 130 mmHg 2458 145 (5.9%) 2.24  2435 200 (8.2%) 3.17 0.71 (0.58, 0.88) 0.0019   
> 130 mmHg 3618 134 (3.7%) 1.21  3635 206 (5.7%) 1.90 0.63 (0.51, 0.79) <.0001   

Heart Failure          0.4202  
Yes 1551 189 (12.2%) 6.11  1570 262 (16.7%) 8.67 0.70 (0.58, 0.84) 0.0002   
No 4525 90 (2.0%) 0.62  4500 144 (3.2%) 1.02 0.61 (0.47, 0.80) 0.0003   

Type 2 Diabetes          0.3334  
Yes 4899 231 (4.7%) 1.50  4905 326 (6.6%) 2.16 0.69 (0.59, 0.82) <.0001   
No 1177 48 (4.1%) 2.27  1165 80 (6.9%) 3.86 0.57 (0.40, 0.81) 0.0020   

Baseline UACR          0.6236  
<30 335 11 (3.3%) 0.83  352 12 (3.4%) 0.87 0.96 (0.42, 2.17) 0.9148   
>=30 - <=300 2256 71 (3.1%) 0.84  2218 105 (4.7%) 1.27 0.66 (0.49, 0.90) 0.0076   
>300 2506 77 (3.1%) 1.21  2522 120 (4.8%) 1.93 0.62 (0.47, 0.83) 0.0011   

Study Number          0.3134  
D169AC00001 2152 37 (1.7%) 0.80  2152 71 (3.3%) 1.56 0.51 (0.34, 0.76) 0.0009   
D1699C00001 962 118 (12.3%) 8.80  964 168 (17.4%) 13.01 0.68 (0.53, 0.86) 0.0011   
D1693C00001 2962 124 (4.2%) 1.08  2954 167 (5.7%) 1.47 0.73 (0.58, 0.92) 0.0078   
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.9.3 - KM plot of pooled IPD: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.9.3 - KM plot of pooled IPD: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.9.3 - KM plot of pooled IPD: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.9.3 - KM plot of pooled IPD: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.10.2 - Pooled IPD analysis: Time from randomization to >=50% sustained decline in eGFR, overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 148 (2.4%) 0.86  6070 277 (4.6%) 1.62 0.52 (0.43, 0.63) <.0001  0.5612
Sex          0.2209  

Male 4158 88 (2.1%) 0.75  4114 182 (4.4%) 1.58 0.47 (0.37, 0.61) <.0001   
Female 1918 60 (3.1%) 1.09  1956 95 (4.9%) 1.71 0.61 (0.44, 0.85) 0.0029   

Age (years)          0.6836  
<=65 years 3175 102 (3.2%) 1.08  3147 185 (5.9%) 2.00 0.53 (0.42, 0.68) <.0001   
>65 years 2901 46 (1.6%) 0.59  2923 92 (3.1%) 1.18 0.49 (0.34, 0.70) <.0001   

Region          0.9385  
Latin America 995 31 (3.1%) 1.20  965 63 (6.5%) 2.65 0.47 (0.31, 0.73) 0.0006   
Asia/Pacific 1280 44 (3.4%) 1.47  1257 73 (5.8%) 2.48 0.56 (0.39, 0.82) 0.0025   
Europe 2262 43 (1.9%) 0.64  2268 81 (3.6%) 1.21 0.53 (0.36, 0.76) 0.0007   
North America 1539 30 (1.9%) 0.60  1580 60 (3.8%) 1.20 0.49 (0.31, 0.76) 0.0013   

Race          0.8995  
White 4144 78 (1.9%) 0.62  4149 154 (3.7%) 1.25 0.50 (0.38, 0.66) <.0001   
Black or African American 252 7 (2.8%) 1.00  249 12 (4.8%) 1.84 0.47 (0.18, 1.20) 0.1131   
Asian 1376 46 (3.3%) 1.41  1363 76 (5.6%) 2.35 0.58 (0.40, 0.83) 0.0031   
Other 304 17 (5.6%) 2.12  309 35 (11.3%) 4.34 0.44 (0.25, 0.79) 0.0063   

Baseline eGFR Group 1          0.0150  
< 45mL/min/1,73m2 1727 94 (5.4%) 2.84  1703 139 (8.2%) 4.35 0.64 (0.49, 0.83) 0.0008   
>= 45mL/min/1,73m2 4348 54 (1.2%) 0.39  4367 138 (3.2%) 1.00 0.39 (0.28, 0.53) <.0001   

Baseline eGFR Group 2          0.1690  
< 60mL/min/1,73m2 3486 119 (3.4%) 1.60  3555 209 (5.9%) 2.76 0.56 (0.45, 0.70) <.0001   
>= 60mL/min/1,73m2 2589 29 (1.1%) 0.29  2515 68 (2.7%) 0.72 0.40 (0.26, 0.62) <.0001   

Baseline systolic BP          0.2238  
<= 130 mmHg 2458 38 (1.5%) 0.59  2435 84 (3.4%) 1.33 0.42 (0.29, 0.62) <.0001   
> 130 mmHg 3618 110 (3.0%) 1.01  3635 193 (5.3%) 1.80 0.56 (0.45, 0.71) <.0001   

Heart Failure          0.6462  
Yes 1551 27 (1.7%) 0.86  1570 46 (2.9%) 1.46 0.58 (0.36, 0.93) 0.0229   
No 4525 121 (2.7%) 0.85  4500 231 (5.1%) 1.66 0.51 (0.41, 0.63) <.0001   

Type 2 Diabetes          0.9118  
Yes 4899 113 (2.3%) 0.74  4905 213 (4.3%) 1.41 0.52 (0.41, 0.65) <.0001   
No 1177 35 (3.0%) 1.75  1165 64 (5.5%) 3.24 0.53 (0.35, 0.80) 0.0027   

Baseline UACR          0.7347  
<30 335 1 (0.3%) 0.07  352 1 (0.3%) 0.07 1.03 (0.06, 16.42) 0.9849   
>=30 - <=300 2256 15 (0.7%) 0.18  2218 34 (1.5%) 0.41 0.43 (0.23, 0.79) 0.0066   
>300 2506 125 (5.0%) 2.06  2522 232 (9.2%) 3.91 0.52 (0.42, 0.65) <.0001   

Study Number          0.5612  
D169AC00001 2152 112 (5.2%) 2.61  2152 201 (9.3%) 4.79 0.54 (0.43, 0.68) <.0001   
D1699C00001 962 7 (0.7%) 0.52  964 10 (1.0%) 0.75 0.71 (0.27, 1.85) 0.4784   
D1693C00001 2962 29 (1.0%) 0.25  2954 66 (2.2%) 0.57 0.43 (0.28, 0.67) 0.0002   
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.10.3 - KM plot of pooled IPD: Time from randomization to >=50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.10.3 - KM plot of pooled IPD: Time from randomization to >=50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.10.3 - KM plot of pooled IPD: Time from randomization to >=50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.10.3 - KM plot of pooled IPD: Time from randomization to >=50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.10.3 - KM plot of pooled IPD: Time from randomization to >=50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.10.3 - KM plot of pooled IPD: Time from randomization to >=50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.10.3 - KM plot of pooled IPD: Time from randomization to >=50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.11.2 - Pooled IPD analysis: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, chronic dialysis treatment, or 
receiving a renal transplant), overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 128 (2.1%) 0.74  6070 187 (3.1%) 1.09 0.67 (0.54, 0.84) 0.0005  0.0390
Sex          0.4248  

Male 4158 85 (2.0%) 0.72  4114 133 (3.2%) 1.15 0.63 (0.48, 0.83) 0.0009   
Female 1918 43 (2.2%) 0.78  1956 54 (2.8%) 0.96 0.77 (0.51, 1.14) 0.1916   

Age (years)          0.6403  
<=65 years 3175 85 (2.7%) 0.89  3147 129 (4.1%) 1.39 0.65 (0.49, 0.85) 0.0019   
>65 years 2901 43 (1.5%) 0.55  2923 58 (2.0%) 0.74 0.72 (0.49, 1.08) 0.1097   

Region          0.0325  
Latin America 995 37 (3.7%) 1.43  965 45 (4.7%) 1.87 0.79 (0.51, 1.23) 0.3006   
Asia/Pacific 1280 40 (3.1%) 1.33  1257 38 (3.0%) 1.28 0.98 (0.63, 1.53) 0.9367   
Europe 2262 29 (1.3%) 0.43  2268 48 (2.1%) 0.71 0.61 (0.39, 0.97) 0.0379   
North America 1539 22 (1.4%) 0.43  1580 56 (3.5%) 1.11 0.39 (0.24, 0.64) 0.0002   

Race          0.2717  
White 4144 64 (1.5%) 0.51  4149 103 (2.5%) 0.83 0.63 (0.46, 0.86) 0.0034   
Black or African American 252 5 (2.0%) 0.71  249 12 (4.8%) 1.82 0.36 (0.13, 1.03) 0.0557   
Asian 1376 41 (3.0%) 1.26  1363 44 (3.2%) 1.35 0.89 (0.58, 1.36) 0.5959   
Other 304 18 (5.9%) 2.24  309 28 (9.1%) 3.43 0.59 (0.33, 1.08) 0.0862   

Baseline eGFR Group 1          0.0333  
< 45mL/min/1,73m2 1727 109 (6.3%) 3.28  1703 139 (8.2%) 4.34 0.75 (0.58, 0.96) 0.0229   
>= 45mL/min/1,73m2 4348 19 (0.4%) 0.14  4367 48 (1.1%) 0.34 0.40 (0.23, 0.67) 0.0006   

Baseline eGFR Group 2          0.0066  
< 60mL/min/1,73m2 3486 127 (3.6%) 1.70  3555 174 (4.9%) 2.28 0.73 (0.58, 0.92) 0.0065   
>= 60mL/min/1,73m2 2589 1 (0.0%) 0.01  2515 13 (0.5%) 0.14 0.07 (0.01, 0.54) 0.0106   

Baseline systolic BP          0.0865  
<= 130 mmHg 2458 31 (1.3%) 0.48  2435 60 (2.5%) 0.95 0.49 (0.32, 0.76) 0.0014   
> 130 mmHg 3618 97 (2.7%) 0.89  3635 127 (3.5%) 1.17 0.76 (0.59, 0.99) 0.0457   

Heart Failure          0.6651  
Yes 1551 23 (1.5%) 0.73  1570 30 (1.9%) 0.95 0.75 (0.44, 1.30) 0.3078   
No 4525 105 (2.3%) 0.74  4500 157 (3.5%) 1.12 0.66 (0.51, 0.84) 0.0008   

Type 2 Diabetes          0.9804  
Yes 4899 90 (1.8%) 0.59  4905 131 (2.7%) 0.86 0.67 (0.51, 0.88) 0.0037   
No 1177 38 (3.2%) 1.89  1165 56 (4.8%) 2.82 0.67 (0.44, 1.01) 0.0559   

Baseline UACR          0.5415  
<30 335 2 (0.6%) 0.15  352 1 (0.3%) 0.07 2.09 (0.19, 23.04) 0.5475   
>=30 - <=300 2256 2 (0.1%) 0.02  2218 2 (0.1%) 0.02 0.92 (0.13, 6.57) 0.9376   
>300 2506 111 (4.4%) 1.81  2522 176 (7.0%) 2.93 0.62 (0.49, 0.79) <.0001   

Study Number          0.0390  
D169AC00001 2152 109 (5.1%) 2.53  2152 161 (7.5%) 3.79 0.66 (0.52, 0.84) 0.0009   
D1699C00001 962 13 (1.4%) 0.97  964 8 (0.8%) 0.60 1.61 (0.67, 3.87) 0.2924   
D1693C00001 2962 6 (0.2%) 0.05  2954 18 (0.6%) 0.16 0.33 (0.13, 0.83) 0.0186   
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_esrd generated by dapapool_tte.sas at 16:29:23 on 9 August 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.11.3 - KM plot of pooled IPD: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 ml/min/1.73m2, 
chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)

Page 17 of 17

Study Number: D1693C00001

2962 2932 2887 2849 2819 2772 2723 2545 1842 544 15

2954 2922 2882 2839 2785 2727 2682 2506 1833 551 24

0 6 12 18 24 30 36 42 48 54 60

Time to event (months)

0.850

0.875

0.900

0.925

0.950

0.975

1.000

S
ur

vi
va

l P
ro

ba
bi

lit
y

DAPA 10mg
Placebo

PlaceboDAPA 10mgTreatment

Kaplan-Meier Plot
With Number of Subjects at Risk



t_dapa_pooled_ipdtte_egfrunder15.pdf generated by dapapool_tte.sas at 18:31:48 on 15 July 2021

Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.12.2 - Pooled IPD analysis: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 88 (1.4%) 0.51  6070 124 (2.0%) 0.72 0.69 (0.53, 0.91) 0.0088  0.4825
Sex          0.2852  

Male 4158 55 (1.3%) 0.46  4114 87 (2.1%) 0.75 0.62 (0.44, 0.87) 0.0061   
Female 1918 33 (1.7%) 0.60  1956 37 (1.9%) 0.66 0.85 (0.53, 1.36) 0.4911   

Age (years)          0.6597  
<=65 years 3175 66 (2.1%) 0.69  3147 90 (2.9%) 0.96 0.72 (0.53, 0.99) 0.0447   
>65 years 2901 22 (0.8%) 0.28  2923 34 (1.2%) 0.43 0.63 (0.37, 1.07) 0.0877   

Region          0.3493  
Latin America 995 22 (2.2%) 0.85  965 29 (3.0%) 1.21 0.72 (0.41, 1.26) 0.2543   
Asia/Pacific 1280 33 (2.6%) 1.10  1257 33 (2.6%) 1.11 0.93 (0.57, 1.50) 0.7604   
Europe 2262 20 (0.9%) 0.30  2268 35 (1.5%) 0.52 0.58 (0.34, 1.01) 0.0545   
North America 1539 13 (0.8%) 0.26  1580 27 (1.7%) 0.53 0.47 (0.24, 0.90) 0.0241   

Race          0.5519  
White 4144 38 (0.9%) 0.30  4149 61 (1.5%) 0.49 0.63 (0.42, 0.94) 0.0242   
Black or African American 252 4 (1.6%) 0.57  249 6 (2.4%) 0.91 0.56 (0.16, 2.00) 0.3743   
Asian 1376 34 (2.5%) 1.04  1363 36 (2.6%) 1.10 0.90 (0.56, 1.44) 0.6547   
Other 304 12 (3.9%) 1.49  309 21 (6.8%) 2.57 0.50 (0.24, 1.03) 0.0600   

Baseline eGFR Group 1          0.0533  
< 45mL/min/1,73m2 1727 82 (4.7%) 2.47  1703 104 (6.1%) 3.23 0.75 (0.56, 1.01) 0.0544   
>= 45mL/min/1,73m2 4348 6 (0.1%) 0.04  4367 20 (0.5%) 0.14 0.30 (0.12, 0.74) 0.0089   

Baseline eGFR Group 2          0.2787  
< 60mL/min/1,73m2 3486 87 (2.5%) 1.16  3555 120 (3.4%) 1.57 0.72 (0.55, 0.95) 0.0211   
>= 60mL/min/1,73m2 2589 1 (0.0%) 0.01  2515 4 (0.2%) 0.04 0.20 (0.02, 1.86) 0.1585   

Baseline systolic BP          0.2160  
<= 130 mmHg 2458 18 (0.7%) 0.28  2435 33 (1.4%) 0.52 0.51 (0.29, 0.91) 0.0234   
> 130 mmHg 3618 70 (1.9%) 0.64  3635 91 (2.5%) 0.84 0.77 (0.56, 1.05) 0.1030   

Heart Failure          0.7719  
Yes 1551 9 (0.6%) 0.29  1570 14 (0.9%) 0.44 0.61 (0.27, 1.42) 0.2525   
No 4525 79 (1.7%) 0.56  4500 110 (2.4%) 0.79 0.70 (0.53, 0.94) 0.0172   

Type 2 Diabetes          0.5406  
Yes 4899 61 (1.2%) 0.40  4905 81 (1.7%) 0.53 0.74 (0.53, 1.03) 0.0715   
No 1177 27 (2.3%) 1.34  1165 43 (3.7%) 2.16 0.62 (0.38, 1.00) 0.0498   

Baseline UACR          0.4744  
<30 335 1 (0.3%) 0.07  352 0 (0.0%) 0 311E5 (0.00, I) 0.9975   
>=30 - <=300 2256 1 (0.0%) 0.01  2218 1 (0.0%) 0.01 0.91 (0.06, 14.66) 0.9495   
>300 2506 85 (3.4%) 1.39  2522 123 (4.9%) 2.04 0.68 (0.52, 0.90) 0.0072   

Study Number          0.4825  
D169AC00001 2152 84 (3.9%) 1.95  2152 120 (5.6%) 2.82 0.68 (0.52, 0.90) 0.0077   
D1699C00001 962 1 (0.1%) 0.07  964 0 (0.0%) 0 284E5 (0.00, I) 0.9975   
D1693C00001 2962 3 (0.1%) 0.03  2954 4 (0.1%) 0.03 0.74 (0.17, 3.31) 0.6958   
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.12.3 - KM plot of pooled IPD: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_egfrunder15 generated by dapapool_tte.sas at 18:32:53 on 15 July 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.12.3 - KM plot of pooled IPD: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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f_dapa_pooled_kmplot_egfrunder15 generated by dapapool_tte.sas at 18:32:53 on 15 July 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.12.3 - KM plot of pooled IPD: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.12.3 - KM plot of pooled IPD: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.13.2 - Pooled IPD analysis: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 85 (1.4%) 0.48  6070 122 (2.0%) 0.70 0.68 (0.52, 0.90) 0.0074  0.0302
Sex          0.3349  

Male 4158 64 (1.5%) 0.53  4114 85 (2.1%) 0.72 0.75 (0.54, 1.03) 0.0765   
Female 1918 21 (1.1%) 0.37  1956 37 (1.9%) 0.65 0.55 (0.32, 0.93) 0.0272   

Age (years)          0.1836  
<=65 years 3175 51 (1.6%) 0.53  3147 84 (2.7%) 0.89 0.60 (0.42, 0.84) 0.0036   
>65 years 2901 34 (1.2%) 0.43  2923 38 (1.3%) 0.48 0.88 (0.56, 1.40) 0.5973   

Region          0.1499  
Latin America 995 24 (2.4%) 0.91  965 33 (3.4%) 1.33 0.73 (0.43, 1.24) 0.2437   
Asia/Pacific 1280 21 (1.6%) 0.68  1257 21 (1.7%) 0.69 0.94 (0.51, 1.72) 0.8412   
Europe 2262 22 (1.0%) 0.32  2268 25 (1.1%) 0.37 0.89 (0.50, 1.57) 0.6796   
North America 1539 18 (1.2%) 0.35  1580 43 (2.7%) 0.84 0.41 (0.24, 0.72) 0.0017   

Race          0.5422  
White 4144 51 (1.2%) 0.40  4149 70 (1.7%) 0.56 0.74 (0.51, 1.05) 0.0949   
Black or African American 252 4 (1.6%) 0.56  249 8 (3.2%) 1.19 0.43 (0.13, 1.44) 0.1708   
Asian 1376 21 (1.5%) 0.62  1363 25 (1.8%) 0.75 0.80 (0.45, 1.44) 0.4616   
Other 304 9 (3.0%) 1.08  309 19 (6.1%) 2.22 0.47 (0.21, 1.04) 0.0610   

Baseline eGFR Group 1          0.0835  
< 45mL/min/1,73m2 1727 68 (3.9%) 1.93  1703 83 (4.9%) 2.45 0.78 (0.57, 1.08) 0.1295   
>= 45mL/min/1,73m2 4348 17 (0.4%) 0.12  4367 39 (0.9%) 0.28 0.44 (0.25, 0.78) 0.0047   

Baseline eGFR Group 2          0.0057  
< 60mL/min/1,73m2 3486 85 (2.4%) 1.09  3555 112 (3.2%) 1.42 0.76 (0.57, 1.00) 0.0517   
>= 60mL/min/1,73m2 2589 0 (0.0%) 0  2515 10 (0.4%) 0.10 0.00 (0.00, I) 0.9919   

Baseline systolic BP          0.0591  
<= 130 mmHg 2458 21 (0.9%) 0.32  2435 44 (1.8%) 0.69 0.45 (0.27, 0.77) 0.0030   
> 130 mmHg 3618 64 (1.8%) 0.58  3635 78 (2.1%) 0.71 0.82 (0.59, 1.14) 0.2413   

Heart Failure          0.4531  
Yes 1551 19 (1.2%) 0.60  1570 22 (1.4%) 0.69 0.86 (0.46, 1.58) 0.6175   
No 4525 66 (1.5%) 0.46  4500 100 (2.2%) 0.70 0.65 (0.48, 0.89) 0.0065   

Type 2 Diabetes          0.5490  
Yes 4899 58 (1.2%) 0.37  4905 88 (1.8%) 0.57 0.65 (0.47, 0.90) 0.0104   
No 1177 27 (2.3%) 1.29  1165 34 (2.9%) 1.65 0.78 (0.47, 1.30) 0.3407   

Baseline UACR          0.9164  
<30 335 1 (0.3%) 0.07  352 1 (0.3%) 0.07 1.04 (0.07, 16.63) 0.9776   
>=30 - <=300 2256 1 (0.0%) 0.01  2218 2 (0.1%) 0.02 0.45 (0.04, 5.00) 0.5184   
>300 2506 70 (2.8%) 1.10  2522 111 (4.4%) 1.77 0.62 (0.46, 0.84) 0.0019   

Study Number          0.0302  
D169AC00001 2152 68 (3.2%) 1.47  2152 99 (4.6%) 2.18 0.67 (0.49, 0.92) 0.0121   
D1699C00001 962 13 (1.4%) 0.97  964 8 (0.8%) 0.60 1.61 (0.67, 3.87) 0.2920   
D1693C00001 2962 4 (0.1%) 0.03  2954 15 (0.5%) 0.13 0.26 (0.09, 0.80) 0.0180   
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DAPA CKD
Figure 1.1.13.3 - KM plot of pooled IPD: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.13.3 - KM plot of pooled IPD: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.13.3 - KM plot of pooled IPD: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.13.3 - KM plot of pooled IPD: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.13.3 - KM plot of pooled IPD: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.13.3 - KM plot of pooled IPD: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.13.3 - KM plot of pooled IPD: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.13.3 - KM plot of pooled IPD: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.13.3 - KM plot of pooled IPD: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.13.3 - KM plot of pooled IPD: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)

Page 10 of 10

Study Number: D1693C00001

2962 2932 2887 2850 2819 2772 2725 2546 1843 544 15

2954 2922 2882 2839 2785 2727 2683 2509 1836 553 24

0 6 12 18 24 30 36 42 48 54 60

Time to event (months)

0.90

0.92

0.94

0.96

0.98

1.00

S
ur

vi
va

l P
ro

ba
bi

lit
y

DAPA 10mg
Placebo

PlaceboDAPA 10mgTreatment

Kaplan-Meier Plot
With Number of Subjects at Risk



t_dapa_pooled_ipdtte_renaltrans.pdf generated by dapapool_tte.sas at 18:31:51 on 15 July 2021

Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.14.2 - Pooled IPD analysis: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with 
events [n(%)] Event rate N

Patients with 
events [n(%)] Event rate Hazard ratio (95% CI)

Hazard ratio 
p-value

Subgroup interaction 
test p-value

Study interaction test 
p-value

Overall 6076 3 (0.0%) 0.02  6070 8 (0.1%) 0.05 0.37 (0.10, 1.39) 0.1411  1.0000
Sex          -  

Male 4158 2 (0.0%) 0.02  4114 6 (0.1%) 0.05 - -   
Female 1918 1 (0.1%) 0.02  1956 2 (0.1%) 0.03 - -   

Age (years)          0.5192  
<=65 years 3175 3 (0.1%) 0.03  3147 7 (0.2%) 0.07 0.42 (0.11, 1.63) 0.2121   
>65 years 2901 0 (0.0%) 0  2923 1 (0.0%) 0.01 0.00 (0.00, I) 0.9975   

Region          -  
Latin America 995 0 (0.0%) 0  965 1 (0.1%) 0.04 - -   
Asia/Pacific 1280 2 (0.2%) 0.06  1257 1 (0.1%) 0.03 - -   
Europe 2262 0 (0.0%) 0  2268 4 (0.2%) 0.06 - -   
North America 1539 1 (0.1%) 0.02  1580 2 (0.1%) 0.04 - -   

Race          -  
White 4144 1 (0.0%) 0.01  4149 7 (0.2%) 0.06 - -   
Black or African American 252 0 (0.0%) 0  249 0 (0.0%) 0 - -   
Asian 1376 2 (0.1%) 0.06  1363 1 (0.1%) 0.03 - -   
Other 304 0 (0.0%) 0  309 0 (0.0%) 0 - -   

Baseline eGFR Group 1          0.5366  
< 45mL/min/1,73m2 1727 3 (0.2%) 0.08  1703 7 (0.4%) 0.20 0.41 (0.11, 1.58) 0.1932   
>= 45mL/min/1,73m2 4348 0 (0.0%) 0  4367 1 (0.0%) 0.01 0.00 (0.00, I) 0.9975   

Baseline eGFR Group 2          0.5039  
< 60mL/min/1,73m2 3486 3 (0.1%) 0.04  3555 7 (0.2%) 0.09 0.43 (0.11, 1.65) 0.2170   
>= 60mL/min/1,73m2 2589 0 (0.0%) 0  2515 1 (0.0%) 0.01 0.00 (0.00, I) 0.9975   

Baseline systolic BP          -  
<= 130 mmHg 2458 1 (0.0%) 0.02  2435 3 (0.1%) 0.05 - -   
> 130 mmHg 3618 2 (0.1%) 0.02  3635 5 (0.1%) 0.05 - -   

Heart Failure          0.9977  
Yes 1551 0 (0.0%) 0  1570 0 (0.0%) 0 1.00 (1.00, 1.00) .   
No 4525 3 (0.1%) 0.02  4500 8 (0.2%) 0.06 0.37 (0.10, 1.40) 0.1426   

Type 2 Diabetes          -  
Yes 4899 1 (0.0%) 0.01  4905 3 (0.1%) 0.02 - -   
No 1177 2 (0.2%) 0.09  1165 5 (0.4%) 0.24 - -   

Baseline UACR          1.0000  
<30 335 0 (0.0%) 0  352 0 (0.0%) 0 1.00 (1.00, 1.00) .   
>=30 - <=300 2256 0 (0.0%) 0  2218 0 (0.0%) 0 1.00 (1.00, 1.00) .   
>300 2506 3 (0.1%) 0.05  2522 8 (0.3%) 0.13 0.37 (0.10, 1.41) 0.1457   

Study Number          1.0000  
D169AC00001 2152 3 (0.1%) 0.06  2152 8 (0.4%) 0.17 0.37 (0.10, 1.39) 0.1411   
D1699C00001 962 0 (0.0%) 0  964 0 (0.0%) 0 1.00 (1.00, 1.00) .   
D1693C00001 2962 0 (0.0%) 0  2954 0 (0.0%) 0 1.00 (1.00, 1.00) .   
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DAPA CKD
Figure 1.1.14.3 - KM plot of pooled IPD: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.14.3 - KM plot of pooled IPD: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.14.3 - KM plot of pooled IPD: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.14.3 - KM plot of pooled IPD: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.18.2 - Pooled IPD analysis: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 640 (10.5%) 3.73  6070 692 (11.4%) 4.08 0.92 (0.82, 1.02) 0.1079  0.9999
Sex          0.6859  

Male 4158 470 (11.3%) 4.03  4114 499 (12.1%) 4.39 0.93 (0.82, 1.05) 0.2373   
Female 1918 170 (8.9%) 3.08  1956 193 (9.9%) 3.44 0.88 (0.72, 1.08) 0.2285   

Age (years)          0.4730  
<=65 years 3175 272 (8.6%) 2.89  3147 306 (9.7%) 3.31 0.88 (0.75, 1.03) 0.1164   
>65 years 2901 368 (12.7%) 4.74  2923 386 (13.2%) 4.99 0.95 (0.82, 1.09) 0.4688   

Region          0.6106  
Latin America 995 82 (8.2%) 3.12  965 87 (9.0%) 3.53 0.91 (0.67, 1.23) 0.5296   
Asia/Pacific 1280 91 (7.1%) 3.02  1257 83 (6.6%) 2.77 1.10 (0.81, 1.48) 0.5427   
Europe 2262 297 (13.1%) 4.52  2268 319 (14.1%) 4.85 0.93 (0.79, 1.08) 0.3348   
North America 1539 170 (11.0%) 3.43  1580 203 (12.8%) 4.12 0.84 (0.69, 1.04) 0.1043   

Race          0.1390  
White 4144 492 (11.9%) 3.99  4149 542 (13.1%) 4.46 0.90 (0.80, 1.01) 0.0850   
Black or African American 252 20 (7.9%) 2.84  249 33 (13.3%) 5.07 0.58 (0.33, 1.01) 0.0524   
Asian 1376 100 (7.3%) 3.04  1363 95 (7.0%) 2.87 1.06 (0.80, 1.40) 0.6799   
Other 304 28 (9.2%) 3.39  309 22 (7.1%) 2.58 1.29 (0.74, 2.25) 0.3730   

Baseline eGFR Group 1          0.1253  
< 45mL/min/1,73m2 1727 156 (9.0%) 4.45  1703 189 (11.1%) 5.60 0.79 (0.64, 0.98) 0.0309   
>= 45mL/min/1,73m2 4348 484 (11.1%) 3.55  4367 503 (11.5%) 3.70 0.96 (0.85, 1.09) 0.5244   

Baseline eGFR Group 2          0.7189  
< 60mL/min/1,73m2 3486 351 (10.1%) 4.58  3555 394 (11.1%) 5.06 0.90 (0.78, 1.04) 0.1596   
>= 60mL/min/1,73m2 2589 289 (11.2%) 3.04  2515 298 (11.8%) 3.25 0.94 (0.80, 1.10) 0.4334   

Baseline systolic BP          0.8694  
<= 130 mmHg 2458 275 (11.2%) 4.31  2435 301 (12.4%) 4.80 0.91 (0.77, 1.07) 0.2488   
> 130 mmHg 3618 365 (10.1%) 3.39  3635 391 (10.8%) 3.65 0.92 (0.80, 1.07) 0.2823   

Heart Failure          0.8458  
Yes 1551 258 (16.6%) 8.32  1570 287 (18.3%) 9.13 0.91 (0.77, 1.07) 0.2561   
No 4525 382 (8.4%) 2.72  4500 405 (9.0%) 2.93 0.93 (0.81, 1.07) 0.2889   

Type 2 Diabetes          0.8213  
Yes 4899 558 (11.4%) 3.71  4905 601 (12.3%) 4.04 0.92 (0.82, 1.03) 0.1597   
No 1177 82 (7.0%) 3.86  1165 91 (7.8%) 4.32 0.89 (0.66, 1.20) 0.4406   

Baseline UACR          0.5418  
<30 335 43 (12.8%) 3.36  352 42 (11.9%) 3.14 1.07 (0.70, 1.64) 0.7498   
>=30 - <=300 2256 241 (10.7%) 2.94  2218 251 (11.3%) 3.11 0.95 (0.79, 1.13) 0.5356   
>300 2506 200 (8.0%) 3.20  2522 231 (9.2%) 3.75 0.85 (0.70, 1.03) 0.0932   

Study Number          0.9999  
D169AC00001 2152 132 (6.1%) 2.89  2152 143 (6.6%) 3.15 0.92 (0.72, 1.16) 0.4673   
D1699C00001 962 151 (15.7%) 10.97  964 164 (17.0%) 11.97 0.92 (0.73, 1.14) 0.4398   
D1693C00001 2962 357 (12.1%) 3.18  2954 385 (13.0%) 3.48 0.92 (0.79, 1.06) 0.2276   
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.18.3 - KM plot of pooled IPD: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.18.3 - KM plot of pooled IPD: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.18.3 - KM plot of pooled IPD: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.18.3 - KM plot of pooled IPD: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.19.2 - Pooled IPD analysis: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 239 (3.9%) 1.38  6070 252 (4.2%) 1.46 0.94 (0.79, 1.12) 0.5059  0.7462
Sex          0.5494  

Male 4158 184 (4.4%) 1.56  4114 186 (4.5%) 1.61 0.97 (0.79, 1.19) 0.7436   
Female 1918 55 (2.9%) 0.99  1956 66 (3.4%) 1.16 0.85 (0.59, 1.21) 0.3643   

Age (years)          0.0914  
<=65 years 3175 109 (3.4%) 1.15  3147 133 (4.2%) 1.42 0.81 (0.63, 1.04) 0.0973   
>65 years 2901 130 (4.5%) 1.65  2923 119 (4.1%) 1.51 1.09 (0.85, 1.40) 0.4755   

Region          0.6684  
Latin America 995 10 (1.0%) 0.38  965 13 (1.3%) 0.52 0.73 (0.32, 1.67) 0.4561   
Asia/Pacific 1280 29 (2.3%) 0.95  1257 33 (2.6%) 1.09 0.89 (0.54, 1.46) 0.6392   
Europe 2262 111 (4.9%) 1.67  2268 105 (4.6%) 1.56 1.07 (0.82, 1.39) 0.6310   
North America 1539 89 (5.8%) 1.78  1580 101 (6.4%) 2.02 0.88 (0.66, 1.17) 0.3867   

Race          0.3741  
White 4144 194 (4.7%) 1.55  4149 198 (4.8%) 1.60 0.97 (0.80, 1.18) 0.7655   
Black or African American 252 5 (2.0%) 0.70  249 12 (4.8%) 1.81 0.41 (0.14, 1.15) 0.0900   
Asian 1376 33 (2.4%) 0.99  1363 36 (2.6%) 1.08 0.93 (0.58, 1.49) 0.7582   
Other 304 7 (2.3%) 0.85  309 6 (1.9%) 0.70 1.19 (0.40, 3.54) 0.7556   

Baseline eGFR Group 1          0.5460  
< 45mL/min/1,73m2 1727 37 (2.1%) 1.04  1703 43 (2.5%) 1.26 0.83 (0.54, 1.29) 0.4078   
>= 45mL/min/1,73m2 4348 202 (4.6%) 1.46  4367 209 (4.8%) 1.51 0.96 (0.79, 1.17) 0.7109   

Baseline eGFR Group 2          0.8186  
< 60mL/min/1,73m2 3486 98 (2.8%) 1.27  3555 104 (2.9%) 1.32 0.97 (0.73, 1.28) 0.8181   
>= 60mL/min/1,73m2 2589 141 (5.4%) 1.47  2515 148 (5.9%) 1.58 0.93 (0.74, 1.17) 0.5200   

Baseline systolic BP          0.7949  
<= 130 mmHg 2458 88 (3.6%) 1.37  2435 90 (3.7%) 1.42 0.97 (0.73, 1.31) 0.8547   
> 130 mmHg 3618 151 (4.2%) 1.38  3635 162 (4.5%) 1.49 0.93 (0.74, 1.16) 0.4994   

Heart Failure          0.8335  
Yes 1551 65 (4.2%) 2.06  1570 68 (4.3%) 2.14 0.98 (0.69, 1.37) 0.8907   
No 4525 174 (3.8%) 1.22  4500 184 (4.1%) 1.31 0.93 (0.76, 1.15) 0.5185   

Type 2 Diabetes          0.5949  
Yes 4899 225 (4.6%) 1.48  4905 240 (4.9%) 1.59 0.93 (0.78, 1.12) 0.4436   
No 1177 14 (1.2%) 0.66  1165 12 (1.0%) 0.57 1.16 (0.54, 2.50) 0.7092   

Baseline UACR          0.9084  
<30 335 17 (5.1%) 1.31  352 22 (6.3%) 1.63 0.81 (0.43, 1.52) 0.5127   
>=30 - <=300 2256 113 (5.0%) 1.36  2218 121 (5.5%) 1.48 0.93 (0.72, 1.20) 0.5706   
>300 2506 84 (3.4%) 1.33  2522 87 (3.4%) 1.39 0.94 (0.70, 1.27) 0.7066   

Study Number          0.7462  
D169AC00001 2152 40 (1.9%) 0.87  2152 37 (1.7%) 0.81 1.07 (0.69, 1.68) 0.7615   
D1699C00001 962 22 (2.3%) 1.59  964 21 (2.2%) 1.52 1.04 (0.57, 1.90) 0.8860   
D1693C00001 2962 177 (6.0%) 1.56  2954 194 (6.6%) 1.72 0.91 (0.74, 1.11) 0.3405   
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.19.3 - KM plot of pooled IPD: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.19.3 - KM plot of pooled IPD: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)

Page 2 of 4

Study Number: D169AC00001

2152 2021 1995 1935 1494 653 39 0

2152 2018 1973 1918 1475 649 43 0

0 6 12 18 24 30 36 42

Time to event (months)

0.90

0.92

0.94

0.96

0.98

1.00

S
ur

vi
va

l P
ro

ba
bi

lit
y

DAPA 10mg
Placebo

PlaceboDAPA 10mgTreatment

Kaplan-Meier Plot
With Number of Subjects at Risk



f_dapa_pooled_kmplot_mi generated by dapapool_tte.sas at 18:33:09 on 15 July 2021

Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.19.3 - KM plot of pooled IPD: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.19.3 - KM plot of pooled IPD: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 1.1.20.2 - Pooled IPD analysis: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N
Patients with events 

[n(%)] Event rate N
Patients with events 

[n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 186 (3.1%) 1.06  6070 188 (3.1%) 1.08 0.98 (0.80, 1.20) 0.8348  0.9926
Sex          0.6340  

Male 4158 132 (3.2%) 1.11  4114 136 (3.3%) 1.17 0.95 (0.74, 1.20) 0.6527   
Female 1918 54 (2.8%) 0.97  1956 52 (2.7%) 0.91 1.05 (0.72, 1.54) 0.7859   

Age (years)          0.2144  
<=65 years 3175 80 (2.5%) 0.83  3147 92 (2.9%) 0.98 0.85 (0.63, 1.15) 0.2948   
>65 years 2901 106 (3.7%) 1.34  2923 96 (3.3%) 1.21 1.10 (0.84, 1.45) 0.4875   

Region          0.1943  
Latin America 995 18 (1.8%) 0.68  965 17 (1.8%) 0.68 1.02 (0.53, 1.99) 0.9455   
Asia/Pacific 1280 35 (2.7%) 1.14  1257 21 (1.7%) 0.69 1.68 (0.98, 2.89) 0.0602   
Europe 2262 85 (3.8%) 1.26  2268 91 (4.0%) 1.35 0.93 (0.70, 1.26) 0.6536   
North America 1539 48 (3.1%) 0.94  1580 59 (3.7%) 1.16 0.81 (0.55, 1.18) 0.2754   

Race          0.1905  
White 4144 135 (3.3%) 1.07  4149 149 (3.6%) 1.20 0.89 (0.71, 1.13) 0.3420   
Black or African American 252 7 (2.8%) 0.98  249 10 (4.0%) 1.49 0.65 (0.25, 1.72) 0.3891   
Asian 1376 39 (2.8%) 1.17  1363 26 (1.9%) 0.78 1.52 (0.92, 2.49) 0.1005   
Other 304 5 (1.6%) 0.60  309 3 (1.0%) 0.35 1.64 (0.39, 6.88) 0.4975   

Baseline eGFR Group 1          0.4796  
< 45mL/min/1,73m2 1727 35 (2.0%) 0.99  1703 40 (2.3%) 1.17 0.85 (0.54, 1.33) 0.4735   
>= 45mL/min/1,73m2 4348 151 (3.5%) 1.08  4367 148 (3.4%) 1.06 1.02 (0.81, 1.27) 0.8970   

Baseline eGFR Group 2          0.4488  
< 60mL/min/1,73m2 3486 86 (2.5%) 1.11  3555 82 (2.3%) 1.03 1.07 (0.79, 1.45) 0.6667   
>= 60mL/min/1,73m2 2589 100 (3.9%) 1.03  2515 106 (4.2%) 1.13 0.91 (0.69, 1.20) 0.4963   

Baseline systolic BP          0.5517  
<= 130 mmHg 2458 62 (2.5%) 0.95  2435 68 (2.8%) 1.06 0.90 (0.64, 1.27) 0.5543   
> 130 mmHg 3618 124 (3.4%) 1.13  3635 120 (3.3%) 1.10 1.02 (0.80, 1.32) 0.8489   

Heart Failure          0.3159  
Yes 1551 59 (3.8%) 1.86  1570 52 (3.3%) 1.61 1.15 (0.79, 1.67) 0.4706   
No 4525 127 (2.8%) 0.89  4500 136 (3.0%) 0.96 0.92 (0.72, 1.17) 0.4875   

Type 2 Diabetes          0.7450  
Yes 4899 169 (3.4%) 1.10  4905 169 (3.4%) 1.11 0.99 (0.80, 1.22) 0.9235   
No 1177 17 (1.4%) 0.80  1165 19 (1.6%) 0.90 0.88 (0.46, 1.70) 0.7052   

Baseline UACR          0.8657  
<30 335 11 (3.3%) 0.83  352 10 (2.8%) 0.73 1.15 (0.49, 2.71) 0.7506   
>=30 - <=300 2256 86 (3.8%) 1.02  2218 83 (3.7%) 1.00 1.02 (0.75, 1.37) 0.9163   
>300 2506 65 (2.6%) 1.02  2522 69 (2.7%) 1.10 0.93 (0.66, 1.30) 0.6633   

Study Number          0.9926  
D169AC00001 2152 43 (2.0%) 0.93  2152 43 (2.0%) 0.94 0.99 (0.65, 1.51) 0.9706   
D1699C00001 962 22 (2.3%) 1.58  964 23 (2.4%) 1.67 0.95 (0.53, 1.70) 0.8561   
D1693C00001 2962 121 (4.1%) 1.05  2954 122 (4.1%) 1.07 0.98 (0.76, 1.26) 0.8716   
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.20.3 - KM plot of pooled IPD: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.20.3 - KM plot of pooled IPD: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.20.3 - KM plot of pooled IPD: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Plots shown for subgroups where interaction p-value is <=0.05. Plots for study included for QC

DAPA CKD
Figure 1.1.20.3 - KM plot of pooled IPD: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Individual study results included for QC check
Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

DAPA CKD
Table 4.1.21.2 - Pooled IPD analysis: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category N Patients with events [n(%)] Event rate N Patients with events [n(%)] Event rate Hazard ratio (95% CI)
Hazard ratio 

p-value
Subgroup interaction 

test p-value
Study interaction test 

p-value
Overall 6076 2071 (34.1%) 14.60  6070 2291 (37.7%) 16.61 0.88 (0.83, 0.93) <.0001  0.0426
Sex          0.9347  

Male 4158 1451 (34.9%) 15.11  4114 1595 (38.8%) 17.36 0.87 (0.81, 0.94) 0.0002   
Female 1918 620 (32.3%) 13.52  1956 696 (35.6%) 15.13 0.88 (0.79, 0.98) 0.0170   

Age (years)          0.3595  
<=65 years 3175 960 (30.2%) 12.12  3147 1084 (34.4%) 14.23 0.85 (0.78, 0.93) 0.0003   
>65 years 2901 1111 (38.3%) 17.73  2923 1207 (41.3%) 19.55 0.90 (0.83, 0.98) 0.0127   

Region          0.3922  
Latin America 995 244 (24.5%) 10.41  965 280 (29.0%) 12.78 0.84 (0.71, 1.00) 0.0450   
Asia/Pacific 1280 364 (28.4%) 14.29  1257 393 (31.3%) 15.62 0.90 (0.78, 1.04) 0.1464   
Europe 2262 818 (36.2%) 15.07  2268 932 (41.1%) 17.69 0.84 (0.77, 0.93) 0.0004   
North America 1539 645 (41.9%) 16.67  1580 686 (43.4%) 17.98 0.94 (0.85, 1.05) 0.2685   

Race          0.5933  
White 4144 1553 (37.5%) 15.52  4149 1693 (40.8%) 17.43 0.89 (0.83, 0.95) 0.0010   
Black or African American 252 83 (32.9%) 13.62  249 102 (41.0%) 19.07 0.73 (0.54, 0.97) 0.0312   
Asian 1376 354 (25.7%) 12.34  1363 404 (29.6%) 14.25 0.85 (0.74, 0.98) 0.0257   
Other 304 81 (26.6%) 11.48  309 92 (29.8%) 13.06 0.85 (0.63, 1.15) 0.2887   

Baseline eGFR Group 1          0.1008  
< 45mL/min/1,73m2 1727 547 (31.7%) 18.52  1703 630 (37.0%) 22.80 0.81 (0.72, 0.90) 0.0002   
>= 45mL/min/1,73m2 4348 1523 (35.0%) 13.56  4367 1661 (38.0%) 15.06 0.90 (0.84, 0.97) 0.0034   

Baseline eGFR Group 2          0.1969  
< 60mL/min/1,73m2 3486 1147 (32.9%) 18.04  3555 1326 (37.3%) 21.06 0.85 (0.78, 0.92) <.0001   
>= 60mL/min/1,73m2 2589 923 (35.7%) 11.79  2515 965 (38.4%) 12.88 0.92 (0.84, 1.00) 0.0616   

Baseline systolic BP          0.5686  
<= 130 mmHg 2458 825 (33.6%) 15.56  2435 922 (37.9%) 18.18 0.86 (0.78, 0.94) 0.0017   
> 130 mmHg 3618 1246 (34.4%) 14.02  3635 1369 (37.7%) 15.70 0.89 (0.82, 0.96) 0.0030   

Heart Failure          0.9799  
Yes 1551 665 (42.9%) 27.85  1570 743 (47.3%) 31.27 0.88 (0.79, 0.98) 0.0159   
No 4525 1406 (31.1%) 11.91  4500 1548 (34.4%) 13.56 0.88 (0.82, 0.95) 0.0005   

Type 2 Diabetes          0.4389  
Yes 4899 1766 (36.0%) 14.33  4905 1939 (39.5%) 16.19 0.88 (0.83, 0.94) 0.0002   
No 1177 305 (25.9%) 16.32  1165 352 (30.2%) 19.39 0.82 (0.71, 0.96) 0.0139   

Baseline UACR          0.0527  
<30 335 142 (42.4%) 14.14  352 142 (40.3%) 13.38 1.06 (0.84, 1.34) 0.6178   
>=30 - <=300 2256 794 (35.2%) 11.73  2218 821 (37.0%) 12.44 0.94 (0.86, 1.04) 0.2394   
>300 2506 753 (30.0%) 14.33  2522 882 (35.0%) 17.47 0.82 (0.75, 0.91) <.0001   

Study Number          0.0426  
D169AC00001 2152 567 (26.3%) 14.28  2152 664 (30.9%) 17.27 0.83 (0.74, 0.93) 0.0011   
D1699C00001 962 368 (38.3%) 32.53  964 439 (45.5%) 41.82 0.78 (0.68, 0.90) 0.0005   
D1693C00001 2962 1136 (38.4%) 12.50  2954 1188 (40.2%) 13.36 0.94 (0.86, 1.02) 0.1232   
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Table 1.2.1.2 - Pooled IPD analysis: Change from baseline over time in eGFR (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category / Timepoint / Statistic n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95%
CI of adj.

mean n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95%
CI of adj.

mean
Diff. vs Placebo

(95% CI)
Diff.

p-value

Effect size
(Hedge's g)

(95% CI)
Interaction

p-value

Study
interaction

p-value
Overall                  0.0513

Baseline                   
Absolute value 6073 62.44 (26.670) 55.0 (43.0, 79.0) 11.0, 203.0    6068 61.72 (26.238) 55.0 (43.0, 78.0) 13.0, 226.0        

12 months post-baseline                   
Absolute value 5415 59.24 (27.095) 54.0 (38.0, 77.0) 4.0, 274.0    5305 59.74 (27.690) 55.0 (39.0, 77.0) 4.0, 389.0        
Change from baseline 5415 -3.95 (11.638) -4.0 (-10.0, 1.0) -76.0, 108.0 -4.76 (0.175) (-5.10, -4.42)  5305 -2.84 (12.738) -3.0 (-9.0, 3.0) -86.0, 322.0 -3.74 (0.177) (-4.09, -3.39) -1.02 (-1.47, -0.57) <.0001 -0.09 (-0.13, -0.05)   

24 months post-baseline                   
Absolute value 4362 60.57 (28.176) 57.0 (39.0, 80.0) 2.0, 211.0    4250 58.95 (28.282) 55.0 (38.0, 78.0) 3.0, 186.0        
Change from baseline 4362 -5.65 (13.319) -6.0 (-12.0, 1.0) -100.0, 98.0 -6.17 (0.205) (-6.57, -5.77)  4250 -6.16 (13.757) -5.0 (-13.0, 1.0) -82.0, 107.0 -6.97 (0.208) (-7.38, -6.57) 0.80 (0.28, 1.33) 0.0028 0.04 (-0.00, 0.08)   

Sex                 0.7770  
Male                   

Baseline                   
Absolute value 4155 63.13 (26.764) 56.0 (43.0, 80.0) 11.0, 203.0    4112 61.99 (26.304) 55.0 (43.0, 78.0) 13.0, 226.0        

12 months post-baseline                   
Absolute value 3722 60.00 (27.170) 55.0 (39.0, 78.0) 4.0, 180.0    3617 60.06 (27.616) 55.0 (40.0, 77.0) 5.0, 222.0        
Change from baseline 3722 -3.89 (11.600) -4.0 (-10.0, 1.0) -76.0, 108.0 -4.65 (0.203) (-5.05, -4.26)  3617 -2.75 (11.893) -3.0 (-9.0, 3.0) -86.0, 76.0 -3.62 (0.206) (-4.02, -3.22) -1.03 (-1.56, -0.51) 0.0001 -0.10 (-0.14, -0.05)   

24 months post-baseline                   
Absolute value 2946 61.59 (28.282) 58.0 (40.0, 81.0) 2.0, 211.0    2870 59.23 (28.505) 55.0 (38.0, 78.0) 3.0, 169.0        
Change from baseline 2946 -5.65 (13.085) -6.0 (-12.0, 1.0) -100.0, 98.0 -6.10 (0.244) (-6.57, -5.62)  2870 -6.30 (13.575) -6.0 (-14.0, 1.0) -82.0, 75.0 -7.03 (0.247) (-7.51, -6.55) 0.93 (0.30, 1.56) 0.0037 0.05 (-0.00, 0.10)   

Female                   
Baseline                   

Absolute value 1918 60.94 (26.409) 54.0 (41.0, 77.0) 14.0, 174.0    1956 61.15 (26.096) 55.0 (42.0, 78.0) 22.0, 176.0        
12 months post-baseline                   

Absolute value 1693 57.58 (26.863) 53.0 (37.0, 74.0) 9.0, 274.0    1688 59.04 (27.842) 55.0 (39.0, 76.0) 4.0, 389.0        
Change from baseline 1693 -4.09 (11.725) -5.0 (-10.0, 2.0) -48.0, 104.0 -4.99 (0.338) (-5.65, -4.33)  1688 -3.02 (14.384) -3.0 (-9.0, 3.0) -73.0, 322.0 -3.98 (0.343) (-4.65, -3.30) -1.01 (-1.87, -0.16) 0.0203 -0.08 (-0.15, -0.01)   

24 months post-baseline                   
Absolute value 1416 58.44 (27.843) 54.0 (37.0, 77.5) 4.0, 194.0    1380 58.36 (27.812) 55.0 (38.0, 76.0) 3.0, 186.0        
Change from baseline 1416 -5.65 (13.798) -6.0 (-13.0, 1.0) -71.0, 73.0 -6.31 (0.379) (-7.06, -5.57)  1380 -5.88 (14.131) -5.0 (-13.0, 1.0) -61.0, 107.0 -6.83 (0.386) (-7.58, -6.07) 0.51 (-0.45, 1.47) 0.2958 0.02 (-0.06, 0.09)   

Age (years)                 0.0374  
<= 65 years                   

Baseline                   
Absolute value 3174 66.98 (29.332) 59.0 (44.0, 88.0) 11.0, 203.0    3146 65.82 (29.038) 58.0 (43.0, 85.0) 22.0, 226.0        

12 months post-baseline                   
Absolute value 2845 63.79 (29.685) 60.0 (40.0, 84.0) 4.0, 274.0    2786 63.43 (30.084) 59.0 (40.0, 84.0) 4.0, 198.0        
Change from baseline 2845 -4.16 (12.460) -4.0 (-11.0, 2.0) -76.0, 108.0 -4.67 (0.293) (-5.25, -4.10)  2786 -3.37 (13.042) -3.0 (-10.0, 3.0) -86.0, 76.0 -4.04 (0.295) (-4.62, -3.46) -0.63 (-1.28, 0.01) 0.0553 -0.06 (-0.11, -0.01)   

24 months post-baseline                   
Absolute value 2461 64.28 (30.201) 62.0 (40.0, 86.0) 2.0, 211.0    2382 61.76 (30.651) 58.5 (38.0, 83.0) 3.0, 186.0        
Change from baseline 2461 -5.94 (14.289) -6.0 (-13.0, 1.0) -100.0, 98.0 -6.27 (0.328) (-6.91, -5.63)  2382 -6.95 (14.269) -6.0 (-15.0, 1.0) -82.0, 75.0 -7.54 (0.331) (-8.19, -6.89) 1.27 (0.52, 2.02) 0.0009 0.07 (0.01, 0.13)   
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 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category / Timepoint / Statistic n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95%
CI of adj.

mean n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95%
CI of adj.

mean
Diff. vs Placebo

(95% CI)
Diff.

p-value

Effect size
(Hedge's g)

(95% CI)
Interaction

p-value

Study
interaction

p-value
Age (years)  (contd.)                   

> 65 years                   
Baseline                   

Absolute value 2899 57.47 (22.382) 53.0 (41.0, 69.0) 13.0, 160.0    2922 57.31 (22.011) 53.0 (42.0, 68.0) 13.0, 170.0        
12 months post-baseline                   

Absolute value 2570 54.21 (22.879) 50.0 (37.0, 67.0) 8.0, 162.0    2519 55.66 (24.131) 52.0 (39.0, 69.0) 6.0, 389.0        
Change from baseline 2570 -3.72 (10.653) -4.0 (-9.0, 1.0) -57.0, 66.0 -4.53 (0.227) (-4.97, -4.08)  2519 -2.25 (12.369) -2.0 (-8.0, 3.0) -59.0, 322.0 -3.08 (0.230) (-3.53, -2.63) -1.45 (-2.06, -0.84) <.0001 -0.13 (-0.18, -0.07)   

24 months post-baseline                   
Absolute value 1901 55.76 (24.500) 53.0 (37.0, 71.0) 6.0, 142.0    1868 55.36 (24.480) 52.0 (37.5, 71.0) 5.0, 158.0        
Change from baseline 1901 -5.27 (11.941) -6.0 (-12.0, 1.0) -66.0, 73.0 -5.74 (0.274) (-6.28, -5.21)  1868 -5.16 (13.010) -5.0 (-12.0, 2.0) -73.0, 107.0 -5.96 (0.277) (-6.50, -5.42) 0.22 (-0.51, 0.95) 0.5588 -0.01 (-0.07, 0.05)   

Region                 0.8238  
Latin America                   

Baseline                   
Absolute value 995 60.57 (27.481) 53.0 (40.0, 76.0) 13.0, 160.0    965 58.37 (26.917) 52.0 (39.0, 70.0) 23.0, 226.0        

12 months post-baseline                   
Absolute value 919 55.43 (27.277) 50.0 (34.0, 73.0) 8.0, 164.0    843 54.53 (27.547) 49.0 (34.0, 69.0) 4.0, 198.0        
Change from baseline 919 -5.22 (11.580) -5.0 (-11.0, 0.0) -56.0, 58.0 -4.90 (0.405) (-5.69, -4.10)  843 -4.22 (12.808) -4.0 (-10.0, 2.0) -86.0, 76.0 -4.06 (0.424) (-4.89, -3.23) -0.83 (-1.93, 0.26) 0.1366 -0.08 (-0.18, 0.01)   

24 months post-baseline                   
Absolute value 738 55.98 (28.980) 49.0 (34.0, 75.0) 5.0, 160.0    673 52.10 (28.028) 48.0 (31.0, 68.0) 3.0, 159.0        
Change from baseline 738 -7.33 (13.319) -7.0 (-14.0, -1.0) -63.0, 62.0 -6.48 (0.485) (-7.43, -5.53)  673 -7.92 (14.385) -7.0 (-15.0, -1.0) -62.0, 75.0 -7.78 (0.508) (-8.78, -6.78) 1.30 (-0.01, 2.61) 0.0524 0.04 (-0.06, 0.15)   

Asia/Pacific                   
Baseline                   

Absolute value 1279 56.63 (25.063) 50.0 (39.0, 69.0) 19.0, 170.0    1256 56.98 (25.000) 51.0 (38.0, 71.0) 13.0, 154.0        
12 months post-baseline                   

Absolute value 1080 54.53 (26.971) 48.0 (35.0, 70.0) 4.0, 274.0    1054 55.40 (26.623) 50.0 (36.0, 74.0) 5.0, 158.0        
Change from baseline 1080 -4.20 (10.197) -4.0 (-9.0, 0.0) -66.0, 104.0 -3.91 (0.337) (-4.57, -3.25)  1054 -3.86 (10.740) -3.0 (-9.0, 1.0) -76.0, 68.0 -3.70 (0.340) (-4.36, -3.03) -0.21 (-1.08, 0.66) 0.6376 -0.03 (-0.12, 0.05)   

24 months post-baseline                   
Absolute value 830 56.47 (28.003) 50.0 (35.0, 77.0) 2.0, 194.0    804 55.33 (28.491) 49.5 (32.0, 74.0) 5.0, 149.0        
Change from baseline 830 -5.74 (11.645) -6.0 (-12.0, 0.0) -74.0, 47.0 -5.33 (0.425) (-6.16, -4.50)  804 -7.08 (12.918) -6.0 (-13.0, 0.0) -82.0, 63.0 -6.82 (0.430) (-7.66, -5.97) 1.48 (0.37, 2.60) 0.0091 0.11 (0.01, 0.21)   

Europe                   
Baseline                   

Absolute value 2262 64.98 (26.933) 57.0 (45.0, 84.0) 14.0, 190.0    2267 64.52 (26.442) 57.0 (45.0, 82.0) 23.0, 175.0        
12 months post-baseline                   

Absolute value 2071 62.22 (27.215) 57.0 (41.0, 80.0) 6.0, 172.0    2068 63.29 (27.525) 59.0 (43.0, 81.0) 5.0, 185.0        
Change from baseline 2071 -3.27 (11.941) -4.0 (-10.0, 3.0) -76.0, 108.0 -4.51 (0.280) (-5.06, -3.96)  2068 -1.88 (12.208) -2.0 (-8.0, 4.0) -86.0, 75.0 -3.13 (0.282) (-3.68, -2.58) -1.38 (-2.09, -0.66) 0.0002 -0.12 (-0.18, -0.05)   

24 months post-baseline                   
Absolute value 1708 63.78 (28.706) 61.0 (41.5, 83.5) 6.0, 211.0    1715 63.05 (28.864) 60.0 (41.0, 82.0) 3.0, 186.0        
Change from baseline 1708 -4.60 (13.634) -5.0 (-12.0, 2.0) -100.0, 98.0 -5.57 (0.335) (-6.22, -4.91)  1715 -4.81 (14.016) -5.0 (-12.0, 2.0) -69.0, 107.0 -5.91 (0.336) (-6.57, -5.25) 0.34 (-0.52, 1.20) 0.4353 0.02 (-0.05, 0.08)   
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 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category / Timepoint / Statistic n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95%
CI of adj.

mean n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95%
CI of adj.

mean
Diff. vs Placebo

(95% CI)
Diff.

p-value

Effect size
(Hedge's g)

(95% CI)
Interaction

p-value

Study
interaction

p-value
Region  (contd.)                   

North America                   
Baseline                   

Absolute value 1537 64.74 (26.220) 58.0 (45.0, 81.0) 11.0, 203.0    1580 63.52 (25.757) 57.0 (45.0, 80.0) 20.0, 170.0        
12 months post-baseline                   

Absolute value 1345 61.05 (26.069) 57.0 (41.0, 77.0) 15.0, 180.0    1340 60.96 (27.931) 57.0 (41.0, 76.0) 8.0, 389.0        
Change from baseline 1345 -3.94 (12.210) -4.0 (-10.0, 1.0) -64.0, 98.0 -5.75 (0.434) (-6.60, -4.89)  1340 -2.64 (14.672) -3.0 (-8.0, 4.0) -59.0, 322.0 -4.60 (0.431) (-5.44, -3.75) -1.15 (-2.14, -0.16) 0.0233 -0.10 (-0.17, -0.02)   

24 months post-baseline                   
Absolute value 1086 61.76 (26.076) 59.0 (43.0, 78.0) 6.0, 152.0    1058 59.39 (26.095) 57.0 (40.0, 77.0) 6.0, 157.0        
Change from baseline 1086 -6.09 (13.879) -6.0 (-13.0, 1.0) -85.0, 90.0 -7.63 (0.465) (-8.54, -6.72)  1058 -6.55 (13.351) -5.0 (-14.0, 1.0) -63.0, 68.0 -8.45 (0.466) (-9.37, -7.54) 0.82 (-0.23, 1.87) 0.1242 0.03 (-0.05, 0.12)   

Race                 0.0687  
White                   

Baseline                   
Absolute value 4142 64.54 (26.759) 57.0 (44.0, 82.0) 11.0, 180.0    4148 63.36 (26.393) 56.0 (44.0, 80.0) 20.0, 226.0        

12 months post-baseline                   
Absolute value 3760 61.19 (26.894) 57.0 (41.0, 78.0) 6.0, 180.0    3677 61.55 (27.783) 57.0 (42.0, 78.0) 5.0, 389.0        
Change from baseline 3760 -3.68 (11.991) -4.0 (-10.0, 2.0) -76.0, 108.0 -4.93 (0.219) (-5.36, -4.50)  3677 -2.25 (13.239) -3.0 (-8.0, 4.0) -86.0, 322.0 -3.57 (0.223) (-4.00, -3.13) -1.36 (-1.92, -0.81) <.0001 -0.11 (-0.16, -0.07)   

24 months post-baseline                   
Absolute value 3032 62.70 (27.780) 59.0 (41.0, 82.0) 6.0, 211.0    2968 60.85 (28.018) 57.0 (40.0, 79.0) 3.0, 186.0        
Change from baseline 3032 -5.30 (13.545) -6.0 (-12.0, 1.0) -85.0, 98.0 -6.21 (0.254) (-6.71, -5.71)  2968 -5.52 (14.172) -5.0 (-13.0, 2.0) -73.0, 107.0 -6.73 (0.257) (-7.23, -6.22) 0.52 (-0.13, 1.16) 0.1155 0.02 (-0.03, 0.07)   

Black or African American                   
Baseline                   

Absolute value 252 59.77 (25.706) 52.0 (42.0, 73.0) 25.0, 149.0    249 61.14 (25.187) 55.0 (42.0, 77.0) 25.0, 164.0        
12 months post-baseline                   

Absolute value 208 55.98 (27.840) 48.5 (34.5, 74.0) 13.0, 155.0    204 56.74 (25.282) 52.5 (38.0, 72.0) 17.0, 185.0        
Change from baseline 208 -4.38 (10.501) -5.0 (-11.0, -0.5) -24.0, 36.0 -4.38 (0.873) (-6.09, -2.66)  204 -3.68 (13.516) -3.0 (-9.0, 3.0) -45.0, 49.0 -4.47 (0.876) (-6.19, -2.75) 0.09 (-2.21, 2.40) 0.9361 -0.06 (-0.25, 0.14)   

24 months post-baseline                   
Absolute value 177 55.76 (28.110) 49.0 (34.0, 75.0) 7.0, 140.0    151 54.55 (27.590) 49.0 (32.0, 72.0) 10.0, 139.0        
Change from baseline 177 -5.95 (12.064) -8.0 (-14.0, 0.0) -36.0, 41.0 -5.99 (0.935) (-7.83, -4.15)  151 -9.60 (13.112) -9.0 (-16.0, -1.0) -48.0, 21.0 -9.52 (0.985) (-11.46, -7.59) 3.53 (1.02, 6.05) 0.0061 0.29 (0.07, 0.51)   

Asian                   
Baseline                   

Absolute value 1375 57.15 (25.800) 50.0 (39.0, 70.0) 19.0, 203.0    1362 57.58 (25.396) 51.0 (38.0, 74.0) 13.0, 154.0        
12 months post-baseline                   

Absolute value 1169 54.78 (26.999) 48.0 (35.0, 72.0) 4.0, 274.0    1154 55.78 (27.001) 50.0 (35.0, 74.0) 5.0, 158.0        
Change from baseline 1169 -4.28 (10.668) -4.0 (-9.0, 1.0) -71.0, 104.0 -4.04 (0.331) (-4.69, -3.39)  1154 -4.04 (10.648) -4.0 (-9.0, 1.0) -76.0, 68.0 -3.88 (0.332) (-4.54, -3.23) -0.15 (-1.00, 0.69) 0.7219 -0.02 (-0.10, 0.06)   

24 months post-baseline                   
Absolute value 903 56.76 (28.451) 50.0 (35.0, 77.0) 2.0, 194.0    899 56.09 (28.770) 51.0 (33.0, 76.0) 5.0, 149.0        
Change from baseline 903 -5.93 (12.167) -6.0 (-12.0, 0.0) -83.0, 47.0 -5.55 (0.405) (-6.34, -4.75)  899 -7.00 (12.145) -6.0 (-13.0, -1.0) -82.0, 63.0 -6.74 (0.406) (-7.54, -5.95) 1.20 (0.15, 2.24) 0.0250 0.09 (-0.00, 0.18)   
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 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category / Timepoint / Statistic n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95%
CI of adj.

mean n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95%
CI of adj.

mean
Diff. vs Placebo

(95% CI)
Diff.

p-value

Effect size
(Hedge's g)

(95% CI)
Interaction

p-value

Study
interaction

p-value
Race  (contd.)                   

Other                   
Baseline                   

Absolute value 304 59.92 (26.512) 55.5 (40.0, 74.5) 13.0, 180.0    309 58.46 (26.416) 52.0 (39.0, 72.0) 23.0, 176.0        
12 months post-baseline                   

Absolute value 278 54.09 (26.649) 50.0 (33.0, 72.0) 8.0, 132.0    270 54.31 (28.523) 47.0 (32.0, 72.0) 4.0, 156.0        
Change from baseline 278 -5.92 (11.330) -6.0 (-12.0, 0.0) -60.0, 54.0 -4.90 (0.932) (-6.73, -3.07)  270 -4.99 (12.811) -5.0 (-11.0, 0.0) -60.0, 65.0 -4.23 (0.959) (-6.11, -2.34) -0.68 (-2.62, 1.27) 0.4946 -0.08 (-0.24, 0.09)   

24 months post-baseline                   
Absolute value 250 51.81 (28.598) 46.5 (28.0, 71.0) 5.0, 160.0    232 48.49 (26.770) 43.0 (27.0, 64.5) 4.0, 138.0        
Change from baseline 250 -8.71 (14.943) -8.5 (-15.0, -1.0) -100.0, 52.0 -7.54 (1.067) (-9.64, -5.44)  232 -8.96 (13.891) -8.0 (-17.0, -1.0) -62.0, 37.0 -8.98 (1.094) (-11.13, -6.84) 1.44 (-0.96, 3.85) 0.2390 0.02 (-0.16, 0.20)   

Baseline eGFR group 1                 0.4713  
< 45mL/min/1,73m2                   

Baseline                   
Absolute value 1727 35.57 (5.776) 36.0 (31.0, 40.0) 11.0, 45.0    1703 35.20 (5.788) 36.0 (31.0, 40.0) 13.0, 47.0        

12 months post-baseline                   
Absolute value 1482 32.76 (10.918) 32.0 (26.0, 38.0) 4.0, 127.0    1423 33.07 (11.054) 32.0 (26.0, 39.0) 4.0, 114.0        
Change from baseline 1482 -2.83 (9.492) -4.0 (-7.0, 0.0) -33.0, 108.0 1.09 (0.319) (0.46, 1.71)  1423 -2.14 (9.295) -3.0 (-7.0, 1.0) -28.0, 76.0 1.63 (0.320) (1.00, 2.26) -0.54 (-1.20, 0.11) 0.1031 -0.07 (-0.15, -0.00)   

24 months post-baseline                   
Absolute value 1069 30.60 (12.094) 29.0 (23.0, 36.0) 2.0, 105.0    1043 29.84 (12.351) 29.0 (21.0, 37.0) 4.0, 109.0        
Change from baseline 1069 -4.63 (10.785) -6.0 (-10.0, -1.0) -36.0, 90.0 -0.60 (0.370) (-1.33, 0.12)  1043 -5.10 (10.912) -5.0 (-11.0, -1.0) -33.0, 75.0 -1.21 (0.371) (-1.93, -0.48) 0.60 (-0.23, 1.43) 0.1536 0.04 (-0.04, 0.13)   

>= 45mL/min/1,73m2                   
Baseline                   

Absolute value 4346 73.12 (24.077) 66.0 (54.0, 88.0) 42.0, 203.0    4365 72.07 (23.716) 65.0 (53.0, 87.0) 42.0, 226.0        
12 months post-baseline                   

Absolute value 3933 69.22 (24.537) 65.0 (50.0, 84.0) 14.0, 274.0    3882 69.52 (25.431) 65.0 (51.0, 85.0) 6.0, 389.0        
Change from baseline 3933 -4.38 (12.325) -5.0 (-11.0, 2.0) -76.0, 104.0 -6.18 (0.237) (-6.65, -5.72)  3882 -3.09 (13.778) -3.0 (-10.0, 4.0) -86.0, 322.0 -5.01 (0.240) (-5.48, -4.54) -1.18 (-1.74, -0.62) <.0001 -0.10 (-0.14, -0.05)   

24 months post-baseline                   
Absolute value 3293 70.29 (24.859) 67.0 (51.0, 86.0) 7.0, 211.0    3207 68.41 (25.403) 65.0 (49.0, 84.0) 3.0, 186.0        
Change from baseline 3293 -5.98 (14.030) -6.0 (-14.0, 2.0) -100.0, 98.0 -7.52 (0.268) (-8.05, -7.00)  3207 -6.51 (14.548) -6.0 (-14.0, 2.0) -82.0, 107.0 -8.39 (0.272) (-8.92, -7.86) 0.87 (0.22, 1.51) 0.0085 0.04 (-0.01, 0.09)   

Baseline eGFR group 2                 0.0693  
< 60mL/min/1,73m2                   

Baseline                   
Absolute value 3484 43.83 (9.602) 44.0 (36.0, 52.0) 11.0, 63.0    3553 43.92 (9.760) 45.0 (36.0, 52.0) 13.0, 65.0        

12 months post-baseline                   
Absolute value 3022 41.38 (13.838) 41.0 (32.0, 50.0) 4.0, 127.0    3021 42.19 (14.304) 42.0 (32.0, 51.0) 4.0, 114.0        
Change from baseline 3022 -2.56 (9.894) -4.0 (-8.0, 1.0) -38.0, 108.0 -1.07 (0.188) (-1.44, -0.70)  3021 -1.88 (10.183) -3.0 (-7.0, 3.0) -45.0, 76.0 -0.48 (0.187) (-0.85, -0.11) -0.59 (-1.08, -0.10) 0.0185 -0.07 (-0.12, -0.02)   

24 months post-baseline                   
Absolute value 2116 39.52 (15.364) 39.0 (28.0, 49.0) 2.0, 115.0    2153 38.91 (15.676) 39.0 (28.0, 49.0) 3.0, 158.0        
Change from baseline 2116 -3.98 (11.503) -5.0 (-10.0, 0.0) -48.0, 90.0 -2.48 (0.237) (-2.95, -2.02)  2153 -4.78 (11.941) -5.0 (-11.0, 0.0) -47.0, 107.0 -3.54 (0.236) (-4.00, -3.07) 1.05 (0.42, 1.68) 0.0010 0.07 (0.01, 0.13)   
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 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category / Timepoint / Statistic n Mean (SD) Median (Q1, Q3) Min, Max
Adjusted
mean (SE)

95%
CI of adj.

mean n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95%
CI of adj.

mean
Diff. vs Placebo

(95% CI)
Diff.

p-value

Effect size
(Hedge's g)

(95% CI)
Interaction

p-value

Study
interaction

p-value
Baseline eGFR group 2  (contd.)                   

>= 60mL/min/1,73m2                   
Baseline                   

Absolute value 2589 87.48 (21.245) 84.0 (71.0, 100.0) 54.0, 203.0    2515 86.87 (21.130) 83.0 (70.0, 98.0) 55.0, 226.0        
12 months post-baseline                   

Absolute value 2393 81.80 (22.532) 79.0 (66.0, 95.0) 19.0, 274.0    2284 82.95 (23.745) 80.0 (67.0, 96.0) 6.0, 389.0        
Change from baseline 2393 -5.71 (13.319) -6.0 (-13.0, 2.0) -76.0, 104.0 -7.95 (0.398) (-8.73, -7.17)  2284 -4.11 (15.393) -4.0 (-11.0, 4.0) -86.0, 322.0 -6.39 (0.406) (-7.18, -5.59) -1.56 (-2.36, -0.75) 0.0002 -0.11 (-0.17, -0.05)   

24 months post-baseline                   
Absolute value 2246 80.39 (22.565) 78.0 (64.0, 94.0) 20.0, 211.0    2097 79.52 (23.098) 77.0 (64.0, 93.0) 7.0, 186.0        
Change from baseline 2246 -7.22 (14.659) -7.0 (-15.0, 1.0) -100.0, 98.0 -9.35 (0.409) (-10.15, -8.55)  2097 -7.59 (15.273) -7.0 (-16.0, 2.0) -82.0, 72.0 -9.89 (0.419) (-10.71, -9.07) 0.53 (-0.32, 1.39) 0.2194 0.02 (-0.03, 0.08)   

Baseline systolic blood pressure                 0.7540  
<= 130 mmHg                   

Baseline                   
Absolute value 2456 58.86 (24.390) 53.0 (41.0, 71.0) 11.0, 166.0    2434 58.18 (24.659) 52.0 (41.0, 68.0) 21.0, 176.0        

12 months post-baseline                   
Absolute value 2145 56.95 (25.275) 51.0 (38.0, 71.0) 11.0, 180.0    2089 57.51 (26.459) 52.0 (39.0, 71.0) 5.0, 222.0        
Change from baseline 2145 -2.73 (11.469) -3.0 (-8.0, 2.0) -48.0, 98.0 -3.38 (0.248) (-3.86, -2.89)  2089 -1.60 (11.780) -2.0 (-8.0, 4.0) -62.0, 73.0 -2.43 (0.253) (-2.93, -1.94) -0.94 (-1.62, -0.26) 0.0065 -0.10 (-0.16, -0.04)   

24 months post-baseline                   
Absolute value 1558 59.44 (27.197) 55.0 (38.0, 77.0) 5.0, 211.0    1494 57.51 (27.262) 53.0 (37.0, 75.0) 3.0, 164.0        
Change from baseline 1558 -4.27 (13.265) -5.0 (-11.0, 2.0) -71.0, 98.0 -4.70 (0.314) (-5.32, -4.09)  1494 -4.87 (13.569) -4.0 (-12.0, 2.0) -73.0, 72.0 -5.60 (0.320) (-6.23, -4.97) 0.90 (0.04, 1.76) 0.0409 0.04 (-0.03, 0.12)   

> 130 mmHg                   
Baseline                   

Absolute value 3617 64.86 (27.856) 58.0 (43.0, 83.0) 14.0, 203.0    3634 64.09 (26.989) 58.0 (44.0, 82.0) 13.0, 226.0        
12 months post-baseline                   

Absolute value 3270 60.75 (28.128) 57.0 (39.0, 79.0) 4.0, 274.0    3216 61.19 (28.371) 58.0 (39.0, 79.5) 4.0, 389.0        
Change from baseline 3270 -4.75 (11.680) -5.0 (-11.0, 1.0) -76.0, 108.0 -5.71 (0.263) (-6.22, -5.19)  3216 -3.64 (13.263) -4.0 (-9.0, 2.0) -86.0, 322.0 -4.63 (0.268) (-5.16, -4.11) -1.08 (-1.67, -0.49) 0.0004 -0.09 (-0.14, -0.04)   

24 months post-baseline                   
Absolute value 2804 61.19 (28.690) 58.0 (39.0, 81.0) 2.0, 194.0    2756 59.73 (28.794) 56.5 (38.0, 79.0) 3.0, 186.0        
Change from baseline 2804 -6.42 (13.290) -7.0 (-13.0, 0.0) -100.0, 86.0 -7.17 (0.292) (-7.74, -6.59)  2756 -6.87 (13.810) -6.0 (-14.0, 0.0) -82.0, 107.0 -7.90 (0.296) (-8.48, -7.32) 0.73 (0.06, 1.40) 0.0315 0.03 (-0.02, 0.09)   

Heart failure                 0.3683  
Yes                   

Baseline                   
Absolute value 1549 53.00 (18.798) 50.0 (41.0, 57.0) 14.0, 163.0    1568 52.83 (18.640) 50.0 (42.0, 57.0) 20.0, 175.0        

12 months post-baseline                   
Absolute value 1338 51.02 (20.200) 47.0 (37.0, 60.0) 9.0, 146.0    1311 51.41 (20.533) 49.0 (38.0, 59.0) 7.0, 156.0        
Change from baseline 1338 -2.74 (11.169) -3.0 (-9.0, 3.0) -66.0, 56.0 -2.91 (0.324) (-3.55, -2.27)  1311 -1.84 (11.202) -2.0 (-8.0, 4.0) -57.0, 60.0 -2.14 (0.326) (-2.78, -1.50) -0.77 (-1.60, 0.07) 0.0713 -0.08 (-0.16, -0.00)   

24 months post-baseline                   
Absolute value 666 55.55 (25.225) 51.0 (37.0, 71.0) 7.0, 211.0    680 53.82 (24.638) 49.0 (37.0, 65.5) 4.0, 169.0        
Change from baseline 666 -3.91 (14.873) -4.0 (-12.0, 3.0) -74.0, 98.0 -3.51 (0.497) (-4.49, -2.54)  680 -4.74 (14.312) -5.0 (-13.0, 3.0) -61.0, 52.0 -4.98 (0.494) (-5.95, -4.01) 1.47 (0.12, 2.82) 0.0332 0.06 (-0.05, 0.16)   
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 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category / Timepoint / Statistic n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95% CI of adj.
mean n Mean (SD)

Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95% CI of adj.
mean

Diff. vs Placebo
(95% CI)

Diff.
p-value

Effect size
(Hedge's g)

(95% CI)
Interaction

p-value

Study
interaction

p-value
Heart failure  (contd.)                   

No                   
Baseline                   

Absolute value 4524 65.67 (28.160) 59.0 (43.0, 85.0) 11.0, 203.0    4500 64.82 (27.751) 59.0 (43.0, 84.0) 13.0, 226.0        
12 months post-baseline                   

Absolute value 4077 61.94 (28.492) 58.0 (39.0, 81.0) 4.0, 274.0    3994 62.48 (29.152) 59.0 (40.0, 82.0) 4.0, 389.0        
Change from baseline 4077 -4.35 (11.762) -5.0 (-10.0, 1.0) -76.0, 108.0 -5.10 (0.192) (-5.47, -4.72)  3994 -3.16 (13.188) -3.0 (-9.0, 3.0) -86.0, 322.0 -3.99 (0.194) (-4.37, -3.61) -1.11 (-1.64, -0.58) <.0001 -0.10 (-0.14, -0.05)   

24 months post-baseline                   
Absolute value 3696 61.47 (28.585) 58.0 (39.0, 81.0) 2.0, 194.0    3570 59.92 (28.824) 57.0 (38.0, 79.0) 3.0, 186.0        
Change from baseline 3696 -5.96 (12.997) -6.0 (-12.0, 0.0) -100.0, 90.0 -6.65 (0.208) (-7.06, -6.24)  3570 -6.43 (13.634) -6.0 (-13.0, 1.0) -82.0, 107.0 -7.32 (0.211) (-7.74, -6.91) 0.67 (0.10, 1.25) 0.0217 0.04 (-0.01, 0.08)   

Type 2 diabetes                 0.5712  
Yes                   

Baseline                   
Absolute value 4897 66.82 (27.493) 60.0 (46.0, 86.0) 11.0, 203.0    4905 65.90 (27.060) 59.0 (46.0, 84.0) 13.0, 226.0        

12 months post-baseline                   
Absolute value 4413 63.32 (27.743) 60.0 (42.0, 81.0) 8.0, 274.0    4320 63.84 (28.383) 60.0 (43.0, 82.0) 4.0, 389.0        
Change from baseline 4413 -4.13 (12.261) -4.0 (-10.0, 2.0) -76.0, 108.0 -5.76 (0.228) (-6.21, -5.32)  4320 -2.85 (13.480) -3.0 (-9.0, 4.0) -86.0, 322.0 -4.61 (0.231) (-5.07, -4.16) -1.15 (-1.67, -0.63) <.0001 -0.10 (-0.14, -0.06)   

24 months post-baseline                   
Absolute value 3754 64.29 (28.106) 62.0 (43.0, 83.0) 4.0, 211.0    3643 62.45 (28.461) 60.0 (41.0, 81.0) 3.0, 186.0        
Change from baseline 3754 -5.58 (13.874) -6.0 (-13.0, 1.0) -100.0, 98.0 -7.04 (0.255) (-7.54, -6.54)  3643 -6.20 (14.308) -5.0 (-14.0, 1.0) -82.0, 107.0 -7.93 (0.259) (-8.44, -7.42) 0.89 (0.30, 1.49) 0.0033 0.04 (-0.00, 0.09)   

No                   
Baseline                   

Absolute value 1176 44.17 (10.582) 44.0 (36.0, 53.0) 23.0, 78.0    1163 44.11 (10.964) 44.0 (35.0, 53.0) 22.0, 85.0        
12 months post-baseline                   

Absolute value 1002 41.30 (13.521) 41.0 (31.0, 50.0) 4.0, 104.0    985 41.75 (14.100) 42.0 (32.0, 51.0) 5.0, 103.0        
Change from baseline 1002 -3.20 (8.321) -4.0 (-8.0, 1.0) -38.0, 35.0 -2.86 (0.269) (-3.39, -2.34)  985 -2.79 (8.771) -3.0 (-7.0, 2.0) -41.0, 49.0 -2.44 (0.272) (-2.97, -1.91) -0.42 (-1.17, 0.32) 0.2632 -0.05 (-0.14, 0.04)   

24 months post-baseline                   
Absolute value 608 37.60 (14.338) 37.0 (27.0, 47.0) 2.0, 103.0    607 37.90 (14.913) 37.0 (27.0, 48.0) 3.0, 90.0        
Change from baseline 608 -6.07 (9.183) -6.0 (-11.0, -2.5) -39.0, 38.0 -5.12 (0.366) (-5.83, -4.40)  607 -5.94 (9.826) -5.0 (-11.0, -1.0) -60.0, 39.0 -5.33 (0.368) (-6.05, -4.61) 0.21 (-0.79, 1.22) 0.6741 -0.01 (-0.13, 0.10)   

Baseline UACR                   
<30                   

Baseline                   
Absolute value 335 50.16 (7.553) 52.0 (47.0, 55.0) 11.0, 63.0    352 50.78 (6.500) 52.5 (48.0, 56.0) 13.0, 60.0        

12 months post-baseline                   
Absolute value 301 54.30 (13.613) 53.0 (46.0, 60.0) 8.0, 127.0    312 56.08 (13.087) 54.0 (48.0, 62.0) 26.0, 110.0        
Change from baseline 301 3.79 (14.385) 0.0 (-4.0, 9.0) -33.0, 108.0 -2.23 (6.362) (-14.73, 10.26)  312 5.14 (13.787) 3.0 (-3.0, 10.0) -23.0, 76.0 -0.60 (6.400) (-13.16, 11.97) -1.64 (-3.72, 0.45) 0.1246 -0.10 (-0.25, 0.06)   

24 months post-baseline                   
Absolute value 276 54.67 (14.268) 52.5 (46.0, 62.0) 17.0, 110.0    287 54.70 (14.220) 53.0 (47.0, 61.0) 17.0, 158.0        
Change from baseline 276 3.86 (14.638) 1.0 (-4.5, 9.0) -24.0, 90.0 -2.02 (6.371) (-14.54, 10.49)  287 3.77 (14.827) 1.0 (-4.0, 9.0) -26.0, 107.0 -1.61 (6.409) (-14.20, 10.97) -0.41 (-2.72, 1.90) 0.7266 0.01 (-0.16, 0.17)   
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Only 12 and 24 month timepoints have been included as these are the only timepoints common to all three studies.
Modelled results for subgroup categories are omitted if there are fewer than 10 patients total, or if the model failed to converge.
Adjusted mean change from baseline estimated using a mixed methods repeated measures (MMRM) model including eGFR at baseline, study, treatment, time, and treatment*time as covariates.
CI: Confidence Interval. Max: maximum. Min:minimum. N: number of subjects in treatment group. n: number of subjects included in analysis. Q1: First Quartile. Q3: Third Quartile. SD: Standard deviation. SE: Standard error.

DAPA CKD
Table 1.2.1.2 - Pooled IPD analysis: Change from baseline over time in eGFR (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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 Dapa 10mg (N=6076)  Placebo (N=6070)  

Subgroup / Category / Timepoint / Statistic n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95%
CI of adj.

mean n Mean (SD)
Median
(Q1, Q3) Min, Max

Adjusted
mean (SE)

95%
CI of adj.

mean
Diff. vs Placebo

(95% CI)
Diff.

p-value

Effect size
(Hedge's g)

(95% CI)
Interaction

p-value

Study
interaction

p-value
Baseline UACR  (contd.)                   

>=30 - <=300                   
Baseline                   

Absolute value 2255 82.34 (25.620) 81.0 (64.0, 98.0) 23.0, 203.0    2218 81.68 (25.609) 81.0 (64.0, 97.0) 22.0, 226.0        
12 months post-baseline                   

Absolute value 2083 78.00 (25.224) 77.0 (61.0, 94.0) 20.0, 180.0    2010 79.20 (26.637) 78.0 (62.0, 95.0) 6.0, 389.0        
Change from baseline 2083 -4.51 (12.628) -4.0 (-11.0, 2.0) -71.0, 98.0 -6.63 (0.403) (-7.42, -5.84)  2010 -2.82 (14.774) -3.0 (-9.0, 4.0) -86.0, 322.0 -5.02 (0.413) (-5.83, -4.21) -1.61 (-2.42, -0.79) 0.0001 -0.12 (-0.18, -0.06)   

24 months post-baseline                   
Absolute value 1926 77.48 (25.022) 77.0 (60.0, 93.0) 9.0, 211.0    1853 76.62 (25.377) 76.0 (59.0, 93.0) 7.0, 169.0        
Change from baseline 1926 -5.58 (14.105) -5.0 (-13.0, 2.0) -85.0, 98.0 -7.57 (0.416) (-8.38, -6.75)  1853 -5.61 (14.390) -4.0 (-13.0, 3.0) -73.0, 72.0 -7.77 (0.426) (-8.61, -6.94) 0.21 (-0.65, 1.07) 0.6356 0.00 (-0.06, 0.07)   

>300                   
Baseline                   

Absolute value 2506 52.19 (22.955) 46.0 (36.0, 62.0) 13.0, 180.0    2522 51.38 (22.141) 47.0 (35.0, 61.0) 20.0, 176.0        
12 months post-baseline                   

Absolute value 2209 47.48 (23.978) 41.0 (30.0, 59.0) 4.0, 274.0    2190 47.45 (23.701) 43.0 (30.0, 58.0) 4.0, 198.0        
Change from baseline 2209 -5.18 (10.437) -5.0 (-10.0, -1.0) -76.0, 104.0 -4.70 (0.262) (-5.22, -4.19)  2190 -4.51 (10.994) -4.0 (-9.0, 1.0) -76.0, 75.0 -4.13 (0.262) (-4.64, -3.62) -0.57 (-1.20, 0.06) 0.0742 -0.06 (-0.12, -0.00)   

24 months post-baseline                   
Absolute value 1947 46.35 (24.410) 41.0 (28.0, 59.0) 2.0, 194.0    1882 43.94 (23.692) 40.0 (27.0, 56.0) 3.0, 186.0        
Change from baseline 1947 -7.41 (11.802) -7.0 (-13.0, -2.0) -100.0, 69.0 -6.94 (0.294) (-7.51, -6.36)  1882 -8.62 (12.367) -8.0 (-15.0, -2.0) -82.0, 70.0 -8.40 (0.297) (-8.98, -7.82) 1.46 (0.73, 2.20) <.0001 0.10 (0.04, 0.16)   
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a logistic regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(relative risk).
The pooled estimate of relative risk is estimated using a logistic regression model including treatment and study.
Relative risks for individual studies are estimated using a logistic regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a logistic regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(relative risk).
The pooled estimate of relative risk is estimated using a logistic regression model including treatment and study.
Relative risks for individual studies are estimated using a logistic regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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The pooled estimate of relative risk is estimated using a logistic regression model including treatment and study.
Relative risks for individual studies are estimated using a logistic regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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The pooled estimate of relative risk is estimated using a logistic regression model including treatment and study.
Relative risks for individual studies are estimated using a logistic regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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DAPA CKD
Figure 1.2.2.1 - Meta-analysis forest plot: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)
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ARR: absolute risk reduction, OR: odds ratio, RR: relative risk
'-' denotes value not calculated because summed across treatment groups there are fewer than 10 subjects in at least one subgroup level or there are fewer than 10 events for the subgroup level

OR, RR and ARR derived from logistic regression using model with baseline HbA1c, treatment group and study.
For subgroup interaction analysis, the subgroup variable (if not already present)and an interaction term for subgroup*treatment group were added.

Analysis only including patients without T2DM at baseline, defined as history of T2DM or HbA1c = 6.5% at both visit 1 and visit 2.

DAPA CKD
Table 1.2.2.2 - Pooled IPD analysis: Proportion of patients with a new diagnosis of diabetes mellitus (T2D) without T2D at baseline [DAPA-CKD and DAPA-HF only], overall and by subgroups (full analysis set)

Page 1 of 1

 Dapa 10mg  Placebo  

Subgroup / Category N

Patients 
meeting 

criteria [n (%)] N

Patients 
meeting 

criteria [n (%)] Odds ratio (95% CI) OR p-value Relative risk (95% CI) RR p-value
Absolute risk reduction(%) 

(95% CI) ARR p-value

Subgroup 
interaction test 

p-value(RR)
Study interaction 
test p-value(RR)

Overall 1177 56 (4.8%)  1165 74 (6.4%) 0.77 (0.52, 1.14) 0.1849 0.89 (0.62, 1.27) 0.5228 -1.6 (-13.2, 10.0) 0.7856  0.8481
Sex            0.0079  

Male 806 43 (5.3%)  788 43 (5.5%) 1.08 (0.66, 1.77) 0.7487 1.24 (0.80, 1.94) 0.3326 0.2 (-14.6, 15.0) 0.9768   
Female 371 13 (3.5%)  377 31 (8.2%) 0.39 (0.20, 0.80) 0.0093 0.47 (0.24, 0.90) 0.0222 -6.4 (-26.6, 13.8) 0.5349   

Age (years)            0.7881  
<=65 years 582 17 (2.9%)  598 33 (5.5%) 0.57 (0.30, 1.10) 0.0943 0.67 (0.37, 1.22) 0.1921 -2.6 (-20.5, 15.4) 0.7782   
>65 years 595 39 (6.6%)  567 41 (7.2%) 0.92 (0.55, 1.51) 0.7332 1.00 (0.64, 1.55) 0.9889 -1.0 (-16.5, 14.4) 0.8964   

Region            0.3682  
Latin America 203 14 (6.9%)  221 17 (7.7%) 0.79 (0.33, 1.89) 0.6001 0.90 (0.44, 1.84) 0.7699 -2.0 (-32.7, 28.6) 0.8965   
Asia/Pacific 350 12 (3.4%)  333 13 (3.9%) 0.79 (0.32, 1.94) 0.6081 1.12 (0.48, 2.60) 0.7964 0.7 (-26.0, 27.4) 0.9611   
Europe 467 25 (5.4%)  442 31 (7.0%) 0.75 (0.42, 1.34) 0.3261 0.79 (0.47, 1.34) 0.3775 -2.4 (-20.1, 15.3) 0.7914   
North America 157 5 (3.2%)  169 13 (7.7%) 0.65 (0.20, 2.08) 0.4718 0.74 (0.25, 2.24) 0.5963 1.1 (-49.2, 51.4) 0.9662   

Race            0.8749  
White 727 41 (5.6%)  733 52 (7.1%) 0.81 (0.51, 1.29) 0.3815 0.87 (0.58, 1.31) 0.5081 -1.9 (-15.7, 12.0) 0.7919   
Black or African American 46 2 (4.3%)  42 7 (16.7%) 0.64 (0.09, 4.79) 0.6662 0.80 (0.14, 4.61) 0.8034 -6.7 (-76.8, 63.5) 0.8524   
Asian 366 13 (3.6%)  350 15 (4.3%) 0.78 (0.33, 1.82) 0.5636 1.04 (0.47, 2.31) 0.9161 0.8 (-25.7, 27.4) 0.9513   
Other 38 0 (0.0%)  40 0 (0.0%) NC NC n/a n/a 0.0 (0.0, 0.0) NC   

Baseline eGFR Group 1            0.8717  
< 45mL/min/1,73m2 606 26 (4.3%)  589 30 (5.1%) 0.84 (0.47, 1.49) 0.5507 0.89 (0.53, 1.51) 0.6679 -2.0 (-18.2, 14.3) 0.8125   
>= 45mL/min/1,73m2 571 30 (5.3%)  576 44 (7.6%) 0.73 (0.42, 1.25) 0.2475 0.86 (0.53, 1.40) 0.5543 -1.7 (-18.4, 14.9) 0.8374   

Baseline eGFR Group 2            0.0962  
< 60mL/min/1,73m2 1122 55 (4.9%)  1114 69 (6.2%) 0.84 (0.56, 1.25) 0.3839 0.95 (0.66, 1.37) 0.7780 -1.2 (-13.1, 10.6) 0.8364   
>= 60mL/min/1,73m2 55 1 (1.8%)  51 5 (9.8%) 0.07 (<0.01, 0.87) 0.0389 0.13 (0.02, 1.13) 0.0647 -10.1 (-107.5, 87.3) 0.8388   

Baseline systolic BP            0.4714  
<= 130 mmHg 693 38 (5.5%)  674 39 (5.8%) 1.03 (0.61, 1.74) 0.9101 1.09 (0.69, 1.71) 0.7043 -0.5 (-16.0, 14.9) 0.9446   
> 130 mmHg 484 18 (3.7%)  491 35 (7.1%) 0.51 (0.28, 0.96) 0.0353 0.61 (0.34, 1.10) 0.0994 -3.2 (-20.8, 14.4) 0.7248   

Heart Failure            0.7609  
Yes 538 39 (7.2%)  513 46 (9.0%) 0.83 (0.51, 1.35) 0.4531 0.90 (0.58, 1.37) 0.6124 -1.6 (-16.8, 13.5) 0.8319   
No 639 17 (2.7%)  652 28 (4.3%) 0.65 (0.33, 1.27) 0.2067 0.80 (0.43, 1.50) 0.4866 -1.8 (-19.7, 16.0) 0.8412   

Type 2 Diabetes              
No 1177 56 (4.8%)  1165 74 (6.4%) 0.77 (0.52, 1.14) 0.1849 0.89 (0.62, 1.27) 0.5228 -1.6 (-13.2, 10.0) 0.7856   

Baseline UACR            0.8320  
>=30 - <=300 72 2 (2.8%)  64 3 (4.7%) 0.63 (0.08, 4.96) 0.6631 0.83 (0.13, 5.19) 0.8390 1.2 (-63.8, 66.1) 0.9716   
>300 625 19 (3.0%)  637 30 (4.7%) 0.66 (0.35, 1.25) 0.2065 0.81 (0.45, 1.47) 0.4899 -2.0 (-19.4, 15.3) 0.8198   

Study Number            0.8481  
D169AC00001 697 21 (3.0%)  701 33 (4.7%) 0.66 (0.36, 1.21) 0.1775 0.81 (0.46, 1.43) 0.4724 -1.8 (-18.3, 14.8) 0.8325   
D1699C00001 480 35 (7.3%)  464 41 (8.8%) 0.86 (0.51, 1.44) 0.5575 0.92 (0.58, 1.44) 0.7107 -1.6 (-17.6, 14.5) 0.8477   
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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f_ipdforest_log_comp1pdf generated by f_forest.sas at 27JUL2021:16:28:43
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)

Page 10 of 26

Race: White

0.0002

0.2493

0.0055

<.0001

p-value

[0.50; 0.81]

[0.65; 1.12]

[0.57; 0.91]

[0.63; 0.83]

95% CI

0.64

0.85

0.72

0.72

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

35.2

27.5

37.3

Weight

1124

712

2308

4144

N

110

98

124

332

n

1166

716

2267

4149

N

174

114

168

456

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2827

Placebo Dapa 10mg



f_ipdforest_log_comp1pdf generated by f_forest.sas at 27JUL2021:16:28:43
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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Race: Other
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f_ipdforest_log_comp1pdf generated by f_forest.sas at 27JUL2021:16:28:43
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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f_ipdforest_log_comp1pdf generated by f_forest.sas at 27JUL2021:16:28:43
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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Heart Failure: No
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Study interaction p-value 0.3695
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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Type 2 Diabetes: Yes

<.0001

0.1839

0.0034
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p-value

[0.52; 0.79]
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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Type 2 Diabetes: No
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Study interaction p-value 0.0273

Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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Baseline UACR: >=30 - <=300
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.1.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD, CV 
or renal death, overall and by subgroups (full analysis set)
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Baseline UACR: >300
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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Study interaction p-value 0.0604
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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Age (years): <=65 years
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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Study interaction p-value 0.2128
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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Region: Latin America
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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Region: Asia/Pacific
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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Region: Europe
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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Region: North America
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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Race: White
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)

Page 11 of 26

Race: Black or African American

0.0519

0.7876

0.0022

0.0007

p-value

[0.21; 1.01]

[0.32; 2.40]

[0.10; 0.60]

[0.26; 0.70]

95% CI

0.46

0.87

0.25

0.42

ratio
Hazard

0.2 0.5 1 2 5

Favours Dapa Favours Placebo

41.8

25.5

32.8

Weight

104

44

104

252

N

10

7

6

23

n

87

46

116

249

N

16

8

24

48

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1762

Placebo Dapa 10mg



f_ipdforest_log_comp2pdf generated by f_forest.sas at 27JUL2021:16:28:51
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)

Page 12 of 26

Race: Asian

0.0050

0.4290

0.5288

0.0056

p-value

[0.44; 0.86]

[0.46; 1.39]

[0.52; 1.40]

[0.55; 0.90]

95% CI

0.61

0.80

0.85

0.70

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

54.1

20.9

25.0

Weight

749

187

440

1376

N

55

23

28

106

n

718

187

458

1363

N

84

29

34

147

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5144
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.2.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD** or 
all cause death, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.3.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite of ≥50% sustained decline in eGFR, reaching ESRD or 
renal death (w/o CV-death), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)

Page 5 of 26

Age (years): >65 years

0.4676

0.8182

0.4292

0.4070

p-value

[0.48; 1.40]

[0.38; 3.38]

[0.21; 1.95]

[0.54; 1.29]

95% CI

0.82

1.14

0.64

0.83

ratio
Hazard

0.2 0.5 1 2 5

Favours Dapa Favours Placebo

68.4

16.2

15.4

Weight

905

727

1269

2901

N

25

7

5

37

n

913

717

1293

2923

N

30

6

8

44

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7562

Placebo Dapa 10mg



f_ipdforest_log_comp4pdf generated by f_forest.sas at 27JUL2021:16:29:01
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Region: Europe
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Region: North America
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Race: White
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)

Page 11 of 26

Race: Black or African American
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Race: Asian
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Race: Other
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0280
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0.0431
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_comp4pdf generated by f_forest.sas at 27JUL2021:16:29:01
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Baseline systolic BP: <= 130 mmHg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Baseline systolic BP: > 130 mmHg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Heart Failure: Yes
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Heart Failure: No
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)

Page 22 of 26

Type 2 Diabetes: Yes
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Type 2 Diabetes: No
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.4.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of any event in the composite chronic dialysis treatment, receiving renal transplant or 
renal death , overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
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DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
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DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)

Page 20 of 26

Heart Failure: Yes

0.0992

0.0016

0.1274

0.0001

p-value

[0.45; 1.07]

[0.61; 0.89]

[0.59; 1.07]

[0.64; 0.87]

95% CI

0.70

0.74

0.79

0.75

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

11.9

62.7

25.3

Weight

235

962

354

1551

N

36

191

78

305

n

233

964

373

1570

N

48

249

99

396

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8812

Placebo Dapa 10mg



f_ipdforest_log_cvdthhosphfpdf generated by f_forest.sas at 27JUL2021:16:29:07
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.5.1 - Pooled IPD forest plots: Time from randomization to CV death or hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)

Page 5 of 26

Age (years): >65 years

0.0202

0.1855

0.1508

0.0054

p-value

[0.48; 0.94]

[0.65; 1.09]

[0.68; 1.06]

[0.70; 0.94]

95% CI

0.67

0.84

0.85

0.81

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

19.7

33.8

46.5

Weight

905

727

1269

2901

N

57

108

147

312

n

913

717

1293

2923

N

83

126

175

384

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4906

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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28

86

n

463

180

322

965

N

45

36

34

115

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9662

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Region: Asia/Pacific

0.3726

0.8919

0.2560

0.2010

p-value

[0.38; 1.43]

[0.53; 1.75]

[0.41; 1.27]

[0.56; 1.13]

95% CI

0.74

0.96

0.72

0.80

ratio
Hazard

0.2 0.5 1 1.5 2

Favours Dapa Favours Placebo

28.3

34.1

37.6

Weight

692

184

404

1280

N

16

21

20

57

n

654

181

422

1257

N

20

22

29

71

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7849

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Region: Europe

0.1248

0.3699

0.2578

0.0533

p-value

[0.45; 1.10]

[0.63; 1.18]

[0.68; 1.11]

[0.70; 1.00]

95% CI

0.70

0.87

0.87

0.84

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

15.3

31.9

52.8

Weight

610

455

1197

2262

N

32

75

121

228

n

623

436

1209

2268

N

46

83

141

270

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7006

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Region: North America

0.0996

0.5636

0.0441

0.0107

p-value

[0.38; 1.09]

[0.47; 1.51]

[0.57; 0.99]

[0.59; 0.93]

95% CI

0.64

0.84

0.75

0.74

ratio
Hazard

0.2 0.5 1 1.5 2

Favours Dapa Favours Placebo

18.7

15.1

66.2

Weight

401

138

1000

1539

N

23

19

86

128

n

412

167

1001

1580

N

35

27

114

176

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8082

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Race: White

0.0416

0.1843

0.0261

0.0014

p-value

[0.53; 0.99]

[0.66; 1.08]

[0.68; 0.98]

[0.71; 0.92]

95% CI

0.73

0.84

0.81

0.81

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

18.4

28.0

53.5

Weight

1124

712

2308

4144

N

69

113

214

396

n

1166

716

2267

4149

N

97

134

258

489

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7512

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Race: Black or African American

0.1026

0.5715

0.0064

0.0024

p-value

[0.11; 1.22]

[0.26; 2.12]

[0.10; 0.68]

[0.21; 0.72]

95% CI

0.37

0.74

0.26

0.39

ratio
Hazard

0.2 0.5 1 2 5

Favours Dapa Favours Placebo

26.4

34.0

39.7

Weight

104

44

104

252

N

4

6

5

15

n

87

46

116

249

N

8

8

20

36

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3289

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Race: Asian

0.3500

0.6897

0.5481

0.2589

p-value

[0.39; 1.39]

[0.49; 1.59]

[0.47; 1.49]

[0.58; 1.16]

95% CI

0.74

0.89

0.84

0.82

ratio
Hazard

0.2 0.5 1 1.5 2

Favours Dapa Favours Placebo

29.6

34.5

35.9

Weight

749

187

440

1376

N

17

21

21

59

n

718

187

458

1363

N

22

24

26

72

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9197

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Race: Other

0.1604

0.8956

0.7315

0.5042

p-value

[0.28; 1.23]

[0.19; 6.75]

[0.55; 2.35]

[0.52; 1.38]

95% CI

0.59

1.13

1.14

0.85

ratio
Hazard

0.2 0.5 1 2 5 10

Favours Dapa Favours Placebo

45.2

7.8

47.0

Weight

175

19

110

304

N

11

3

15

29

n

181

15

113

309

N

19

2

14

35

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4356

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.0170

0.1783

0.7185

0.0080

p-value

[0.50; 0.93]

[0.57; 1.11]

[0.42; 1.83]

[0.60; 0.93]

95% CI

0.68

0.79

0.87

0.74

ratio
Hazard

0.2 0.5 1 1.5 2

Favours Dapa Favours Placebo

49.1

42.2

8.7

Weight

1272

362

93

1727

N

67

61

13

141

n

1250

357

96

1703

N

94

75

15

184

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7404

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.0710

0.4316

0.0073

0.0016

p-value

[0.44; 1.03]

[0.66; 1.19]

[0.67; 0.94]

[0.70; 0.92]

95% CI

0.67

0.89

0.79

0.80

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

10.3

21.9

67.7

Weight

880

600

2868

4348

N

34

82

242

358

n

902

607

2858

4367

N

52

93

303

448

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5766

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0052

0.1457

0.4098

0.0030

p-value

[0.53; 0.89]

[0.68; 1.06]

[0.64; 1.20]

[0.69; 0.93]

95% CI

0.68

0.85

0.88

0.80

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

31.9

45.2

22.9

Weight

1918

962

606

3486

N

92

143

71

306

n

1932

964

659

3555

N

134

168

87

389

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3923

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.4059

0.0102

0.0071

p-value

[0.29; 1.65]

[0.64; 0.94]

[0.64; 0.93]

95% CI

0.69

0.78

0.77

ratio
Hazard

0.2 0.5 1 1.5 2

Favours Dapa Favours Placebo

4.8

95.2

Weight

234

2355

2589

N

9

184

193

n

220

2295

2515

N

12

231

243

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7967

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Baseline systolic BP: <= 130 mmHg

0.0738

0.6326

0.2431

0.0829

p-value

[0.40; 1.04]

[0.73; 1.21]

[0.64; 1.12]

[0.72; 1.02]

95% CI

0.65

0.94

0.85

0.86

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

13.6

47.2

39.2

Weight

793

676

989

2458

N

29

114

91

234

n

749

689

997

2435

N

42

124

108

274

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3927

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Baseline systolic BP: > 130 mmHg

0.0207

0.0442

0.0136

0.0001

p-value

[0.52; 0.95]

[0.39; 0.99]

[0.63; 0.95]

[0.63; 0.86]

95% CI

0.70

0.62

0.77

0.73

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

28.0

11.5

60.5

Weight

1359

286

1973

3618

N

72

29

164

265

n

1403

275

1957

3635

N

104

44

210

358

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6508

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Heart Failure: Yes

0.0283

0.1457

0.2502

0.0123

p-value

[0.34; 0.94]

[0.68; 1.06]

[0.59; 1.15]

[0.67; 0.95]

95% CI

0.57

0.85

0.82

0.80

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

11.9

61.2

26.9

Weight

235

962

354

1551

N

24

143

60

227

n

233

964

373

1570

N

40

168

78

286

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3701
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f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Heart Failure: No

0.0291

0.0210

0.0018

p-value

[0.54; 0.97]

[0.66; 0.97]

[0.66; 0.91]

95% CI

0.72

0.80

0.78

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

29.3

70.7

Weight

1917

2608

4525

N

77

195

272

n

1919

2581

4500

N

106

240

346

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5567

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Type 2 Diabetes: Yes

0.0312

0.2184

0.0071

0.0003

p-value

[0.55; 0.97]

[0.62; 1.11]

[0.68; 0.94]

[0.70; 0.90]

95% CI

0.73

0.83

0.80

0.79

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

20.5

19.3

60.2

Weight

1455

482

2962

4899

N

84

83

255

422

n

1451

500

2954

4905

N

113

100

318

531

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8169

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Type 2 Diabetes: No

0.0256

0.4410

0.0630

p-value

[0.29; 0.92]

[0.62; 1.23]

[0.56; 1.02]

95% CI

0.51

0.87

0.75

ratio
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0.2 0.5 1 1.2 1.5
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74.0

Weight
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480

1177

N

17

60

77

n
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464

1165

N

33
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n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.1262

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Baseline UACR: >=30 - <=300

0.1877

0.0191

0.0476

p-value

[0.73; 5.04]

[0.63; 0.96]

[0.66; 1.00]

95% CI
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0.77

0.81

ratio
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0.5 0.8 1 2 5 10
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Weight
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n
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2218

N

6
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n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0670

Placebo Dapa 10mg



f_ipdforest_log_anydeathpdf generated by f_forest.sas at 27JUL2021:16:29:13
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.6.1 - Pooled IPD forest plots: Time from randomization to death from any cause, overall and by subgroups (full analysis set)
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Baseline UACR: >300

0.0007

0.0544

0.0001

p-value

[0.48; 0.82]

[0.53; 1.01]

[0.54; 0.82]

95% CI

0.63

0.73

0.67

ratio
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0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

59.3

40.7

Weight

1912
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2506

N
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65
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n
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N
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n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4943

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Overall

0.1928

0.3260

0.3940

0.0797

p-value

[0.58; 1.12]

[0.69; 1.13]

[0.71; 1.15]

[0.75; 1.02]

95% CI

0.80
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Weight
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N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8578

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Sex: Male

0.3503

0.7291

0.8349

0.4439

p-value

[0.55; 1.24]

[0.72; 1.26]

[0.73; 1.29]

[0.78; 1.12]

95% CI

0.82

0.95

0.97

0.93

ratio
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Weight

1443
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2030
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n

1436
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1971

4114

N

52

102
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247

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7977

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Sex: Female

0.3500

0.2105

0.2083

0.0455

p-value

[0.44; 1.34]

[0.42; 1.21]

[0.48; 1.17]

[0.56; 0.99]
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Weight
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N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9797

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Age (years): <=65 years

0.6263

0.5703

0.2620

0.1916

p-value

[0.56; 1.42]

[0.54; 1.40]

[0.56; 1.17]

[0.66; 1.09]

95% CI
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Weight
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n
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D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9468

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Age (years): >65 years

0.1769

0.4255

0.9205

0.2433

p-value

[0.46; 1.15]

[0.67; 1.19]

[0.71; 1.36]
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Pooled Estimate

Study

Study interaction p-value 0.5904

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Region: Latin America

0.7980

0.3448

0.8413

0.6966

p-value

[0.59; 2.00]

[0.45; 1.32]
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Pooled Estimate

Study

Study interaction p-value 0.6433

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Region: Asia/Pacific

0.4696

0.9942

0.4289

0.9658

p-value

[0.57; 3.40]

[0.53; 1.89]

[0.28; 1.70]

[0.64; 1.54]

95% CI

1.39
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0.70

0.99
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Weight
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N
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8
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n
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1257

N

8

19
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5571

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Region: Europe

0.1077

0.6063

0.9816

0.3188

p-value

[0.36; 1.11]

[0.65; 1.28]

[0.71; 1.40]

[0.72; 1.11]

95% CI

0.63

0.91

1.00

0.89

ratio
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0.2 0.5 1 1.2 1.5
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15.5

41.9

42.6

Weight
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D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3883

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Region: North America

0.1519

0.5201

0.2085

0.0566

p-value

[0.29; 1.21]

[0.37; 1.66]

[0.49; 1.17]

[0.52; 1.01]

95% CI

0.59

0.78

0.75

0.72
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Weight
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83
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D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8416

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)

Page 10 of 26

Race: White

0.3197

0.2868

0.3009

0.0785

p-value

[0.55; 1.21]

[0.65; 1.14]

[0.66; 1.13]

[0.72; 1.02]

95% CI

0.82
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0.87

0.86

ratio
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Weight
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D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9754

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Race: Black or African American

0.0912

0.9583

0.2355

0.1082

p-value

[0.02; 1.35]

[0.31; 3.01]

[0.11; 1.71]

[0.24; 1.15]

95% CI

0.16

0.97

0.44

0.53

ratio
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14.1

50.5

35.4

Weight
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44
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N

1

6

3
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n
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46
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N

5

6

7

18

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2655

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Race: Asian

0.4433

0.7803

0.6188

0.9292

p-value

[0.60; 3.27]

[0.49; 1.70]

[0.37; 1.80]

[0.64; 1.49]

95% CI

1.39

0.92

0.82

0.98

ratio
Hazard

0.2 0.5 1 2 5

Favours Dapa Favours Placebo

24.8

46.5

28.7

Weight

749

187

440

1376

N

13

19

11

43

n

718

187

458

1363

N

9

21

14

44

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6405

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Race: Other

0.3607

0.4811

0.0684

0.3781

p-value

[0.23; 1.72]

[0.23; 21.70]

[0.92; 9.10]

[0.69; 2.64]

95% CI

0.62

2.26

2.90

1.35

ratio
Hazard

0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours Placebo

50.4

10.1

39.5

Weight

175

19

110

304

N

6

3

11

20

n

181

15

113

309

N

10

1

4

15

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1115

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.4776

0.2831

0.2940

0.1349

p-value

[0.58; 1.29]

[0.57; 1.18]

[0.19; 1.66]

[0.63; 1.06]

95% CI

0.87

0.82

0.56

0.82

ratio
Hazard

0.2 0.5 1 1.5 2

Favours Dapa Favours Placebo

43.4

50.8

5.8

Weight

1272

362

93

1727

N

46

52

5

103

n

1250

357

96

1703

N

51

62

9

122

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7544

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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p-value

[0.38; 1.20]

[0.67; 1.31]

[0.72; 1.18]

[0.74; 1.08]

95% CI

0.67

0.94

0.92

0.90

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

10.5

31.9

57.6

Weight

880

600

2868

4348

N

19

67

121

207

n

902

607

2858

4367

N

29

72

130

231

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5945

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.1416
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f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Baseline systolic BP: <= 130 mmHg

0.1879

0.8834
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0.2467
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f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Baseline systolic BP: > 130 mmHg
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f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Heart Failure: Yes
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f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Heart Failure: No
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f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)

Page 22 of 26

Type 2 Diabetes: Yes
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f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Type 2 Diabetes: No
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f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Baseline UACR: >=30 - <=300

0.2983

0.3294

0.4885

p-value

[0.53; 7.93]

[0.63; 1.17]

[0.67; 1.21]

95% CI

2.05

0.86

0.90

ratio
Hazard

0.5 0.8 1 2 5 10

Favours Dapa Favours Placebo

5.0

95.0

Weight

239

2017

2256

N

7

75

82

n

205

2013

2218

N

3

87

90

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2059

Placebo Dapa 10mg



f_ipdforest_log_cvdeathpdf generated by f_forest.sas at 27JUL2021:16:29:18
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.7.1 - Pooled IPD forest plots: Time from randomization to CV death , overall and by subgroups (full analysis set)
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Baseline UACR: >300
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Sex: Male

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Sex: Female
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)

Page 4 of 26

Age (years): <=65 years
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)

Page 5 of 26

Age (years): >65 years

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Region: Latin America
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Region: Asia/Pacific

0.5246

0.9964

0.6786

p-value

[0.04; 5.06]

[1.00; 1.00]

[0.00;NC]

[0.24; 8.75]

95% CI

0.46

1.00

31300000

1.46

ratio
Hazard

0.005 0.2 0.5 1 2 5 10

Favours Dapa Favours Placebo

100.0

0.0

Weight

692

184

404

1280

N

1

0

2

3

n

654

181

422

1257

N

2

0

0

2

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2967

Placebo Dapa 10mg



f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Region: Europe

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)

Page 9 of 26

Region: North America
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Race: White

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Race: Black or African American
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Race: Asian
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Race: Other
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.1778
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Baseline systolic BP: <= 130 mmHg
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Baseline systolic BP: > 130 mmHg

0.1778
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Heart Failure: Yes

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Heart Failure: No
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)

Page 22 of 26

Type 2 Diabetes: Yes
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Type 2 Diabetes: No

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)

Page 24 of 26

Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Baseline UACR: >=30 - <=300
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f_ipdforest_log_renaldeathpdf generated by f_forest.sas at 27JUL2021:16:29:24
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.8.1 - Pooled IPD forest plots: Time from randomization to renal death, overall and by subgroups (full analysis set)
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Baseline UACR: >300
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)

Page 2 of 26

Sex: Male

0.1598

0.0311

0.0034

0.0001

p-value

[0.46; 1.14]

[0.56; 0.97]

[0.50; 0.87]

[0.59; 0.84]

95% CI

0.72

0.74

0.66

0.70

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

15.9

43.2

40.9

Weight

1443

685

2030

4158

N

33

90

83

206

n

1436

707

1971

4114

N

45

122

120

287

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8264

Placebo Dapa 10mg



f_ipdforest_log_hosphfpdf generated by f_forest.sas at 27JUL2021:16:29:29
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Region: Latin America
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Region: Europe
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Region: North America
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Race: White
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.0031

0.1523

0.0172

0.0004

p-value

[0.17; 0.69]

[0.59; 1.09]

[0.59; 0.95]

[0.60; 0.86]

95% CI

0.34

0.80

0.75

0.72

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

6.6

35.3

58.2

Weight

880

600

2868

4348

N

10

73

117

200

n

902

607

2858

4367

N

30

90

154

274

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0831
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0009

0.0011

0.0554

<.0001

p-value
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.9.1 - Pooled IPD forest plots: Time from randomization to first hospitalization for heart failure, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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Region: Latin America

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)

Page 24 of 26

Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.10.1 - Pooled IPD forest plots: Time from randomization to ≥50% sustained decline in eGFR, overall and by subgroups (full analysis set)
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f_ipdforest_log_esrdpdf generated by f_forest.sas at 27JUL2021:16:29:39
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)

Page 16 of 26

Baseline eGFR Group 2: < 60mL/min/1,73m2
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)

Page 21 of 26

Heart Failure: No

0.0026

0.0936

0.0008

p-value

[0.52; 0.87]

[0.14; 1.16]

[0.51; 0.84]

95% CI

0.68

0.41

0.66

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

94.4

5.6

Weight

1917

2608

4525

N

100

5

105

n

1919

2581

4500

N

145

12

157

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3549

Placebo Dapa 10mg



f_ipdforest_log_esrdpdf generated by f_forest.sas at 27JUL2021:16:29:39
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.11.1 - Pooled IPD forest plots: Time from randomization to the first occurrence of reaching end stage renal disease (ESRD) (defined as any of sustained eGFR <15 
ml/min/1.73m2, chronic dialysis treatment, or receiving a renal transplant), overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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Region: North America
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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Race: Black or African American

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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Baseline systolic BP: <= 130 mmHg
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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Heart Failure: Yes
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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Baseline UACR: >=30 - <=300

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.12.1 - Pooled IPD forest plots: Time from randomization to sustained eGFR <15 mL/min/1.73m2, overall and by subgroups (full analysis set)
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Baseline UACR: >300
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Region: Latin America
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Region: Europe
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Baseline systolic BP: <= 130 mmHg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Baseline systolic BP: > 130 mmHg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Heart Failure: Yes
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Heart Failure: No
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Type 2 Diabetes: Yes
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Type 2 Diabetes: No
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_chrondialpdf generated by f_forest.sas at 27JUL2021:16:29:49
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Baseline UACR: >=30 - <=300

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.13.1 - Pooled IPD forest plots: Time from randomization to chronic dialysis treatment, overall and by subgroups (full analysis set)
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Baseline UACR: >300

0.0143

0.0175

0.0019

p-value

[0.50; 0.93]

[0.06; 0.77]

[0.46; 0.84]

95% CI

0.68

0.22

0.62

ratio
Hazard

0.05 0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

94.2

5.8

Weight

1912

594

2506

N

67

3

70

n

1947

575

2522

N

98

13

111

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0725

Placebo Dapa 10mg



f_ipdforest_log_renaltranspdf generated by f_forest.sas at 27JUL2021:16:29:54
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Region: Latin America
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Region: Asia/Pacific
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Region: Europe

0.9950

0.9950

p-value

[0.00;NC]

[1.00; 1.00]

[1.00; 1.00]

[0.00;NC]

95% CI

0.00

1.00

1.00

0.00

ratio
Hazard

0.005 0.2 0.5 1 1.5

Favours Dapa Favours Placebo

100.0

Weight

610

455

1197

2262

N

0

0

0

0

n

623

436

1209

2268

N

4

0

0

4

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 1.0000

Placebo Dapa 10mg



f_ipdforest_log_renaltranspdf generated by f_forest.sas at 27JUL2021:16:29:54
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Region: North America
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Race: White
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Race: Black or African American

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Race: Asian
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Race: Other

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_renaltranspdf generated by f_forest.sas at 27JUL2021:16:29:54
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)

Page 17 of 26

Baseline eGFR Group 2: >= 60mL/min/1,73m2

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Baseline systolic BP: <= 130 mmHg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Baseline systolic BP: > 130 mmHg
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f_ipdforest_log_renaltranspdf generated by f_forest.sas at 27JUL2021:16:29:54
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Heart Failure: Yes

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Heart Failure: No
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Type 2 Diabetes: Yes

0.3349

0.3349

p-value

[0.03; 3.16]

[1.00; 1.00]

[1.00; 1.00]

[0.03; 3.16]

95% CI

0.33

1.00

1.00

0.33

ratio
Hazard

0.01 0.02 0.2 0.5 1 2 5

Favours Dapa Favours Placebo

100.0

Weight

1455

482

2962

4899

N

1

0

0

1

n

1451

500

2954

4905

N

3

0

0

3

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 1.0000

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Type 2 Diabetes: No
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Baseline UACR: >=30 - <=300

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.14.1 - Pooled IPD forest plots: Time from randomization to receiving a renal transplant, overall and by subgroups (full analysis set)
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Baseline UACR: >300
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Sex: Male

0.8785

0.5486

0.2770

0.2373

p-value

[0.73; 1.30]

[0.72; 1.19]

[0.77; 1.08]

[0.82; 1.05]

95% CI

0.98

0.92

0.91

0.93

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

19.2

24.4

56.4

Weight

1443

685

2030

4158

N

92

112

266

470

n

1436

707

1971

4114

N

94

125

280

499

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9161

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Sex: Female

0.2886

0.6884

0.5013

0.2285

p-value

[0.53; 1.21]

[0.59; 1.42]

[0.69; 1.20]

[0.72; 1.08]

95% CI

0.80

0.91

0.91

0.88

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

24.4

21.6

54.0

Weight

709

277

932

1918

N

40

39

91

170

n

716

257

983

1956

N

49

39

105

193

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8718

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Age (years): <=65 years

0.5667

0.3434

0.2405

0.1164

p-value

[0.63; 1.29]

[0.53; 1.25]

[0.72; 1.08]

[0.75; 1.03]

95% CI

0.90

0.81

0.89

0.88

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

20.4

14.7

64.8

Weight

1247

235

1693

3175

N

56

38

178

272

n

1239

247

1661

3147

N

62

48

196

306

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9381

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Age (years): >65 years

0.6547

0.7527

0.6210

0.4688

p-value

[0.68; 1.27]

[0.74; 1.24]

[0.77; 1.17]

[0.82; 1.09]

95% CI

0.93

0.96

0.95

0.95

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

20.8

30.4

48.8

Weight

905

727

1269

2901

N

76

113

179

368

n

913

717

1293

2923

N

81

116

189

386

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9908

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Region: Latin America

0.8611

0.8370

0.4409

0.5296

p-value

[0.58; 1.59]

[0.59; 1.54]

[0.43; 1.44]

[0.67; 1.23]

95% CI

0.96

0.95

0.79

0.91

ratio
Hazard

0.2 0.5 1 1.5 2

Favours Dapa Favours Placebo

35.5

39.7

24.8

Weight

449

185

361

995

N

29

33

20

82

n

463

180

322

965

N

31

34

22

87

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8685

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Region: Asia/Pacific

0.2233

0.9307

0.9942

0.5427

p-value

[0.78; 2.85]

[0.59; 1.80]

[0.66; 1.53]

[0.81; 1.48]

95% CI

1.49

1.03

1.00

1.10

ratio
Hazard

0.5 0.8 1 2 5

Favours Dapa Favours Placebo

21.5

28.5

50.0

Weight

692

184

404

1280

N

24

25

42

91

n

654

181

422

1257

N

15

24

44

83

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5631

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Region: Europe

0.2441

0.3481

1.0000

0.3348

p-value

[0.54; 1.17]

[0.63; 1.17]

[0.81; 1.23]

[0.79; 1.08]

95% CI

0.80

0.86

1.00

0.93

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

16.8

26.3

56.8

Weight

610

455

1197

2262

N

46

77

174

297

n

623

436

1209

2268

N

59

85

175

319

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5183

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Region: North America

0.5474

0.8017

0.1251

0.1043

p-value

[0.54; 1.38]

[0.48; 1.76]

[0.65; 1.05]

[0.69; 1.04]

95% CI

0.87

0.92

0.83

0.84

ratio
Hazard

0.2 0.5 1 1.5 2

Favours Dapa Favours Placebo

19.1

9.8

71.1

Weight

401

138

1000

1539

N

33

16

121

170

n

412

167

1001

1580

N

38

21

144

203

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9397

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Race: White

0.3327

0.3718

0.2499

0.0850

p-value

[0.66; 1.15]

[0.69; 1.15]

[0.78; 1.07]

[0.80; 1.01]

95% CI

0.87

0.89

0.91

0.90

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

18.7

23.4

57.9

Weight

1124

712

2308

4144

N

89

114

289

492

n

1166

716

2267

4149

N

105

128

309

542

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9641

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Race: Black or African American

0.0713

0.9730

0.1370

0.0524

p-value

[0.08; 1.11]

[0.34; 2.80]

[0.26; 1.21]

[0.33; 1.01]

95% CI

0.29

0.98

0.56

0.58

ratio
Hazard

0.05 0.2 0.5 1 2 5

Favours Dapa Favours Placebo

18.0

28.9

53.1

Weight

104

44

104

252

N

3

7

10

20

n

87

46

116

249

N

8

7

18

33

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3505

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Race: Asian

0.1518

0.6688

0.9393

0.6799

p-value

[0.86; 2.71]

[0.52; 1.52]

[0.66; 1.48]

[0.80; 1.40]

95% CI

1.52

0.89

0.98

1.06

ratio
Hazard

0.5 0.8 1 2 5

Favours Dapa Favours Placebo

24.2

27.5

48.3

Weight

749

187

440

1376

N

30

25

45

100

n

718

187

458

1363

N

19

28

48

95

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3519

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Race: Other

0.8820

0.1846

0.4867

0.3730

p-value

[0.40; 2.21]

[0.50; 36.63]

[0.59; 3.06]

[0.74; 2.25]

95% CI

0.94

4.28

1.34

1.29

ratio
Hazard

0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours Placebo

44.7

7.1

48.2

Weight

175

19

110

304

N

10

5

13

28

n

181

15

113

309

N

11

1

10

22

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3739

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.2943

0.0871

0.3033

0.0309

p-value

[0.63; 1.15]

[0.54; 1.04]

[0.36; 1.37]

[0.64; 0.98]

95% CI

0.85

0.75

0.71

0.79

ratio
Hazard

0.2 0.5 1 1.2 1.5

Favours Dapa Favours Placebo

49.1

40.7

10.3

Weight

1272

362

93

1727

N

79

62

15

156

n

1250

357

96

1703

N

89

79

21

189

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8014

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.9226

0.6620

0.3160

0.5244

p-value

[0.70; 1.49]

[0.79; 1.44]

[0.80; 1.07]

[0.85; 1.09]

95% CI

1.02

1.07

0.93

0.96

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

10.8

17.6

71.5

Weight

880

600

2868

4348

N

53

89

342

484

n

902

607

2858

4367

N

54

85

364

503

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6724

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.5333

0.4398

0.2864

0.1596

p-value

[0.72; 1.19]

[0.73; 1.14]

[0.64; 1.14]

[0.78; 1.04]

95% CI

0.92

0.92

0.86

0.90

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

32.3

42.4

25.3

Weight

1918

962

606

3486

N

115

151

85

351

n

1932

964

659

3555

N

125

164

105

394

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9090

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.6671

0.4808

0.4334

p-value

[0.45; 1.68]

[0.80; 1.11]

[0.80; 1.10]

95% CI

0.86

0.94

0.94

ratio
Hazard

0.2 0.5 1 1.5 2

Favours Dapa Favours Placebo

6.0

94.0

Weight

234

2355

2589

N

17

272

289

n

220

2295

2515

N

18

280

298

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8233

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Baseline systolic BP: <= 130 mmHg

0.6415

0.6317

0.3194

0.2488

p-value

[0.57; 1.42]

[0.73; 1.21]

[0.69; 1.13]

[0.77; 1.07]

95% CI

0.90

0.94

0.88

0.91

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

12.9

42.2

44.9

Weight

793

676

989

2458

N

36

117

122

275

n

749

689

997

2435

N

38

126

137

301

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9372

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Baseline systolic BP: > 130 mmHg

0.6152

0.5144

0.4374

0.2823

p-value

[0.71; 1.23]

[0.54; 1.36]

[0.78; 1.11]

[0.80; 1.07]

95% CI

0.93

0.86

0.93

0.92

ratio
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0.5 0.8 1 1.2 1.5
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Weight
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n

1403
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N
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38

248

391

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9430

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Heart Failure: Yes

0.3983

0.4398

0.6458

0.2561

p-value

[0.51; 1.31]

[0.73; 1.14]

[0.68; 1.27]

[0.77; 1.07]

95% CI

0.81

0.92

0.93

0.91

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo
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Weight
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1551

N
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n

233

964

373

1570

N

37

164

86

287

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8924

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Heart Failure: No

0.6991

0.3142

0.2889

p-value

[0.72; 1.24]

[0.78; 1.08]

[0.81; 1.07]

95% CI

0.95

0.92

0.93

ratio
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Weight

1917

2608

4525

N

101

281

382

n
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n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8510

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Type 2 Diabetes: Yes

0.6867

0.5082

0.2276

0.1597

p-value

[0.73; 1.23]

[0.68; 1.21]

[0.79; 1.06]

[0.82; 1.03]

95% CI

0.95
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0.92
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9685

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Type 2 Diabetes: No

0.3693

0.7243

0.4406

p-value

[0.42; 1.38]

[0.67; 1.33]

[0.66; 1.20]

95% CI

0.76

0.94

0.89

ratio
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Favours Dapa Favours Placebo
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74.9

Weight
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N
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n
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464
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N
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n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.5492

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Baseline UACR: >=30 - <=300

0.1381

0.3255

0.5356

p-value

[0.81; 4.38]

[0.76; 1.09]

[0.79; 1.13]

95% CI
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0.95

ratio
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0.5 0.8 1 2 5
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8
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D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0915

Placebo Dapa 10mg



f_ipdforest_log_macepdf generated by f_forest.sas at 27JUL2021:16:29:59
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.18.1 - Pooled IPD forest plots: Time to CV death, MI or stroke, overall and by subgroups (full analysis set)
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Baseline UACR: >300

0.2247

0.2454

0.0932

p-value

[0.67; 1.10]

[0.63; 1.13]

[0.70; 1.03]

95% CI

0.86

0.84

0.85

ratio
Hazard
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Favours Dapa Favours Placebo
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Weight
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N
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n
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N
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n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9238

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Overall

0.7615

0.8860

0.3405

0.5059

p-value

[0.69; 1.68]

[0.57; 1.90]

[0.74; 1.11]

[0.79; 1.12]

95% CI
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n
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N

37
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7462

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Sex: Male

0.6887

0.5188

0.7379

0.7436

p-value

[0.65; 1.94]

[0.38; 1.62]

[0.76; 1.21]

[0.79; 1.19]
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7474

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Sex: Female

0.9563

0.2355

0.1198

0.3643

p-value

[0.45; 2.11]

[0.63; 6.62]

[0.45; 1.10]

[0.59; 1.21]

95% CI
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Weight
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4
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2065

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Age (years): <=65 years

0.5780

0.6228

0.1386

0.0973

p-value

[0.40; 1.66]

[0.24; 2.36]

[0.61; 1.07]

[0.63; 1.04]

95% CI
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Weight
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n
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9897

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Age (years): >65 years

0.4025

0.6291

0.8343

0.4755

p-value

[0.72; 2.30]

[0.59; 2.42]

[0.77; 1.39]

[0.85; 1.40]

95% CI
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n
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119

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7773

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Region: Latin America

0.3425

0.1495

0.1309

0.4561

p-value

[0.13; 2.04]
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1

6
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0606

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Region: Asia/Pacific

0.4393

0.9625

0.3508

0.6392

p-value

[0.48; 5.55]

[0.24; 3.87]
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95% CI
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5288

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Region: Europe

0.6774

0.6061

0.5737

0.6310

p-value

[0.57; 2.39]

[0.35; 1.86]

[0.80; 1.48]

[0.82; 1.39]

95% CI
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1.07
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Weight
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n
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7664

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Region: North America

0.8462

0.8815

0.3115

0.3867

p-value

[0.51; 2.29]

[0.20; 3.99]

[0.62; 1.16]

[0.66; 1.17]

95% CI
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Weight
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8441

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Race: White

0.7685

0.8502

0.7834

0.7655

p-value

[0.56; 1.54]

[0.54; 2.11]

[0.77; 1.21]

[0.80; 1.18]

95% CI

0.93

1.07

0.97

0.97

ratio
Hazard

0.5 0.8 1 2 5

Favours Dapa Favours Placebo

15.0

8.4

76.6

Weight

1124

712

2308

4144

N

28

17

149

194

n

1166

716

2267

4149

N

31

16

151

198

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9472

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Race: Black or African American

0.9964

0.2114

0.0900

p-value

[0.00;NC]

[1.00; 1.00]

[0.17; 1.48]

[0.14; 1.15]

95% CI

0.00

1.00

0.50

0.41

ratio
Hazard

0.005 0.2 0.5 1 1.5

Favours Dapa Favours Placebo

0.0

100.0

Weight

104

44

104

252

N

0

0

5

5

n

87

46

116

249

N

2

0

10

12

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5616

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Race: Asian

0.1438

0.7368

0.2941

0.7582

p-value

[0.74; 7.57]

[0.21; 2.97]

[0.41; 1.31]

[0.58; 1.49]

95% CI

2.37

0.80

0.73

0.93

ratio
Hazard

0.2 0.5 1 2 5 10

Favours Dapa Favours Placebo

17.6

13.7

68.7

Weight

749

187

440

1376

N

10

4

19

33

n

718

187

458

1363

N

4

5

27

36

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1780

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Race: Other

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.6576

0.5776

0.6215

0.4078

p-value

[0.49; 1.56]

[0.28; 2.03]

[0.31; 2.01]

[0.54; 1.29]

95% CI

0.88

0.76

0.79

0.83

ratio
Hazard

0.2 0.5 1 2 5

Favours Dapa Favours Placebo

57.8

19.8

22.4

Weight

1272

362

93

1727

N

22

7

8

37

n

1250

357

96

1703

N

24

9

10

43

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9565

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.3207

0.5400

0.3870

0.7109

p-value

[0.70; 2.93]

[0.59; 2.71]

[0.74; 1.12]

[0.79; 1.17]

95% CI

1.44

1.27

0.91

0.96

ratio
Hazard

0.5 0.8 1 2 5

Favours Dapa Favours Placebo

7.4

6.5

86.1

Weight

880

600

2868

4348

N

18

15

169

202

n

902

607

2858

4367

N

13

12

184

209

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3698

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.5391

0.8860

0.3373

0.8181

p-value

[0.72; 1.88]

[0.57; 1.90]

[0.54; 1.23]

[0.73; 1.28]

95% CI

1.16

1.04

0.82

0.97

ratio
Hazard

0.5 0.8 1 1.5 2

Favours Dapa Favours Placebo

33.3

21.5

45.2

Weight

1918

962

606

3486

N

36

22

40

98

n

1932

964

659

3555

N

31

21

52

104

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5251

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.4434

0.6084

0.5200

p-value

[0.17; 2.16]

[0.74; 1.19]

[0.74; 1.17]

95% CI

0.61

0.94

0.93

ratio
Hazard

0.2 0.5 1 2 5

Favours Dapa Favours Placebo

3.3

96.7

Weight

234

2355

2589

N

4

137

141

n

220

2295

2515

N

6

142

148

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5190

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)

Page 18 of 26

Baseline systolic BP: <= 130 mmHg

0.7232

0.7612

0.8471

0.8547

p-value

[0.47; 3.00]

[0.45; 1.80]

[0.68; 1.37]

[0.73; 1.31]

95% CI

1.18

0.90

0.97

0.97

ratio
Hazard

0.2 0.5 1 2 5

Favours Dapa Favours Placebo

10.0

17.9

72.0

Weight

793

676

989

2458

N

10

15

63

88

n

749

689

997

2435

N

8

17

65

90

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8991

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Baseline systolic BP: > 130 mmHg

0.8414

0.4124

0.2958

0.4994

p-value

[0.63; 1.76]

[0.49; 5.71]

[0.68; 1.12]

[0.74; 1.16]

95% CI

1.05

1.67

0.87

0.93

ratio
Hazard

0.2 0.5 1 2 5 10

Favours Dapa Favours Placebo

18.9

3.3

77.8

Weight

1359

286

1973

3618

N

30

7

114

151

n

1403

275

1957

3635

N

29

4

129

162

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5048

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Heart Failure: Yes

0.9420

0.8860

0.7989

0.8907

p-value

[0.31; 2.97]

[0.57; 1.90]

[0.61; 1.47]

[0.69; 1.37]

95% CI

0.96

1.04

0.94

0.98

ratio
Hazard

0.2 0.5 1 2 5

Favours Dapa Favours Placebo

9.0

32.4

58.6

Weight

235

962

354

1551

N

6

22

37

65

n

233

964

373

1570

N

6

21

41

68

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9642

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Heart Failure: No

0.7264

0.3786

0.5185

p-value

[0.67; 1.77]

[0.72; 1.13]

[0.76; 1.15]

95% CI

1.09

0.90

0.93

ratio
Hazard

0.5 0.8 1 1.5 2

Favours Dapa Favours Placebo

18.2

81.8

Weight

1917

2608

4525

N

34

140

174

n

1919

2581

4500

N

31

153

184

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4862

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Type 2 Diabetes: Yes

0.8411

0.9599

0.3405

0.4436

p-value

[0.65; 1.70]

[0.49; 2.14]

[0.74; 1.11]

[0.78; 1.12]

95% CI

1.05

1.02

0.91

0.93

ratio
Hazard

0.2 0.5 1 2 5

Favours Dapa Favours Placebo

14.2

6.0

79.8

Weight

1455

482

2962

4899

N

34

14

177

225

n

1451

500

2954

4905

N

32

14

194

240

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8315

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Type 2 Diabetes: No

0.7598

0.8038

0.7092

p-value

[0.37; 3.94]

[0.41; 3.14]

[0.54; 2.50]

95% CI

1.20

1.14

1.16

ratio
Hazard

0.2 0.5 1 2 5

Favours Dapa Favours Placebo

42.2

57.8

Weight

697

480

1177

N

6

8

14

n

701

464

1165

N

5

7

12

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.9418

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Baseline UACR: >=30 - <=300

0.6526

0.5329

0.5706

p-value

[0.16; 19.14]

[0.71; 1.19]

[0.72; 1.20]

95% CI

1.74

0.92

0.93

ratio
Hazard

0.2 0.5 1 2 5 10 20

Favours Dapa Favours Placebo

1.1

98.9

Weight

239

2017
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N

2
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113

n
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2218

N

1

120
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n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5947

Placebo Dapa 10mg



f_ipdforest_log_mipdf generated by f_forest.sas at 27JUL2021:16:30:05
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.19.1 - Pooled IPD forest plots: Time to first fatal or non-fatal MI, overall and by subgroups (full analysis set)
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Baseline UACR: >300

0.7960

0.4669

0.7066

p-value

[0.67; 1.68]

[0.58; 1.28]

[0.70; 1.27]

95% CI

1.06

0.86

0.94

ratio
Hazard

0.5 0.8 1 1.5 2

Favours Dapa Favours Placebo

43.3

56.7

Weight

1912

594

2506

N

38

46

84

n

1947

575

2522

N

36

51

87

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4999

Placebo Dapa 10mg



f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Overall

0.9706

0.8561

0.8716

0.8348

p-value

[0.65; 1.51]

[0.53; 1.70]

[0.76; 1.26]

[0.80; 1.20]

95% CI

0.99

0.95

0.98

0.98

ratio
Hazard

0.5 0.8 1 1.5 2

Favours Dapa Favours Placebo

23.0

12.0

65.0

Weight

2152

962

2962

6076

N

43

22

121
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n

2152

964

2954

6070

N

43

23

122

188

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9926

Placebo Dapa 10mg



f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Sex: Male
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Pooled Estimate
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Study interaction p-value 0.4521

Placebo Dapa 10mg



f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Sex: Female

0.1389
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Study interaction p-value 0.1644
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f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Age (years): <=65 years

0.8493

0.0847

0.5512

0.2948
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Age (years): >65 years

0.9011

0.4359

0.6745

0.4875
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Study interaction p-value 0.8533
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Region: Latin America
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Region: Asia/Pacific
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Study interaction p-value 0.8391
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f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Region: Europe

0.4464
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Region: North America
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Race: White
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Race: Black or African American
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f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Race: Asian
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Study interaction p-value 0.8882

Placebo Dapa 10mg



f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Race: Other

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.7831

0.2193
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Study interaction p-value 0.5518

Placebo Dapa 10mg



f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.7908

0.4287

0.8176

0.8970

p-value

[0.58; 2.04]

[0.63; 2.98]
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Pooled Estimate

Study

Study interaction p-value 0.6839
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f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.8067

0.8561

0.5149

0.6667

p-value

[0.66; 1.69]
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f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.5112

0.6037

0.4963
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Baseline systolic BP: <= 130 mmHg

0.7852

0.6179

0.5548

0.5543

p-value

[0.49; 2.60]

[0.41; 1.69]
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95% CI
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Baseline systolic BP: > 130 mmHg

0.8703

0.6592
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p-value

[0.59; 1.57]
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Study interaction p-value 0.8958

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Heart Failure: Yes

0.5760
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Study interaction p-value 0.7055
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Heart Failure: No

0.6879

0.5675

0.4875

p-value

[0.55; 1.48]

[0.70; 1.22]

[0.72; 1.17]

95% CI

0.90

0.92

0.92

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

23.9

76.1

Weight

1917

2608

4525

N

30

97

127

n

1919

2581

4500

N

33

103

136

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9453

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Type 2 Diabetes: Yes

0.8488
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Study interaction p-value 0.9568
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f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Type 2 Diabetes: No
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f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.



f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Baseline UACR: >=30 - <=300
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f_ipdforest_log_strokepdf generated by f_forest.sas at 27JUL2021:16:30:10
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.20.1 - Pooled IPD forest plots: Time to first fatal or non-fatal stroke of any cause, overall and by subgroups (full analysis set)
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Baseline UACR: >300
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f_ipdforest_log_hospanypdf generated by f_forest.sas at 27JUL2021:16:30:16
CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Sex: Male
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Sex: Female
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Age (years): <=65 years
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Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Age (years): >65 years
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Region: Latin America
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Region: Asia/Pacific
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Study interaction p-value 0.0254

Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Region: Europe
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Region: North America
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Race: White
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23.2

18.4

58.4

Weight

1124

712

2308

4144

N

345

273

935

1553

n

1166

716

2267

4149

N

412

327

954

1693

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0973

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Race: Black or African American

0.0931

0.6010

0.1557

0.0312

p-value

[0.39; 1.08]

[0.47; 1.55]

[0.47; 1.13]

[0.54; 0.97]

95% CI

0.64

0.85

0.73

0.73

ratio
Hazard

0.2 0.5 1 1.5 2

Favours Dapa Favours Placebo

32.1

23.9

43.9

Weight

104

44

104

252

N

28

20

35

83

n

87

46

116

249

N

31

24

47

102

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8272

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Race: Asian

0.0394

0.0670

0.9608

0.0257

p-value

[0.64; 0.99]

[0.53; 1.02]

[0.79; 1.26]

[0.74; 0.98]

95% CI

0.80

0.74

0.99

0.85

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

43.8

19.1

37.1

Weight

749

187

440

1376

N

153

65

136

354

n

718

187

458

1363

N

179

81

144

404

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2334

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Race: Other

0.9881

0.7817

0.1356

0.2887

p-value

[0.65; 1.53]

[0.33; 2.30]

[0.44; 1.12]

[0.63; 1.15]

95% CI

1.00

0.87

0.70

0.85

ratio
Hazard

0.2 0.5 1 2 5

Favours Dapa Favours Placebo

48.8

9.6

41.6

Weight

175

19

110

304

N

41

10

30

81

n

181

15

113

309

N

42

7

43

92

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5552

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.0195

0.0008

0.8670

0.0002

p-value

[0.73; 0.97]

[0.56; 0.86]

[0.65; 1.44]

[0.72; 0.90]

95% CI

0.84

0.69

0.97

0.81

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

63.9

27.9

8.2

Weight

1272

362

93

1727

N

354

146

47

547

n

1250

357

96

1703

N

396

185

49

630

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2128

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.0170

0.0654

0.1267

0.0034

p-value

[0.67; 0.96]

[0.71; 1.01]

[0.86; 1.02]

[0.84; 0.97]

95% CI

0.80

0.84

0.94

0.90

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

15.0

14.9

70.1

Weight

880

600

2868

4348

N

213

222

1088

1523

n

902

607

2858

4367

N

268

254

1139

1661

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2225

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0037

0.0005

0.8096

<.0001

p-value

[0.74; 0.94]

[0.68; 0.90]

[0.83; 1.15]

[0.78; 0.92]

95% CI

0.84

0.78

0.98

0.85

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

44.3

32.5

23.2

Weight

1918

962

606

3486

N

505

368

274

1147

n

1932

964

659

3555

N

590

439

297

1326

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1155

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.1213

0.1310

0.0616

p-value

[0.55; 1.07]

[0.85; 1.02]

[0.84; 1.00]

95% CI

0.77

0.93

0.92

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

7.2

92.8

Weight

234

2355

2589

N

62

861

923

n

220

2295

2515

N

74

891

965

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2768

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Baseline systolic BP: <= 130 mmHg

0.0629

0.0064

0.2884

0.0017

p-value

[0.67; 1.01]

[0.68; 0.94]

[0.80; 1.07]

[0.78; 0.94]

95% CI

0.82

0.80

0.93

0.86

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

21.3

34.1

44.6

Weight

793

676

989

2458

N

175

272

378

825

n

749

689

997

2435

N

196

327

399

922

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3734

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Baseline systolic BP: > 130 mmHg

0.0096

0.0331

0.2676

0.0030

p-value

[0.73; 0.96]

[0.57; 0.98]

[0.86; 1.04]

[0.82; 0.96]

95% CI

0.84

0.74

0.95

0.89

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

32.7

7.9

59.3

Weight

1359

286

1973

3618

N

392

96

758

1246

n

1403

275

1957

3635

N

468

112

789

1369

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1306

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Heart Failure: Yes

0.3778

0.0005

0.8001

0.0159

p-value

[0.87; 1.45]

[0.68; 0.90]

[0.79; 1.19]

[0.79; 0.98]

95% CI

1.12

0.78

0.97

0.88

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

16.5

57.2

26.3

Weight

235

962

354

1551

N

121

368

176

665

n

233

964

373

1570

N

111

439

193

743

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0261

Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Heart Failure: No

<.0001

0.1502

0.0005

p-value

[0.69; 0.88]

[0.86; 1.02]

[0.82; 0.95]

95% CI

0.78

0.94

0.88

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

33.6

66.4

Weight

1917

2608

4525

N

446

960

1406

n

1919

2581

4500

N

553

995

1548

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0172

Significant heterogeneity between the studies; validity of pooled hazard ratio is questionable.

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Type 2 Diabetes: Yes

0.0020

0.0067

0.1232

0.0002

p-value

[0.72; 0.93]

[0.64; 0.93]

[0.86; 1.02]

[0.83; 0.94]

95% CI

0.82

0.77

0.94

0.88

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

25.5

11.6

62.9

Weight

1455

482

2962

4899

N

436

194

1136

1766

n

1451

500

2954

4905

N

512

239

1188

1939

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0574

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Type 2 Diabetes: No

0.1997

0.0296

0.0139

p-value

[0.68; 1.08]

[0.65; 0.98]

[0.71; 0.96]

95% CI

0.86

0.80

0.82

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

43.1

56.9

Weight

697

480

1177

N

131

174

305

n

701

464

1165

N

152

200

352

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.6500

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Baseline UACR: <30

Forest plot analyses of hazard ratios are only possible when events occur in both Dapa and Placebo arms for at least two studies.
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Baseline UACR: >=30 - <=300

0.2308

0.3710

0.2394

p-value

[0.55; 1.16]

[0.86; 1.06]

[0.86; 1.04]

95% CI

0.79

0.95

0.94

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

6.7

93.3

Weight

239

2017

2256

N

53

741

794

n

205

2013

2218

N

56

765

821

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3512

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The study*treatment interaction p-value is presented as an indicator of inter-study heterogeneity and is estimated using a Cox proportional hazards regression model including treatment, study and study*treatment.
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of log(hazard ratio).
The pooled estimate of hazard ratio is estimated using a Cox proportional hazards regression model including treatment and study.
Hazard ratios for individual studies are estimated using a Cox proportional hazards regression model including treatment.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.1.21.4 - Pooled IPD forest plots: Time from randomization to hospitalization (for any cause), overall and by subgroups (full analysis set)
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Baseline UACR: >300

0.0029

0.0110

<.0001

p-value

[0.74; 0.94]

[0.67; 0.95]

[0.75; 0.91]

95% CI

0.84

0.80

0.82

ratio
Hazard

0.5 0.8 1 1.2 1.5

Favours Dapa Favours Placebo

68.6

31.4

Weight

1912

594

2506

N

514

239

753

n

1947

575

2522

N

608

274

882

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6685

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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Overall

0.3778
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled difference in change-from-bl is questionable.
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)

Page 20 of 23

Heart failure: Yes

0.9019

0.1385

0.2660

0.0713

p-value

[-2.47; 2.18]

[-1.63; 0.23]

[-3.24; 0.89]

[-1.60; 0.07]

95% CI

-0.15

-0.70

-1.17

-0.77

change-from-BL
Difference in

-4 -3 -2 -1 0 1 2 3

Lower in Dapa Lower in Placebo

11.8

73.3

14.9

Weight

235

962

354

1551

N

214

808

316

1338

n

233

964

373

1570

N

208

782

321

1311

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9386

Placebo Dapa 10mg



f_ipdforest_lin_egfr12pdf generated by f_forest.sas at 16JUL2021:16:53:04
CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.1 - Pooled IPD forest plots: Change from baseline in eGFR at 12 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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CI = Confidence Intervals, NC = Not calculated
The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled difference in change-from-bl is questionable.
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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Significant heterogeneity between the studies; validity of pooled difference in change-from-bl is questionable.
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.

Absolute treatment differences for individual studies are estimated using a mixed methods repeated measures (MMRM) model including baseline eGFR, treatment, timepoint and treatment*timepoint. Estimates presented may differ from those presented for the single 
studies due to the fact that only the timepoints common to all three studies are included.

Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 4.2.1.2 - Pooled IPD forest plots: Change from baseline in eGFR at 24 months (ml/min/1.73 m**2), overall and by subgroups (full analysis set)
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Baseline eGFR group 1: >= 45mL/min/1,73m2
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The weights of the contribution of each individual study to the pooled estimate are approximate; these are calculated using the inverse variance of the individual study estimates of absolute treatment difference.

The study*treatment interaction p-value is presented as an indicator of the inter-study heterogeneity and is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study, treatment*timepoint and study*treatment. It applies across all timepoints 
included in the model and not just the one presented in this figure (therefore it will be the same for all timepoints).

The pooled estimate of absolute treatment difference is estimated using an MMRM model including baseline eGFR, treatment, timepoint, study and treatment*timepoint.
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Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (
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Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe -

Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)   1111
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Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by

subgroups (safety analysis set)   1345
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Risk), overall and by subgroups (safety analysis set)   1475
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overall and by subgroups (safety analysis set)   1579
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Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and 

by subgroups (safety analysis set)

Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative 
Risk), overall and by subgroups (safety analysis set)

Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by 
subgroups (safety analysis set)

Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), 
overall and by subgroups (safety analysis set)

Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by 

subgroups (safety analysis set)

Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), 
overall and by subgroups (safety analysis set)

Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by 
subgroups (safety analysis set)

Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk ), 
overall and by subgroups (safety analysis set)

Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall 

and by subgroups (safety analysis set)

Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk

), overall and by subgroups (safety analysis set)

Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by 
subgroups (safety analysis set)

Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups 

( safety analysis set)

Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by 
subgroups (safety analysis set)

Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative 
Risk), overall and by subgroups (safety analysis set)   2047

Page 8 of 4674

28/07/2021



Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by

subgroups (safety analysis set)   2073

Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and

by subgroups (safety analysis set)   2099

Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and

by subgroups (safety analysis set)   2125

Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk),

overall and by subgroups (safety analysis set)   2151

Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by

subgroups (safety analysis set)   2177

Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk

), overall and by subgroups (safety analysis set)   2203

Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall

and by subgroups (safety analysis set)   2229

Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk

), overall and by subgroups (safety analysis set)   2255

Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site

conditions: All (Relative Risk), overall and by subgroups (safety analysis set)   2281

Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative

Risk), overall and by subgroups (safety analysis set)   2307

Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk),

overall and by subgroups (safety analysis set)   2333

Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders:

All (Relative Risk), overall and by subgroups (safety analysis set)   2359

Figure 5.12.33.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Relative Risk),

overall (safety analysis set)   2385

Figure 5.12.34.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Angina pectoris (Relative Risk), overall (safety

analysis set)   2386

Figure 5.12.35.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Angina unstable (Relative Risk), overall (safety

analysis set)   2387
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Figure 5.12.36.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Relative Risk),

overall (safety analysis set)

Figure 5.12.37.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Myocardial infarction (Relative Risk), overall ( 
safety analysis set)

Figure 5.12.38.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Ear and labyrinth disorders: All (Relative Risk), overall (safety 
analysis set)

Figure 5.12.39.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Eye disorders: All (Relative Risk), overall (safety analysis set) 
Figure 5.12.40.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Eye disorders: Cataract (Relative Risk), overall (safety analysis set

)

Figure 5.12.41.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Gastrointestinal disorders: All (Relative Risk), overall (safety 
analysis set)

Figure 5.12.42.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Gastrointestinal disorders: Diarrhoea (Relative Risk), overall (

safety analysis set)

Figure 5.12.43.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Death ( 
Relative Risk), overall (safety analysis set)

Figure 5.12.44.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Non-cardiac 
chest pain (Relative Risk), overall (safety analysis set)

Figure 5.12.45.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema 
peripheral (Relative Risk), overall (safety analysis set)

Figure 5.12.46.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Hepatobiliary disorders: All (Relative Risk), overall (safety analysis 
set)

Figure 5.12.47.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall (safety 
analysis set)

Figure 5.12.48.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Cellulitis (Relative Risk), overall (safety 
analysis set)

Figure 5.12.50.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Nasopharyngitis (Relative Risk), overall

(safety analysis set)   2402
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Figure 5.12.51.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall ( 
safety analysis set)

Figure 5.12.52.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Sepsis (Relative Risk), overall (safety 
analysis set)

Figure 5.12.53.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Upper respiratory tract infection ( 
Relative Risk), overall (safety analysis set)

Figure 5.12.54.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Urinary tract infection (Relative Risk), 
overall (safety analysis set)

Figure 5.12.55.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (Relative Risk), 
overall (safety analysis set)

Figure 5.12.57.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: All (Relative Risk), overall (safety analysis set) 
Figure 5.12.58.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Blood creatinine increased (Relative Risk), overall 

( safety analysis set)

Figure 5.12.59.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Dehydration (Relative Risk), 
overall (safety analysis set)

Figure 5.12.60.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative 
Risk), overall (safety analysis set)

Figure 5.12.61.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative 

Risk ), overall (safety analysis set)

Figure 5.12.62.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperkalaemia (Relative Risk

), overall (safety analysis set)

Figure 5.12.63.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypoglycaemia (Relative Risk

), overall (safety analysis set)

Figure 5.12.64.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypovolaemia (Relative Risk), 
overall (safety analysis set)

Figure 5.12.65.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus 

( Relative Risk), overall (safety analysis set)   2417
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Figure 5.12.66.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All (Relative Risk 
), overall (safety analysis set)

Figure 5.12.67.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Arthralgia ( 
Relative Risk), overall (safety analysis set)

Figure 5.12.68.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Back pain ( 
Relative Risk), overall (safety analysis set)

Figure 5.12.69.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Osteoarthritis 

( Relative Risk), overall (safety analysis set)

Figure 5.12.71.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts and 
polyps): All (Relative Risk), overall (safety analysis set)

Figure 5.12.72.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: All (Relative Risk), overall (safety 
analysis set)

Figure 5.12.73.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Cerebrovascular accident (Relative 
Risk), overall (safety analysis set)

Figure 5.12.74.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Dizziness (Relative Risk), overall (

safety analysis set)

Figure 5.12.75.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Ischaemic stroke (Relative Risk),

overall (safety analysis set)

Figure 5.12.76.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Transient ischaemic attack (Relative 
Risk), overall (safety analysis set)

Figure 5.12.77.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Psychiatric disorders: All (Relative Risk), overall (safety analysis 
set)

Figure 5.12.78.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative 

Risk ), overall (safety analysis set)

Figure 5.12.80.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Haematuria (Relative Risk), overall 

( safety analysis set)   2432
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Figure 5.12.81.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Renal failure (Relative Risk), overall (

safety analysis set)  2433 
Figure 5.12.82.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Renal impairment (Relative Risk),

overall (safety analysis set)  2434 
Figure 5.12.83.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: Benign prostatic hyper-

plasia (Relative Risk), overall (safety analysis set)  2435 
Figure 5.12.84.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Chronic obstructiv-

e pulmonary disease (Relative Risk), overall (safety analysis set)  2436 
Figure 5.12.85.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (

Relative Risk), overall (safety analysis set)  2437 
Figure 5.12.86.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Skin and subcutaneous tissue disorders: All (Relative Risk), overall

(safety analysis set)  2438 
Figure 5.12.87.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Skin and subcutaneous tissue disorders: Skin ulcer (Relative Risk

), overall (safety analysis set)  2439 
Figure 5.12.88.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: All (Relative Risk), overall (safety analysis set)  2440 
Figure 5.12.89.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypertension (Relative Risk), overall (safety

analysis set)  2441 
Figure 5.12.90.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Peripheral arterial occlusive disease (Relative

Risk), overall (safety analysis set)  2442 
Figure 5.12.92.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Relative

Risk), overall (safety analysis set)  2444 
Figure 5.12.93.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Angina pectoris (Relative Risk), overall (

safety analysis set)  2445 
Figure 5.12.94.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Angina unstable (Relative Risk), overall (

safety analysis set)  2446 
Figure 5.12.95.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall (

safety analysis set)  2447
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Figure 5.12.96.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Relative Risk

), overall (safety analysis set)

Figure 5.12.97.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Myocardial infarction (Relative Risk), overall 

(safety analysis set)

Figure 5.12.98.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Gastrointestinal disorders: All (Relative Risk), overall (safety 
analysis set)

Figure 5.12.99.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: General disorders and administration site conditions: Death

(Relative Risk), overall (safety analysis set)

Figure 5.12.100.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Hepatobiliary disorders: All (Relative Risk), overall (safety 
analysis set)

Figure 5.12.101.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Infections and infestations: Cellulitis (Relative Risk), overall

(safety analysis set)

Figure 5.12.103.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (

Relative Risk), overall (safety analysis set)

Figure 5.12.104.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypoglycaemia ( Relative 

Risk), overall (safety analysis set)

Figure 5.12.105.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All ( Relative 

Risk), overall (safety analysis set)

Figure 5.12.106.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts and 

polyps): All (Relative Risk), overall (safety analysis set)

Figure 5.12.107.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: All (Relative Risk), overall ( safety 

analysis set)

Figure 5.12.108.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: Cerebrovascular accident 

( Relative Risk), overall (safety analysis set)

Figure 5.12.109.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: Ischaemic stroke (Relative Risk ), 
overall (safety analysis set)
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Figure 5.12.111.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Vascular disorders: All (Relative Risk), overall (safety

analysis set)   2463

Figure 5.12.112.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Relative

Risk), overall (safety analysis set)   2464

Figure 5.12.113.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Relative Risk

), overall (safety analysis set)   2465

Figure 5.12.114.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Gastrointestinal disorders: All (Relative Risk), overall (

safety analysis set)   2466

Figure 5.12.115.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: General disorders and administration site conditions: All (

Relative Risk), overall (safety analysis set)   2467

Figure 5.12.116.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: General disorders and administration site conditions: Death

(Relative Risk), overall (safety analysis set)   2468

Figure 5.12.117.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall (

safety analysis set)   2469

Figure 5.12.118.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk),

overall (safety analysis set)   2470

Figure 5.12.119.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (

Relative Risk), overall (safety analysis set)   2471

Figure 5.12.120.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All (

Relative Risk), overall (safety analysis set)   2472

Figure 5.12.121.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts

and polyps): All (Relative Risk), overall (safety analysis set)   2473

Figure 5.12.122.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Nervous system disorders: All (Relative Risk), overall (

safety analysis set)   2474

Figure 5.12.123.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative

Risk), overall (safety analysis set)   2475

Figure 5.12.124.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Vascular disorders: All (Relative Risk), overall (safety

analysis set)   2476

Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)   2477

Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)   2503
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Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)   2529

Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)   2555

Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by

subgroups (safety analysis set)   2581

Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio),

overall and by subgroups (safety analysis set)   2607

Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)   2633

Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis

set)   2659

Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety

analysis set)   2685

Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall

and by subgroups (safety analysis set)   2711

Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds

Ratio), overall and by subgroups (safety analysis set)   2737

Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds

Ratio), overall and by subgroups (safety analysis set)   2763

Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (

Odds Ratio), overall and by subgroups (safety analysis set)   2789

Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by

subgroups (safety analysis set)   2815

Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall

and by subgroups (safety analysis set)   2841

Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio),

overall and by subgroups (safety analysis set)   2867

Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio),

overall and by subgroups (safety analysis set)   2893

Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by

subgroups (safety analysis set)   2919
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Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall

and by subgroups (safety analysis set)   2945

Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio),

overall and by subgroups (safety analysis set)   2971

Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio),

overall and by subgroups (safety analysis set)   2997

Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds

Ratio), overall and by subgroups (safety analysis set)   3023

Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definiti-

ons (Odds Ratio), overall and by subgroups (safety analysis set)   3049

Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Defi-

nitions (Odds Ratio), overall and by subgroups (safety analysis set)   3075

Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ -

Definitions (Odds Ratio), overall and by subgroups (safety analysis set)   3101

Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and

by subgroups (safety analysis set)   3127

Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio),

overall and by subgroups (safety analysis set)   3153

Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio

), overall and by subgroups (safety analysis set)   3179

Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds

Ratio), overall and by subgroups (safety analysis set)   3205

Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (

Odds Ratio), overall and by subgroups (safety analysis set)   3231

Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ D-

efinitions (Odds Ratio), overall and by subgroups (safety analysis set)   3257

Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original

AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)   3283

Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe -

Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)   3309
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Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by

subgroups (safety analysis set)   3335

Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and

by subgroups (safety analysis set)   3361

Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall

and by subgroups (safety analysis set)   3387

Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio),

overall and by subgroups (safety analysis set)   3413

Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall

and by subgroups (safety analysis set)   3439

Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio

), overall and by subgroups (safety analysis set)   3465

Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds

Ratio), overall and by subgroups (safety analysis set)   3491

Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (

Odds Ratio), overall and by subgroups (safety analysis set)   3517

Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups

(safety analysis set)   3543

Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by

subgroups (safety analysis set)   3569

Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and

by subgroups (safety analysis set)   3595

Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall

and by subgroups (safety analysis set)   3621

Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio),

overall and by subgroups (safety analysis set)   3647

Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds

Ratio), overall and by subgroups (safety analysis set)   3673

Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds

Ratio), overall and by subgroups (safety analysis set)   3699

Page 18 of 4674

28/07/2021



  3725

  3751

  3777

  3803

  3829

  3855

  3881

  3907

  3933

  3959

  3985

  4011

  4037

  4063

Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe ( 
Odds Ratio), overall and by subgroups (safety analysis set)

Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and 
by subgroups (safety analysis set)

Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio),

overall and by subgroups (safety analysis set)

Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (

safety analysis set)

Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by 
subgroups (safety analysis set)

Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by 
subgroups (safety analysis set)

Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall

and by subgroups (safety analysis set)

Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds 
Ratio), overall and by subgroups (safety analysis set)

Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by 
subgroups (safety analysis set)

Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), 
overall and by subgroups (safety analysis set)

Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by 
subgroups (safety analysis set)

Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), 
overall and by subgroups (safety analysis set)

Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by 
subgroups (safety analysis set)

Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), 
overall and by subgroups (safety analysis set)

Page 19 of 4674

28/07/2021



Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio),

overall and by subgroups (safety analysis set)   4115

Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio),

overall and by subgroups (safety analysis set)   4141

Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by

subgroups (safety analysis set)   4167

Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (

safety analysis set)   4193

Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by

subgroups (safety analysis set)   4219

Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds

Ratio), overall and by subgroups (safety analysis set)   4245

Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by

subgroups (safety analysis set)   4271

Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and

by subgroups (safety analysis set)   4297

Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and

by subgroups (safety analysis set)   4323

Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio),

overall and by subgroups (safety analysis set)   4349

Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by

subgroups (safety analysis set)   4375

Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio),

overall and by subgroups (safety analysis set)   4401

Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and

by subgroups (safety analysis set)   4427

Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio),

overall and by subgroups (safety analysis set)   4453

Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site

conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)   4479
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Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds

Ratio), overall and by subgroups (safety analysis set)   4505

Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio),

overall and by subgroups (safety analysis set)   4531

Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders:

All (Odds Ratio), overall and by subgroups (safety analysis set)   4557

Figure 5.12.33.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Odds Ratio),

overall (safety analysis set)   4583

Figure 5.12.34.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Angina pectoris (Odds Ratio), overall (safety

analysis set)   4584

Figure 5.12.35.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Angina unstable (Odds Ratio), overall (safety

analysis set)   4585

Figure 5.12.36.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Odds Ratio), overall

(safety analysis set)   4586

Figure 5.12.37.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Myocardial infarction (Odds Ratio), overall (

safety analysis set)   4587

Figure 5.12.38.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Ear and labyrinth disorders: All (Odds Ratio), overall (safety

analysis set)   4588

Figure 5.12.39.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Eye disorders: All (Odds Ratio), overall (safety analysis set)   4589

Figure 5.12.40.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Eye disorders: Cataract (Odds Ratio), overall (safety analysis set)   4590

Figure 5.12.41.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Gastrointestinal disorders: All (Odds Ratio), overall (safety analysis

set)   4591

Figure 5.12.42.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Gastrointestinal disorders: Diarrhoea (Odds Ratio), overall (safety

analysis set)   4592

Figure 5.12.43.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Death (Odds

Ratio), overall (safety analysis set)   4593

Figure 5.12.44.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Non-cardiac

chest pain (Odds Ratio), overall (safety analysis set)   4594

Figure 5.12.45.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema

peripheral (Odds Ratio), overall (safety analysis set)   4595
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Figure 5.12.46.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Hepatobiliary disorders: All (Odds Ratio), overall (safety analysis 
set)

Figure 5.12.47.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall (safety

analysis set)

Figure 5.12.48.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Cellulitis (Odds Ratio), overall (safety 
analysis set)

Figure 5.12.50.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Nasopharyngitis (Odds Ratio), overall 

( safety analysis set)

Figure 5.12.51.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall (

safety analysis set)

Figure 5.12.52.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Sepsis (Odds Ratio), overall (safety 
analysis set)

Figure 5.12.53.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Upper respiratory tract infection (Odds 
Ratio), overall (safety analysis set)

Figure 5.12.54.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Urinary tract infection (Odds Ratio), 
overall (safety analysis set)

Figure 5.12.55.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (Odds Ratio), 
overall (safety analysis set)

Figure 5.12.57.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: All (Odds Ratio), overall (safety analysis set)

Figure 5.12.58.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Blood creatinine increased (Odds Ratio), overall 

( safety analysis set)

Figure 5.12.59.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Dehydration (Odds Ratio), 
overall (safety analysis set)

Figure 5.12.60.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio

), overall (safety analysis set)   4610
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Figure 5.12.61.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), 
overall (safety analysis set)

Figure 5.12.62.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperkalaemia (Odds Ratio), 
overall (safety analysis set)

Figure 5.12.63.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypoglycaemia (Odds Ratio), 
overall (safety analysis set)

Figure 5.12.64.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypovolaemia (Odds Ratio), 
overall (safety analysis set)

Figure 5.12.65.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds 
Ratio), overall (safety analysis set)

Figure 5.12.66.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All (Odds Ratio), 
overall (safety analysis set)

Figure 5.12.67.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Arthralgia (Odds 
Ratio), overall (safety analysis set)

Figure 5.12.68.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Back pain (Odds 
Ratio), overall (safety analysis set)

Figure 5.12.69.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Osteoarthritis 

( Odds Ratio), overall (safety analysis set)

Figure 5.12.71.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts and 
polyps): All (Odds Ratio), overall (safety analysis set)

Figure 5.12.72.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: All (Odds Ratio), overall (safety

analysis set)

Figure 5.12.73.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Cerebrovascular accident (Odds Ratio

), overall (safety analysis set)

Figure 5.12.74.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Dizziness (Odds Ratio), overall (safety 
analysis set)

Figure 5.12.75.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Ischaemic stroke (Odds Ratio), overall 

( safety analysis set)   4625
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  4637overall (safety analysis set)

Figure 5.12.88.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: All (Odds Ratio), overall (safety analysis set)   4638

Figure 5.12.89.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypertension (Odds Ratio), overall (safety

analysis set)  4639 

Figure 5.12.90.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Peripheral arterial occlusive disease (Odds

Ratio), overall (safety analysis set)  4640
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Figure 5.12.76.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Transient ischaemic attack (Odds Ratio), 

overall (safety analysis set)     4626 

Figure 5.12.77.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Psychiatric disorders: All (Odds Ratio), overall (safety analysis set)  4627 

Figure 5.12.78.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio),

overall (safety analysis set)  4628  

Figure 5.12.80.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Haematuria (Odds Ratio), overall (

safety analysis set)  4630 

Figure 5.12.81.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Renal failure (Odds Ratio), overall (

safety analysis set)  4631 

Figure 5.12.82.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Renal impairment (Odds Ratio),

overall (safety analysis set)  4632 

Figure 5.12.83.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: Benign prostatic hyper-plasia 

(Odds Ratio), overall (safety analysis set)            4633 

Figure 5.12.84.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Chronic obstructiv-

e pulmonary disease (Odds Ratio), overall (safety analysis set)  4634 

Figure 5.12.85.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds

Ratio), overall (safety analysis set)  4635 

Figure 5.12.86.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Skin and subcutaneous tissue disorders: All (Odds Ratio), overall (

safety analysis set)  4636 

Figure 5.12.87.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Skin and subcutaneous tissue disorders: Skin ulcer (Odds Ratio),
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Figure 5.12.92.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Odds Ratio

), overall (safety analysis set)

Figure 5.12.93.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Angina pectoris (Odds Ratio), overall ( 
safety analysis set)

Figure 5.12.94.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Angina unstable (Odds Ratio), overall ( 
safety analysis set)

Figure 5.12.95.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall ( 
safety analysis set)

Figure 5.12.96.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Odds Ratio), 
overall (safety analysis set)

Figure 5.12.97.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Myocardial infarction (Odds Ratio),

overall (safety analysis set)

Figure 5.12.98.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Gastrointestinal disorders: All (Odds Ratio), overall (safety 
analysis set)

Figure 5.12.99.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: General disorders and administration site conditions: Death

(Odds Ratio), overall (safety analysis set)

Figure 5.12.100.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Hepatobiliary disorders: All (Odds Ratio), overall (safety 
analysis set)

Figure 5.12.101.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Infections and infestations: Cellulitis (Odds Ratio), overall ( 
safety analysis set)

Figure 5.12.103.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (Odds 
Ratio), overall (safety analysis set)

Figure 5.12.104.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypoglycaemia (Odds 
Ratio), overall (safety analysis set)

Figure 5.12.105.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All (Odds 
Ratio), overall (safety analysis set)

Figure 5.12.106.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts 
and polyps): All (Odds Ratio), overall (safety analysis set)   4656
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Figure 5.12.107.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: All (Odds Ratio), overall (safety 
analysis set)

Figure 5.12.108.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: Cerebrovascular accident (

Odds Ratio), overall (safety analysis set)

Figure 5.12.109.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: Ischaemic stroke (Odds Ratio), 
overall (safety analysis set)

Figure 5.12.111.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Vascular disorders: All (Odds Ratio), overall (safety

analysis set)

Figure 5.12.112.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Odds Ratio

), overall (safety analysis set)

Figure 5.12.113.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Odds Ratio), 
overall (safety analysis set)

Figure 5.12.114.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Gastrointestinal disorders: All (Odds Ratio), overall (safety 
analysis set)

Figure 5.12.115.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: General disorders and administration site conditions: All 

( Odds Ratio), overall (safety analysis set)

Figure 5.12.116.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: General disorders and administration site conditions: Death

(Odds Ratio), overall (safety analysis set)

Figure 5.12.117.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall (safety 
analysis set)

Figure 5.12.118.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio),

overall (safety analysis set)

Figure 5.12.119.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (Odds 
Ratio), overall (safety analysis set)

Figure 5.12.120.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All (Odds 
Ratio), overall (safety analysis set)

Figure 5.12.121.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts 
and polyps): All (Odds Ratio), overall (safety analysis set)   4671
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Figure 5.12.122.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Nervous system disorders: All (Odds Ratio), overall (safety

analysis set)   4672

Figure 5.12.123.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds

Ratio), overall (safety analysis set)   4673

Figure 5.12.124.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Vascular disorders: All (Odds Ratio), overall (safety

analysis set)   4674
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.1.1.2 - Pooled IPD analysis: Subjects experiencing any adverse event (AE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 4002 (66.0%)  6067 3892 (64.2%) 0.92 (0.85 , 0.99) 0.0291 0.97 (0.95 , 1.00) 0.0407 -1.88 (-3.57 , -0.19) 0.0290  0.2375
Sex            0.6448  

Male 4108 2736 (66.6%)  4149 2675 (64.5%) 0.91 (0.83 , 0.99) 0.0382 0.97 (0.94 , 1.00) 0.0468 -2.16 (-4.20 , -0.12) 0.0381   
Female 1953 1266 (64.8%)  1918 1217 (63.5%) 0.94 (0.83 , 1.08) 0.3850 0.98 (0.94 , 1.03) 0.4460 -1.34 (-4.35 , 1.68) 0.3847   

Age (years)            0.6574  
<=65 years 3144 1963 (62.4%)  3171 1915 (60.4%) 0.92 (0.83 , 1.01) 0.0937 0.97 (0.93 , 1.01) 0.1041 -2.04 (-4.43 , 0.34) 0.0935   
>65 years 2917 2039 (69.9%)  2896 1977 (68.3%) 0.93 (0.83 , 1.04) 0.1836 0.98 (0.95 , 1.01) 0.2419 -1.61 (-3.98 , 0.76) 0.1833   

Region            0.4683  
Latin America 965 615 (63.7%)  995 590 (59.3%) 0.84 (0.70 , 1.01) 0.0646 0.94 (0.88 , 1.01) 0.0744 -4.03 (-8.31 , 0.24) 0.0642   
Asia/Pacific 1256 703 (56.0%)  1277 684 (53.6%) 0.92 (0.78 , 1.07) 0.2791 0.95 (0.89 , 1.02) 0.1467 -2.15 (-5.97 , 1.67) 0.2700   
Europe 2263 1509 (66.7%)  2260 1489 (65.9%) 0.97 (0.85 , 1.09) 0.5800 0.99 (0.95 , 1.03) 0.6367 -0.78 (-3.53 , 1.97) 0.5796   
North America 1577 1175 (74.5%)  1535 1129 (73.6%) 0.95 (0.81 , 1.11) 0.5052 0.99 (0.95 , 1.03) 0.5499 -1.04 (-4.10 , 2.02) 0.5053   

Race            0.1608  
White 4141 2854 (68.9%)  4139 2809 (67.9%) 0.95 (0.87 , 1.04) 0.2729 0.99 (0.96 , 1.02) 0.3527 -1.12 (-3.12 , 0.88) 0.2725   
Black or African American 249 197 (79.1%)  251 177 (70.5%) 0.65 (0.43 , 0.99) 0.0437 0.89 (0.81 , 0.99) 0.0303 -8.06 (-15.66 , -0.46) 0.0377   
Asian 1362 745 (54.7%)  1373 707 (51.5%) 0.88 (0.76 , 1.03) 0.1093 0.93 (0.87 , 1.00) 0.0402 -3.06 (-6.76 , 0.64) 0.1046   
Other 309 206 (66.7%)  304 199 (65.5%) 0.95 (0.68 , 1.32) 0.7510 0.98 (0.88 , 1.10) 0.7498 -1.22 (-8.72 , 6.27) 0.7487   

Baseline eGFR Group 1            0.5441  
< 45mL/min/1,73m2 1700 1116 (65.6%)  1724 1087 (63.1%) 0.89 (0.78 , 1.03) 0.1179 0.96 (0.92 , 1.01) 0.1068 -2.54 (-5.73 , 0.64) 0.1173   
>= 45mL/min/1,73m2 4361 2886 (66.2%)  4342 2804 (64.6%) 0.93 (0.85 , 1.02) 0.1044 0.98 (0.95 , 1.01) 0.1520 -1.65 (-3.64 , 0.34) 0.1042   

Baseline eGFR Group 2            0.9074  
< 60mL/min/1,73m2 3549 2331 (65.7%)  3479 2208 (63.5%) 0.91 (0.83 , 1.01) 0.0711 0.98 (0.94 , 1.01) 0.1545 -2.04 (-4.25 , 0.18) 0.0712   
>= 60mL/min/1,73m2 2512 1671 (66.5%)  2587 1683 (65.1%) 0.94 (0.84 , 1.05) 0.2756 0.98 (0.94 , 1.02) 0.2944 -1.45 (-4.05 , 1.15) 0.2749   

Baseline systolic BP            0.8137  
<= 130 mmHg 2430 1580 (65.0%)  2456 1557 (63.4%) 0.94 (0.83 , 1.06) 0.2925 0.98 (0.94 , 1.02) 0.2758 -1.43 (-4.10 , 1.23) 0.2922   
> 130 mmHg 3631 2422 (66.7%)  3611 2335 (64.7%) 0.91 (0.83 , 1.00) 0.0590 0.97 (0.94 , 1.00) 0.0830 -2.10 (-4.28 , 0.08) 0.0588   

Heart Failure            0.9546  
Yes 1567 1113 (71.0%)  1549 1069 (69.0%) 0.91 (0.78 , 1.06) 0.2352 0.98 (0.93 , 1.02) 0.3000 -1.94 (-5.15 , 1.26) 0.2349   
No 4494 2889 (64.3%)  4518 2823 (62.5%) 0.92 (0.85 , 1.01) 0.0703 0.97 (0.95 , 1.01) 0.1059 -1.83 (-3.81 , 0.15) 0.0702   

Type 2 Diabetes            0.2328  
Yes 4900 3321 (67.8%)  4892 3241 (66.3%) 0.93 (0.86 , 1.02) 0.1096 0.98 (0.95 , 1.01) 0.1367 -1.52 (-3.38 , 0.34) 0.1093   
No 1161 681 (58.7%)  1175 651 (55.4%) 0.87 (0.74 , 1.02) 0.0942 0.94 (0.87 , 1.00) 0.0590 -3.40 (-7.37 , 0.57) 0.0933   

Baseline UACR            0.0010  
<30 352 258 (73.3%)  334 259 (77.5%) 1.28 (0.90 , 1.81) 0.1734 1.06 (0.97 , 1.16) 0.1725 4.48 (-1.94 , 10.91) 0.1716   
>=30 - <=300 2216 1436 (64.8%)  2255 1481 (65.7%) 1.04 (0.92 , 1.18) 0.4977 1.01 (0.97 , 1.06) 0.5073 0.97 (-1.82 , 3.76) 0.4977   
>300 2518 1636 (65.0%)  2501 1510 (60.4%) 0.81 (0.73 , 0.91) 0.0005 0.92 (0.88 , 0.96) 0.0001 -4.72 (-7.38 , -2.07) 0.0005   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.1.2.2 - Pooled IPD analysis: Subjects experiencing any serious adverse event (SAE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value
Study interaction 
test RR p-value

Overall 6061 2542 (41.9%)  6067 2338 (38.5%) 0.86 (0.80 , 0.93) 0.0001 0.92 (0.88 , 0.96) 0.0002 -3.41 (-5.13 , -1.69) 0.0001  0.1334
Sex            0.7771  

Male 4108 1766 (43.0%)  4149 1644 (39.6%) 0.87 (0.79 , 0.95) 0.0015 0.92 (0.88 , 0.97) 0.0021 -3.40 (-5.49 , -1.31) 0.0014   
Female 1953 776 (39.7%)  1918 694 (36.2%) 0.86 (0.75 , 0.98) 0.0210 0.91 (0.84 , 0.99) 0.0221 -3.56 (-6.59 , -0.54) 0.0208   

Age (years)            0.2771  
<=65 years 3144 1197 (38.1%)  3171 1079 (34.0%) 0.83 (0.75 , 0.93) 0.0007 0.90 (0.84 , 0.96) 0.0012 -4.03 (-6.36 , -1.71) 0.0007   
>65 years 2917 1345 (46.1%)  2896 1259 (43.5%) 0.90 (0.81 , 1.00) 0.0427 0.94 (0.89 , 1.00) 0.0410 -2.62 (-5.15 , -0.09) 0.0426   

Region            0.6234  
Latin America 965 322 (33.4%)  995 294 (29.5%) 0.84 (0.69 , 1.01) 0.0687 0.89 (0.78 , 1.01) 0.0731 -3.78 (-7.85 , 0.29) 0.0685   
Asia/Pacific 1256 426 (33.9%)  1277 393 (30.8%) 0.88 (0.74 , 1.04) 0.1282 0.93 (0.83 , 1.03) 0.1666 -2.77 (-6.33 , 0.79) 0.1274   
Europe 2263 1030 (45.5%)  2260 937 (41.5%) 0.84 (0.75 , 0.95) 0.0051 0.91 (0.85 , 0.97) 0.0051 -4.11 (-6.98 , -1.24) 0.0050   
North America 1577 764 (48.4%)  1535 714 (46.5%) 0.92 (0.80 , 1.06) 0.2632 0.96 (0.90 , 1.04) 0.3051 -1.98 (-5.44 , 1.48) 0.2628   

Race            0.1038  
White 4141 1878 (45.4%)  4139 1773 (42.8%) 0.90 (0.82 , 0.98) 0.0147 0.94 (0.90 , 0.99) 0.0172 -2.65 (-4.77 , -0.52) 0.0146   
Black or African American 249 124 (49.8%)  251 89 (35.5%) 0.57 (0.39 , 0.82) 0.0025 0.74 (0.60 , 0.91) 0.0039 -13.29 (-21.79 , -4.79) 0.0022   
Asian 1362 438 (32.2%)  1373 383 (27.9%) 0.82 (0.69 , 0.97) 0.0195 0.87 (0.78 , 0.98) 0.0187 -4.03 (-7.41 , -0.66) 0.0192   
Other 309 102 (33.0%)  304 93 (30.6%) 0.88 (0.62 , 1.24) 0.4546 0.92 (0.73 , 1.15) 0.4702 -2.76 (-9.98 , 4.46) 0.4540   

Baseline eGFR Group 1            0.1972  
< 45mL/min/1,73m2 1700 661 (38.9%)  1724 588 (34.1%) 0.81 (0.70 , 0.93) 0.0036 0.88 (0.80 , 0.95) 0.0026 -4.71 (-7.87 , -1.55) 0.0035   
>= 45mL/min/1,73m2 4361 1881 (43.1%)  4342 1749 (40.3%) 0.88 (0.81 , 0.96) 0.0052 0.94 (0.89 , 0.98) 0.0075 -2.93 (-4.98 , -0.88) 0.0051   

Baseline eGFR Group 2            0.3933  
< 60mL/min/1,73m2 3549 1437 (40.5%)  3479 1267 (36.4%) 0.84 (0.76 , 0.93) 0.0006 0.91 (0.86 , 0.96) 0.0010 -3.88 (-6.10 , -1.65) 0.0006   
>= 60mL/min/1,73m2 2512 1105 (44.0%)  2587 1070 (41.4%) 0.90 (0.80 , 1.00) 0.0611 0.94 (0.89 , 1.00) 0.0692 -2.59 (-5.29 , 0.12) 0.0609   

Baseline systolic BP            0.8912  
<= 130 mmHg 2430 1018 (41.9%)  2456 936 (38.1%) 0.86 (0.77 , 0.97) 0.0120 0.92 (0.86 , 0.98) 0.0133 -3.45 (-6.13 , -0.76) 0.0119   
> 130 mmHg 3631 1524 (42.0%)  3611 1402 (38.8%) 0.87 (0.79 , 0.96) 0.0042 0.92 (0.88 , 0.98) 0.0055 -3.28 (-5.52 , -1.04) 0.0041   

Heart Failure            0.9591  
Yes 1567 827 (52.8%)  1549 753 (48.6%) 0.85 (0.74 , 0.98) 0.0230 0.93 (0.87 , 0.99) 0.0304 -4.05 (-7.53 , -0.56) 0.0229   
No 4494 1715 (38.2%)  4518 1585 (35.1%) 0.87 (0.80 , 0.95) 0.0018 0.93 (0.88 , 0.98) 0.0042 -3.13 (-5.08 , -1.17) 0.0018   

Type 2 Diabetes            0.4978  
Yes 4900 2170 (44.3%)  4892 2000 (40.9%) 0.87 (0.80 , 0.94) 0.0007 0.93 (0.88 , 0.97) 0.0009 -3.38 (-5.32 , -1.43) 0.0007   
No 1161 372 (32.0%)  1175 338 (28.8%) 0.84 (0.70 , 1.01) 0.0579 0.89 (0.79 , 1.00) 0.0445 -3.50 (-7.11 , 0.11) 0.0576   

Baseline UACR            0.0165  
<30 352 166 (47.2%)  334 174 (52.1%) 1.23 (0.91 , 1.66) 0.1829 1.11 (0.95 , 1.29) 0.1828 5.09 (-2.39 , 12.57) 0.1821   
>=30 - <=300 2216 953 (43.0%)  2255 915 (40.6%) 0.91 (0.81 , 1.03) 0.1362 0.95 (0.89 , 1.02) 0.1408 -2.19 (-5.06 , 0.69) 0.1362   
>300 2518 935 (37.1%)  2501 818 (32.7%) 0.81 (0.72 , 0.91) 0.0005 0.87 (0.81 , 0.94) 0.0003 -4.61 (-7.20 , -2.03) 0.0005   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.1.3.2 - Pooled IPD analysis: Subjects experiencing any AE leading to discontinuation of study medication (DAE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 
test RR p-value

Overall 6061 455 (7.5%)  6067 467 (7.7%) 1.03 (0.90 , 1.18) 0.6967 1.03 (0.91 , 1.16) 0.6838 0.19 (-0.75 , 1.13) 0.6965  0.6896
Sex            0.2133  

Male 4108 306 (7.4%)  4149 301 (7.3%) 0.97 (0.82 , 1.14) 0.6989 0.97 (0.83 , 1.13) 0.7095 -0.22 (-1.35 , 0.90) 0.6984   
Female 1953 149 (7.6%)  1918 166 (8.7%) 1.16 (0.92 , 1.46) 0.2091 1.15 (0.93 , 1.42) 0.2053 1.10 (-0.62 , 2.82) 0.2089   

Age (years)            0.0779  
<=65 years 3144 199 (6.3%)  3171 181 (5.7%) 0.89 (0.73 , 1.10) 0.2938 0.90 (0.74 , 1.10) 0.2974 -0.63 (-1.81 , 0.54) 0.2886   
>65 years 2917 256 (8.8%)  2896 286 (9.9%) 1.14 (0.96 , 1.37) 0.1379 1.13 (0.96 , 1.33) 0.1308 1.13 (-0.36 , 2.61) 0.1373   

Region            0.4505  
Latin America 965 46 (4.8%)  995 35 (3.5%) 0.74 (0.47 , 1.17) 0.1954 0.75 (0.49 , 1.16) 0.1981 -1.17 (-2.93 , 0.59) 0.1927   
Asia/Pacific 1256 75 (6.0%)  1277 76 (6.0%) 1.01 (0.72 , 1.40) 0.9622 1.01 (0.74 , 1.37) 0.9521 0.04 (-1.80 , 1.89) 0.9620   
Europe 2263 158 (7.0%)  2260 176 (7.8%) 1.13 (0.90 , 1.41) 0.2990 1.12 (0.91 , 1.37) 0.2993 0.81 (-0.71 , 2.33) 0.2960   
North America 1577 176 (11.2%)  1535 180 (11.7%) 1.06 (0.85 , 1.32) 0.6207 1.05 (0.86 , 1.28) 0.6145 0.53 (-1.70 , 2.75) 0.6435   

Race            0.9278  
White 4141 346 (8.4%)  4139 351 (8.5%) 1.01 (0.86 , 1.18) 0.8942 1.01 (0.88 , 1.16) 0.8820 0.08 (-1.11 , 1.27) 0.8945   
Black or African American 249 19 (7.6%)  251 18 (7.2%) 0.97 (0.48 , 1.96) 0.9398 0.96 (0.51 , 1.82) 0.9121 0.06 (-4.47 , 4.60) 0.9782   
Asian 1362 75 (5.5%)  1373 79 (5.8%) 1.05 (0.76 , 1.46) 0.7653 1.05 (0.77 , 1.43) 0.7619 0.26 (-1.46 , 1.99) 0.7652   
Other 309 15 (4.9%)  304 19 (6.3%) 1.28 (0.63 , 2.62) 0.4949 1.26 (0.64 , 2.48) 0.4981 1.43 (-2.21 , 5.08) 0.4406   

Baseline eGFR Group 1            0.5569  
< 45mL/min/1,73m2 1700 122 (7.2%)  1724 119 (6.9%) 0.96 (0.74 , 1.25) 0.7787 0.96 (0.76 , 1.23) 0.7658 -0.25 (-1.96 , 1.46) 0.7738   
>= 45mL/min/1,73m2 4361 333 (7.6%)  4342 348 (8.0%) 1.05 (0.90 , 1.23) 0.5328 1.05 (0.91 , 1.21) 0.5156 0.35 (-0.77 , 1.48) 0.5380   

Baseline eGFR Group 2            0.5148  
< 60mL/min/1,73m2 3549 260 (7.3%)  3479 269 (7.7%) 1.08 (0.90 , 1.29) 0.4182 1.08 (0.91 , 1.27) 0.3795 0.51 (-0.72 , 1.73) 0.4169   
>= 60mL/min/1,73m2 2512 195 (7.8%)  2587 198 (7.7%) 0.99 (0.80 , 1.21) 0.9084 0.99 (0.82 , 1.20) 0.9165 -0.09 (-1.55 , 1.37) 0.9014   

Baseline systolic BP            0.6102  
<= 130 mmHg 2430 172 (7.1%)  2456 185 (7.5%) 1.08 (0.87 , 1.34) 0.5074 1.07 (0.88 , 1.31) 0.5065 0.49 (-0.96 , 1.95) 0.5071   
> 130 mmHg 3631 283 (7.8%)  3611 282 (7.8%) 1.00 (0.84 , 1.19) 0.9941 1.00 (0.86 , 1.17) 0.9860 -0.01 (-1.24 , 1.23) 0.9922   

Heart Failure            0.7581  
Yes 1567 112 (7.1%)  1549 109 (7.0%) 0.99 (0.75 , 1.30) 0.9496 0.99 (0.77 , 1.28) 0.9496 -0.06 (-1.85 , 1.74) 0.9501   
No 4494 343 (7.6%)  4518 358 (7.9%) 1.04 (0.89 , 1.21) 0.6170 1.04 (0.90 , 1.20) 0.6055 0.28 (-0.82 , 1.39) 0.6168   

Type 2 Diabetes            0.4480  
Yes 4900 400 (8.2%)  4892 402 (8.2%) 1.01 (0.87 , 1.16) 0.9333 1.01 (0.88 , 1.15) 0.9136 0.05 (-1.04 , 1.13) 0.9349   
No 1161 55 (4.7%)  1175 65 (5.5%) 1.17 (0.81 , 1.70) 0.3923 1.16 (0.82 , 1.65) 0.3939 0.78 (-1.01 , 2.57) 0.3909   

Baseline UACR            0.2057  
<30 352 41 (11.6%)  334 47 (14.1%) 1.25 (0.80 , 1.95) 0.3356 1.21 (0.82 , 1.79) 0.3358 2.47 (-2.56 , 7.49) 0.3357   
>=30 - <=300 2216 170 (7.7%)  2255 194 (8.6%) 1.14 (0.92 , 1.41) 0.2307 1.13 (0.93 , 1.37) 0.2327 0.98 (-0.62 , 2.58) 0.2288   
>300 2518 184 (7.3%)  2501 166 (6.6%) 0.89 (0.72 , 1.11) 0.3166 0.90 (0.74 , 1.10) 0.3112 -0.72 (-2.12 , 0.69) 0.3162   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.1.4.2 - Pooled IPD analysis: Subjects experiencing any SAE leading to discontinuation of study medication (DSAE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 248 (4.1%)  6067 213 (3.5%) 0.85 (0.71 , 1.03) 0.0947 0.86 (0.72 , 1.03) 0.0954 -0.58 (-1.26 , 0.10) 0.0933  0.7143
Sex            0.4302  

Male 4108 163 (4.0%)  4149 150 (3.6%) 0.90 (0.72 , 1.13) 0.3851 0.91 (0.73 , 1.13) 0.3901 -0.37 (-1.19 , 0.46) 0.3811   
Female 1953 85 (4.4%)  1918 63 (3.3%) 0.77 (0.55 , 1.08) 0.1250 0.78 (0.56 , 1.08) 0.1278 -1.04 (-2.25 , 0.16) 0.0899   

Age (years)            0.9402  
<=65 years 3144 98 (3.1%)  3171 86 (2.7%) 0.87 (0.64 , 1.16) 0.3346 0.87 (0.65 , 1.16) 0.3346 -0.41 (-1.24 , 0.42) 0.3338   
>65 years 2917 150 (5.1%)  2896 127 (4.4%) 0.85 (0.67 , 1.08) 0.1856 0.86 (0.68 , 1.08) 0.1886 -0.74 (-1.84 , 0.35) 0.1830   

Region            0.9802  
Latin America 965 26 (2.7%)  995 23 (2.3%) 0.90 (0.50 , 1.61) 0.7273 0.91 (0.51 , 1.59) 0.7298 -0.32 (-1.70 , 1.06) 0.6510   
Asia/Pacific 1256 46 (3.7%)  1277 37 (2.9%) 0.80 (0.51 , 1.24) 0.3089 0.80 (0.52 , 1.23) 0.3116 -0.72 (-2.11 , 0.66) 0.3059   
Europe 2263 97 (4.3%)  2260 85 (3.8%) 0.87 (0.65 , 1.18) 0.3788 0.88 (0.66 , 1.17) 0.3782 -0.51 (-1.66 , 0.63) 0.3778   
North America 1577 79 (5.0%)  1535 68 (4.4%) 0.89 (0.63 , 1.24) 0.4896 0.89 (0.65 , 1.23) 0.4819 -0.54 (-2.03 , 0.94) 0.4748   

Race            0.1995  
White 4141 192 (4.6%)  4139 156 (3.8%) 0.80 (0.65 , 1.00) 0.0457 0.81 (0.66 , 1.00) 0.0461 -0.88 (-1.75 , -0.02) 0.0446   
Black or African American 249 8 (3.2%)  251 9 (3.6%) 1.12 (0.41 , 3.10) 0.8211 1.11 (0.43 , 2.90) 0.8270 0.45 (-2.69 , 3.59) 0.7789   
Asian 1362 43 (3.2%)  1373 36 (2.6%) 0.83 (0.53 , 1.30) 0.4158 0.83 (0.54 , 1.29) 0.4184 -0.53 (-1.79 , 0.73) 0.4093   
Other 309 5 (1.6%)  304 12 (3.9%) 2.54 (0.88 , 7.30) 0.0838 2.47 (0.88 , 6.94) 0.0848 2.51 (-0.25 , 5.27) 0.0748   

Baseline eGFR Group 1            0.5269  
< 45mL/min/1,73m2 1700 65 (3.8%)  1724 62 (3.6%) 0.94 (0.66 , 1.34) 0.7334 0.94 (0.67 , 1.33) 0.7360 -0.23 (-1.49 , 1.04) 0.7247   
>= 45mL/min/1,73m2 4361 183 (4.2%)  4342 151 (3.5%) 0.82 (0.66 , 1.02) 0.0778 0.83 (0.67 , 1.02) 0.0795 -0.73 (-1.54 , 0.07) 0.0753   

Baseline eGFR Group 2            0.2668  
< 60mL/min/1,73m2 3549 139 (3.9%)  3479 127 (3.7%) 0.94 (0.73 , 1.20) 0.6173 0.94 (0.75 , 1.20) 0.6347 -0.23 (-1.12 , 0.66) 0.6111   
>= 60mL/min/1,73m2 2512 109 (4.3%)  2587 86 (3.3%) 0.76 (0.57 , 1.01) 0.0619 0.77 (0.58 , 1.01) 0.0620 -1.00 (-2.06 , 0.05) 0.0616   

Baseline systolic BP            0.9019  
<= 130 mmHg 2430 96 (4.0%)  2456 82 (3.3%) 0.84 (0.62 , 1.14) 0.2663 0.85 (0.63 , 1.13) 0.2641 -0.60 (-1.65 , 0.45) 0.2630   
> 130 mmHg 3631 152 (4.2%)  3611 131 (3.6%) 0.86 (0.68 , 1.09) 0.2187 0.87 (0.69 , 1.09) 0.2222 -0.56 (-1.46 , 0.33) 0.2148   

Heart Failure            0.4893  
Yes 1567 65 (4.1%)  1549 49 (3.2%) 0.76 (0.52 , 1.11) 0.1550 0.77 (0.53 , 1.11) 0.1561 -0.96 (-2.28 , 0.35) 0.1519   
No 4494 183 (4.1%)  4518 164 (3.6%) 0.89 (0.71 , 1.10) 0.2715 0.89 (0.72 , 1.09) 0.2719 -0.45 (-1.24 , 0.35) 0.2712   

Type 2 Diabetes            0.7839  
Yes 4900 216 (4.4%)  4892 187 (3.8%) 0.86 (0.71 , 1.05) 0.1442 0.87 (0.72 , 1.05) 0.1447 -0.59 (-1.38 , 0.20) 0.1422   
No 1161 32 (2.8%)  1175 26 (2.2%) 0.80 (0.47 , 1.35) 0.4006 0.80 (0.48 , 1.34) 0.4008 -0.54 (-1.81 , 0.72) 0.3995   

Baseline UACR            0.7841  
<30 352 19 (5.4%)  334 19 (5.7%) 1.06 (0.55 , 2.04) 0.8603 1.06 (0.57 , 1.96) 0.8603 0.31 (-3.12 , 3.74) 0.8604   
>=30 - <=300 2216 99 (4.5%)  2255 84 (3.7%) 0.83 (0.62 , 1.12) 0.2274 0.84 (0.63 , 1.12) 0.2262 -0.72 (-1.88 , 0.45) 0.2275   
>300 2518 96 (3.8%)  2501 87 (3.5%) 0.90 (0.67 , 1.22) 0.5087 0.91 (0.68 , 1.21) 0.5115 -0.35 (-1.39 , 0.69) 0.5077   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.1.5.2 - Pooled IPD analysis: Subjects experiencing any AE graded as severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value
Study interaction 
test RR p-value

Overall 6061 1560 (25.7%)  6067 1449 (23.9%) 0.90 (0.83 , 0.98) 0.0168 0.93 (0.87 , 0.99) 0.0157 -1.86 (-3.38 , -0.34) 0.0167  0.9284
Sex            0.4219  

Male 4108 1087 (26.5%)  4149 1035 (24.9%) 0.92 (0.83 , 1.02) 0.1090 0.94 (0.88 , 1.01) 0.1006 -1.53 (-3.39 , 0.34) 0.1089   
Female 1953 473 (24.2%)  1918 414 (21.6%) 0.86 (0.74 , 1.00) 0.0460 0.89 (0.79 , 1.00) 0.0464 -2.67 (-5.29 , -0.05) 0.0457   

Age (years)            0.3849  
<=65 years 3144 710 (22.6%)  3171 645 (20.3%) 0.87 (0.77 , 0.99) 0.0300 0.90 (0.82 , 0.99) 0.0281 -2.22 (-4.23 , -0.22) 0.0296   
>65 years 2917 850 (29.1%)  2896 804 (27.8%) 0.93 (0.83 , 1.05) 0.2420 0.95 (0.88 , 1.03) 0.2257 -1.37 (-3.67 , 0.93) 0.2418   

Region            0.6498  
Latin America 965 243 (25.2%)  995 212 (21.3%) 0.81 (0.65 , 1.00) 0.0467 0.85 (0.73 , 1.00) 0.0521 -3.77 (-7.48 , -0.06) 0.0463   
Asia/Pacific 1256 209 (16.6%)  1277 192 (15.0%) 0.90 (0.72 , 1.11) 0.3246 0.91 (0.76 , 1.09) 0.3108 -1.41 (-4.21 , 1.39) 0.3243   
Europe 2263 560 (24.7%)  2260 538 (23.8%) 0.95 (0.83 , 1.08) 0.4249 0.96 (0.87 , 1.06) 0.4397 -1.01 (-3.50 , 1.47) 0.4247   
North America 1577 548 (34.7%)  1535 507 (33.0%) 0.92 (0.79 , 1.07) 0.2974 0.95 (0.86 , 1.04) 0.2649 -1.75 (-5.02 , 1.53) 0.2953   

Race            0.1052  
White 4141 1164 (28.1%)  4139 1113 (26.9%) 0.94 (0.85 , 1.03) 0.1791 0.95 (0.89 , 1.02) 0.1724 -1.31 (-3.23 , 0.60) 0.1790   
Black or African American 249 94 (37.8%)  251 62 (24.7%) 0.56 (0.38 , 0.83) 0.0037 0.69 (0.53 , 0.89) 0.0051 -11.91 (-19.84 , -3.98) 0.0032   
Asian 1362 223 (16.4%)  1373 197 (14.3%) 0.86 (0.70 , 1.07) 0.1710 0.88 (0.74 , 1.05) 0.1538 -1.86 (-4.53 , 0.80) 0.1701   
Other 309 79 (25.6%)  304 77 (25.3%) 0.97 (0.67 , 1.40) 0.8677 0.99 (0.76 , 1.29) 0.9280 -0.57 (-7.39 , 6.25) 0.8697   

Baseline eGFR Group 1            0.7475  
< 45mL/min/1,73m2 1700 406 (23.9%)  1724 389 (22.6%) 0.93 (0.79 , 1.09) 0.3739 0.94 (0.84 , 1.06) 0.3273 -1.26 (-4.04 , 1.52) 0.3733   
>= 45mL/min/1,73m2 4361 1154 (26.5%)  4342 1059 (24.4%) 0.89 (0.81 , 0.98) 0.0215 0.92 (0.86 , 0.99) 0.0239 -2.13 (-3.94 , -0.32) 0.0213   

Baseline eGFR Group 2            0.5651  
< 60mL/min/1,73m2 3549 882 (24.9%)  3479 814 (23.4%) 0.93 (0.83 , 1.04) 0.1950 0.95 (0.87 , 1.03) 0.1738 -1.30 (-3.26 , 0.66) 0.1947   
>= 60mL/min/1,73m2 2512 678 (27.0%)  2587 634 (24.5%) 0.88 (0.78 , 1.00) 0.0457 0.91 (0.83 , 1.00) 0.0519 -2.46 (-4.85 , -0.06) 0.0446   

Baseline systolic BP            0.7069  
<= 130 mmHg 2430 654 (26.9%)  2456 616 (25.1%) 0.92 (0.81 , 1.05) 0.2058 0.94 (0.86 , 1.03) 0.2100 -1.56 (-3.98 , 0.86) 0.2057   
> 130 mmHg 3631 906 (25.0%)  3611 833 (23.1%) 0.90 (0.80 , 1.00) 0.0482 0.92 (0.85 , 1.00) 0.0461 -1.97 (-3.93 , -0.02) 0.0479   

Heart Failure            0.7660  
Yes 1567 543 (34.7%)  1549 491 (31.7%) 0.88 (0.76 , 1.02) 0.0897 0.92 (0.83 , 1.01) 0.0902 -2.85 (-6.13 , 0.44) 0.0894   
No 4494 1017 (22.6%)  4518 958 (21.2%) 0.92 (0.83 , 1.01) 0.0916 0.94 (0.87 , 1.01) 0.0911 -1.46 (-3.15 , 0.24) 0.0916   

Type 2 Diabetes            0.3962  
Yes 4900 1353 (27.6%)  4892 1239 (25.3%) 0.89 (0.81 , 0.97) 0.0111 0.92 (0.86 , 0.98) 0.0102 -2.25 (-3.99 , -0.52) 0.0110   
No 1161 207 (17.8%)  1175 210 (17.9%) 0.99 (0.80 , 1.23) 0.9392 0.99 (0.84 , 1.18) 0.9313 -0.12 (-3.15 , 2.92) 0.9392   

Baseline UACR            0.3342  
<30 352 107 (30.4%)  334 110 (32.9%) 1.13 (0.82 , 1.56) 0.4588 1.09 (0.87 , 1.35) 0.4588 2.64 (-4.34 , 9.61) 0.4588   
>=30 - <=300 2216 589 (26.6%)  2255 552 (24.5%) 0.90 (0.79 , 1.03) 0.1352 0.92 (0.84 , 1.02) 0.1245 -1.94 (-4.49 , 0.61) 0.1359   
>300 2518 545 (21.6%)  2501 494 (19.8%) 0.88 (0.77 , 1.01) 0.0716 0.90 (0.81 , 1.01) 0.0654 -2.03 (-4.24 , 0.18) 0.0714   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.1.6.2 - Pooled IPD analysis: Subjects experiencing any AE graded as non-severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 3579 (59.0%)  6067 3485 (57.4%) 0.94 (0.87 , 1.01) 0.0713 0.98 (0.95 , 1.00) 0.0989 -1.61 (-3.36 , 0.14) 0.0711  0.0732
Sex            0.3935  

Male 4108 2456 (59.8%)  4149 2394 (57.7%) 0.92 (0.84 , 1.00) 0.0484 0.97 (0.93 , 1.00) 0.0603 -2.13 (-4.25 , -0.02) 0.0483   
Female 1953 1123 (57.5%)  1918 1091 (56.9%) 0.98 (0.86 , 1.11) 0.7376 0.99 (0.94 , 1.05) 0.8265 -0.53 (-3.65 , 2.58) 0.7373   

Age (years)            0.6867  
<=65 years 3144 1768 (56.2%)  3171 1728 (54.5%) 0.93 (0.84 , 1.03) 0.1593 0.97 (0.93 , 1.01) 0.1794 -1.76 (-4.20 , 0.69) 0.1591   
>65 years 2917 1811 (62.1%)  2896 1757 (60.7%) 0.94 (0.85 , 1.05) 0.2802 0.98 (0.94 , 1.02) 0.3880 -1.38 (-3.87 , 1.12) 0.2798   

Region            0.6776  
Latin America 965 528 (54.7%)  995 513 (51.6%) 0.90 (0.75 , 1.07) 0.2334 0.95 (0.87 , 1.03) 0.2012 -2.66 (-7.03 , 1.71) 0.2336   
Asia/Pacific 1256 634 (50.5%)  1277 614 (48.1%) 0.92 (0.78 , 1.07) 0.2769 0.95 (0.88 , 1.03) 0.2361 -2.15 (-6.01 , 1.71) 0.2742   
Europe 2263 1352 (59.7%)  2260 1330 (58.8%) 0.97 (0.86 , 1.09) 0.5612 0.99 (0.94 , 1.04) 0.6373 -0.85 (-3.71 , 2.01) 0.5596   
North America 1577 1065 (67.5%)  1535 1028 (67.0%) 0.97 (0.83 , 1.13) 0.6742 0.99 (0.95 , 1.04) 0.7968 -0.70 (-3.99 , 2.58) 0.6743   

Race            0.3180  
White 4141 2560 (61.8%)  4139 2525 (61.0%) 0.96 (0.88 , 1.05) 0.4114 0.99 (0.96 , 1.02) 0.5040 -0.88 (-2.97 , 1.21) 0.4111   
Black or African American 249 171 (68.7%)  251 155 (61.8%) 0.74 (0.51 , 1.07) 0.1074 0.90 (0.79 , 1.02) 0.1071 -6.88 (-15.22 , 1.46) 0.1059   
Asian 1362 663 (48.7%)  1373 625 (45.5%) 0.88 (0.76 , 1.03) 0.1089 0.93 (0.86 , 1.01) 0.0746 -3.05 (-6.77 , 0.66) 0.1074   
Other 309 185 (59.9%)  304 180 (59.2%) 0.98 (0.71 , 1.36) 0.9067 0.99 (0.87 , 1.13) 0.9003 -0.46 (-8.19 , 7.27) 0.9067   

Baseline eGFR Group 1            0.1924  
< 45mL/min/1,73m2 1700 1005 (59.1%)  1724 961 (55.7%) 0.87 (0.76 , 1.00) 0.0483 0.94 (0.89 , 1.00) 0.0453 -3.33 (-6.63 , -0.03) 0.0478   
>= 45mL/min/1,73m2 4361 2574 (59.0%)  4342 2523 (58.1%) 0.96 (0.88 , 1.05) 0.3623 0.99 (0.95 , 1.02) 0.4457 -0.96 (-3.02 , 1.10) 0.3620   

Baseline eGFR Group 2            0.4879  
< 60mL/min/1,73m2 3549 2086 (58.8%)  3479 1961 (56.4%) 0.91 (0.83 , 1.00) 0.0562 0.97 (0.93 , 1.01) 0.1285 -2.23 (-4.53 , 0.06) 0.0564   
>= 60mL/min/1,73m2 2512 1493 (59.4%)  2587 1523 (58.9%) 0.98 (0.87 , 1.09) 0.6867 0.99 (0.95 , 1.04) 0.6942 -0.56 (-3.25 , 2.14) 0.6866   

Baseline systolic BP            0.9459  
<= 130 mmHg 2430 1402 (57.7%)  2456 1375 (56.0%) 0.94 (0.84 , 1.05) 0.2617 0.97 (0.93 , 1.02) 0.2830 -1.59 (-4.36 , 1.18) 0.2608   
> 130 mmHg 3631 2177 (60.0%)  3611 2110 (58.4%) 0.94 (0.85 , 1.03) 0.1751 0.98 (0.94 , 1.01) 0.2065 -1.56 (-3.82 , 0.70) 0.1750   

Heart Failure            0.5159  
Yes 1567 968 (61.8%)  1549 913 (58.9%) 0.89 (0.77 , 1.03) 0.1132 0.96 (0.91 , 1.02) 0.1629 -2.77 (-6.19 , 0.65) 0.1129   
No 4494 2611 (58.1%)  4518 2572 (56.9%) 0.95 (0.88 , 1.04) 0.2503 0.98 (0.95 , 1.02) 0.3141 -1.19 (-3.23 , 0.84) 0.2501   

Type 2 Diabetes            0.0380  
Yes 4900 2965 (60.5%)  4892 2921 (59.7%) 0.97 (0.89 , 1.05) 0.4134 0.99 (0.96 , 1.02) 0.4529 -0.81 (-2.75 , 1.13) 0.4132   
No 1161 614 (52.9%)  1175 564 (48.0%) 0.82 (0.70 , 0.96) 0.0160 0.90 (0.83 , 0.98) 0.0111 -4.98 (-9.01 , -0.94) 0.0157   

Baseline UACR            0.0078  
<30 352 232 (65.9%)  334 235 (70.4%) 1.24 (0.90 , 1.71) 0.1908 1.07 (0.97 , 1.19) 0.1902 4.66 (-2.30 , 11.62) 0.1895   
>=30 - <=300 2216 1285 (58.0%)  2255 1335 (59.2%) 1.05 (0.94 , 1.19) 0.3850 1.02 (0.97 , 1.07) 0.3924 1.28 (-1.61 , 4.17) 0.3850   
>300 2518 1482 (58.9%)  2501 1378 (55.1%) 0.85 (0.76 , 0.95) 0.0054 0.93 (0.89 , 0.98) 0.0041 -3.87 (-6.59 , -1.15) 0.0053   
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DAPA
Table 2.1.7.2 - Pooled IPD analysis: Subjects experiencing any AE resulting in death, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value
Study interaction 
test RR p-value

Overall 6061 587 (9.7%)  6067 474 (7.8%) 0.79 (0.69 , 0.89) 0.0002 0.81 (0.72 , 0.91) 0.0003 -1.87 (-2.86 , -0.88) 0.0002  0.6779
Sex            0.1379  

Male 4108 410 (10.0%)  4149 351 (8.5%) 0.83 (0.72 , 0.97) 0.0191 0.85 (0.75 , 0.98) 0.0214 -1.48 (-2.71 , -0.25) 0.0187   
Female 1953 177 (9.1%)  1918 123 (6.4%) 0.68 (0.53 , 0.86) 0.0016 0.70 (0.56 , 0.88) 0.0017 -2.70 (-4.37 , -1.04) 0.0015   

Age (years)            0.4539  
<=65 years 3144 228 (7.3%)  3171 175 (5.5%) 0.75 (0.61 , 0.92) 0.0054 0.77 (0.63 , 0.93) 0.0058 -1.70 (-2.89 , -0.51) 0.0052   
>65 years 2917 359 (12.3%)  2896 299 (10.3%) 0.82 (0.69 , 0.96) 0.0151 0.84 (0.73 , 0.97) 0.0165 -2.01 (-3.62 , -0.39) 0.0147   

Region            0.6614  
Latin America 965 104 (10.8%)  995 76 (7.6%) 0.67 (0.49 , 0.92) 0.0129 0.70 (0.53 , 0.93) 0.0137 -3.23 (-5.76 , -0.70) 0.0124   
Asia/Pacific 1256 64 (5.1%)  1277 53 (4.2%) 0.82 (0.56 , 1.19) 0.2941 0.83 (0.58 , 1.18) 0.2940 -0.87 (-2.48 , 0.74) 0.2916   
Europe 2263 260 (11.5%)  2260 225 (10.0%) 0.84 (0.69 , 1.02) 0.0754 0.86 (0.73 , 1.02) 0.0805 -1.63 (-3.41 , 0.16) 0.0742   
North America 1577 159 (10.1%)  1535 120 (7.8%) 0.76 (0.59 , 0.98) 0.0335 0.78 (0.63 , 0.98) 0.0341 -2.17 (-4.16 , -0.18) 0.0327   

Race            0.2220  
White 4141 461 (11.1%)  4139 381 (9.2%) 0.80 (0.69 , 0.93) 0.0029 0.83 (0.73 , 0.94) 0.0032 -1.97 (-3.26 , -0.68) 0.0028   
Black or African American 249 34 (13.7%)  251 13 (5.2%) 0.38 (0.19 , 0.76) 0.0063 0.43 (0.23 , 0.81) 0.0093 -8.06 (-13.10 , -3.03) 0.0017   
Asian 1362 65 (4.8%)  1373 54 (3.9%) 0.83 (0.57 , 1.20) 0.3165 0.83 (0.59 , 1.18) 0.3071 -0.77 (-2.27 , 0.73) 0.3151   
Other 309 27 (8.7%)  304 26 (8.6%) 0.96 (0.54 , 1.71) 0.9019 0.98 (0.58 , 1.63) 0.9257 -0.29 (-4.69 , 4.12) 0.8985   

Baseline eGFR Group 1            0.8603  
< 45mL/min/1,73m2 1700 159 (9.4%)  1724 127 (7.4%) 0.76 (0.59 , 0.98) 0.0342 0.80 (0.64 , 0.99) 0.0386 -1.96 (-3.77 , -0.15) 0.0335   
>= 45mL/min/1,73m2 4361 428 (9.8%)  4342 347 (8.0%) 0.79 (0.68 , 0.92) 0.0024 0.81 (0.71 , 0.93) 0.0026 -1.84 (-3.03 , -0.66) 0.0023   

Baseline eGFR Group 2            0.4602  
< 60mL/min/1,73m2 3549 347 (9.8%)  3479 284 (8.2%) 0.82 (0.69 , 0.97) 0.0187 0.84 (0.73 , 0.97) 0.0209 -1.58 (-2.89 , -0.27) 0.0182   
>= 60mL/min/1,73m2 2512 240 (9.6%)  2587 190 (7.3%) 0.75 (0.62 , 0.92) 0.0049 0.77 (0.64 , 0.92) 0.0050 -2.19 (-3.72 , -0.67) 0.0048   

Baseline systolic BP            0.2079  
<= 130 mmHg 2430 263 (10.8%)  2456 228 (9.3%) 0.85 (0.71 , 1.03) 0.1057 0.88 (0.74 , 1.03) 0.1179 -1.37 (-3.03 , 0.28) 0.1043   
> 130 mmHg 3631 324 (8.9%)  3611 246 (6.8%) 0.74 (0.62 , 0.88) 0.0006 0.76 (0.65 , 0.89) 0.0006 -2.18 (-3.41 , -0.94) 0.0005   

Heart Failure            0.7488  
Yes 1567 279 (17.8%)  1549 227 (14.7%) 0.79 (0.66 , 0.96) 0.0187 0.83 (0.70 , 0.97) 0.0197 -3.11 (-5.69 , -0.53) 0.0181   
No 4494 308 (6.9%)  4518 247 (5.5%) 0.78 (0.66 , 0.93) 0.0055 0.80 (0.68 , 0.94) 0.0057 -1.40 (-2.39 , -0.41) 0.0054   

Type 2 Diabetes            0.9379  
Yes 4900 494 (10.1%)  4892 398 (8.1%) 0.79 (0.69 , 0.91) 0.0010 0.81 (0.72 , 0.92) 0.0011 -1.91 (-3.03 , -0.78) 0.0009   
No 1161 93 (8.0%)  1175 76 (6.5%) 0.77 (0.56 , 1.07) 0.1177 0.80 (0.60 , 1.07) 0.1295 -1.66 (-3.71 , 0.39) 0.1131   

Baseline UACR            0.1423  
<30 352 36 (10.2%)  334 39 (11.7%) 1.16 (0.72 , 1.88) 0.5343 1.15 (0.75 , 1.76) 0.5344 1.48 (-3.20 , 6.17) 0.5346   
>=30 - <=300 2216 195 (8.8%)  2255 157 (7.0%) 0.78 (0.63 , 0.97) 0.0268 0.79 (0.65 , 0.97) 0.0258 -1.76 (-3.33 , -0.18) 0.0288   
>300 2518 183 (7.3%)  2501 130 (5.2%) 0.68 (0.54 , 0.87) 0.0015 0.71 (0.57 , 0.88) 0.0016 -2.15 (-3.47 , -0.83) 0.0014   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
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DAPA
Table 5.1.6.2 - Pooled IPD analysis: Subjects experiencing any AE excluding disease-related events, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 3939 (65.0%)  6067 3808 (62.8%) 0.91 (0.84 , 0.98) 0.0104 0.97 (0.94 , 0.99) 0.0143 -2.23 (-3.93 , -0.52) 0.0104  0.2437
Sex            0.7947  

Male 4108 2690 (65.5%)  4149 2619 (63.1%) 0.90 (0.82 , 0.99) 0.0228 0.96 (0.93 , 1.00) 0.0269 -2.39 (-4.45 , -0.33) 0.0227   
Female 1953 1249 (64.0%)  1918 1189 (62.0%) 0.92 (0.81 , 1.05) 0.2143 0.97 (0.93 , 1.02) 0.2486 -1.93 (-4.96 , 1.11) 0.2138   

Age (years)            0.8736  
<=65 years 3144 1927 (61.3%)  3171 1875 (59.1%) 0.91 (0.82 , 1.01) 0.0772 0.97 (0.93 , 1.01) 0.0879 -2.17 (-4.57 , 0.23) 0.0769   
>65 years 2917 2012 (69.0%)  2896 1933 (66.7%) 0.90 (0.81 , 1.01) 0.0716 0.97 (0.94 , 1.00) 0.0919 -2.20 (-4.60 , 0.19) 0.0714   

Region            0.4948  
Latin America 965 605 (62.7%)  995 574 (57.7%) 0.82 (0.68 , 0.99) 0.0366 0.93 (0.86 , 1.00) 0.0392 -4.59 (-8.88 , -0.30) 0.0362   
Asia/Pacific 1256 686 (54.6%)  1277 670 (52.5%) 0.93 (0.79 , 1.08) 0.3382 0.96 (0.89 , 1.03) 0.2109 -1.89 (-5.73 , 1.94) 0.3326   
Europe 2263 1491 (65.9%)  2260 1453 (64.3%) 0.93 (0.83 , 1.05) 0.2670 0.98 (0.94 , 1.02) 0.3085 -1.57 (-4.35 , 1.20) 0.2663   
North America 1577 1157 (73.4%)  1535 1111 (72.4%) 0.95 (0.81 , 1.11) 0.4950 0.99 (0.95 , 1.03) 0.5241 -1.08 (-4.19 , 2.02) 0.4951   

Race            0.2001  
White 4141 2815 (68.0%)  4139 2749 (66.4%) 0.93 (0.85 , 1.02) 0.1155 0.98 (0.95 , 1.01) 0.1634 -1.62 (-3.64 , 0.40) 0.1151   
Black or African American 249 194 (77.9%)  251 172 (68.5%) 0.64 (0.43 , 0.96) 0.0293 0.88 (0.79 , 0.98) 0.0173 -8.83 (-16.57 , -1.09) 0.0253   
Asian 1362 726 (53.3%)  1373 691 (50.3%) 0.89 (0.77 , 1.04) 0.1368 0.94 (0.87 , 1.00) 0.0637 -2.84 (-6.54 , 0.87) 0.1336   
Other 309 204 (66.0%)  304 196 (64.5%) 0.93 (0.67 , 1.30) 0.6904 0.98 (0.87 , 1.10) 0.7092 -1.53 (-9.07 , 6.00) 0.6902   

Baseline eGFR Group 1            0.2764  
< 45mL/min/1,73m2 1700 1095 (64.4%)  1724 1049 (60.8%) 0.86 (0.75 , 0.99) 0.0326 0.94 (0.90 , 0.99) 0.0256 -3.52 (-6.74 , -0.30) 0.0321   
>= 45mL/min/1,73m2 4361 2844 (65.2%)  4342 2758 (63.5%) 0.93 (0.85 , 1.01) 0.0884 0.98 (0.95 , 1.01) 0.1163 -1.74 (-3.75 , 0.26) 0.0882   

Baseline eGFR Group 2            0.3845  
< 60mL/min/1,73m2 3549 2290 (64.5%)  3479 2141 (61.5%) 0.88 (0.80 , 0.97) 0.0133 0.96 (0.93 , 0.99) 0.0190 -2.83 (-5.07 , -0.59) 0.0133   
>= 60mL/min/1,73m2 2512 1649 (65.6%)  2587 1666 (64.4%) 0.95 (0.84 , 1.06) 0.3568 0.98 (0.94 , 1.02) 0.3770 -1.23 (-3.85 , 1.39) 0.3562   

Baseline systolic BP            0.5622  
<= 130 mmHg 2430 1546 (63.6%)  2456 1524 (62.1%) 0.94 (0.84 , 1.06) 0.3128 0.98 (0.94 , 1.02) 0.2852 -1.39 (-4.08 , 1.30) 0.3124   
> 130 mmHg 3631 2393 (65.9%)  3611 2284 (63.3%) 0.89 (0.81 , 0.98) 0.0157 0.96 (0.93 , 0.99) 0.0232 -2.71 (-4.91 , -0.51) 0.0156   

Heart Failure            0.9345  
Yes 1567 1095 (69.9%)  1549 1042 (67.3%) 0.89 (0.76 , 1.03) 0.1256 0.97 (0.92 , 1.01) 0.1698 -2.54 (-5.79 , 0.71) 0.1252   
No 4494 2844 (63.3%)  4518 2766 (61.2%) 0.91 (0.84 , 1.00) 0.0400 0.97 (0.94 , 1.00) 0.0601 -2.09 (-4.08 , -0.10) 0.0399   

Type 2 Diabetes            0.4526  
Yes 4900 3274 (66.8%)  4892 3168 (64.8%) 0.91 (0.84 , 0.99) 0.0320 0.97 (0.94 , 1.00) 0.0407 -2.05 (-3.93 , -0.18) 0.0319   
No 1161 665 (57.3%)  1175 640 (54.5%) 0.89 (0.75 , 1.04) 0.1483 0.94 (0.88 , 1.01) 0.1014 -2.95 (-6.93 , 1.04) 0.1473   

Baseline UACR            0.0039  
<30 352 250 (71.0%)  334 245 (73.4%) 1.14 (0.81 , 1.59) 0.4562 1.04 (0.94 , 1.14) 0.4557 2.55 (-4.15 , 9.25) 0.4555   
>=30 - <=300 2216 1420 (64.1%)  2255 1459 (64.7%) 1.03 (0.91 , 1.17) 0.6221 1.01 (0.97 , 1.06) 0.6345 0.71 (-2.10 , 3.51) 0.6221   
>300 2518 1610 (63.9%)  2501 1482 (59.3%) 0.81 (0.73 , 0.91) 0.0004 0.92 (0.88 , 0.96) 0.0001 -4.81 (-7.48 , -2.14) 0.0004   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
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Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 5.1.6.5 - Pooled IPD analysis: Subjects experiencing serious AE excluding disease-related events, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value
Study interaction 
test RR p-value

Overall 6061 2517 (41.5%)  6067 2315 (38.2%) 0.87 (0.80 , 0.93) 0.0001 0.92 (0.88 , 0.96) 0.0002 -3.38 (-5.09 , -1.66) 0.0001  0.1706
Sex            0.9820  

Male 4108 1752 (42.6%)  4149 1625 (39.2%) 0.86 (0.79 , 0.94) 0.0010 0.92 (0.88 , 0.97) 0.0014 -3.52 (-5.61 , -1.43) 0.0009   
Female 1953 765 (39.2%)  1918 690 (36.0%) 0.87 (0.76 , 0.99) 0.0378 0.92 (0.85 , 1.00) 0.0398 -3.20 (-6.22 , -0.18) 0.0376   

Age (years)            0.2429  
<=65 years 3144 1185 (37.7%)  3171 1065 (33.6%) 0.83 (0.75 , 0.92) 0.0006 0.90 (0.84 , 0.96) 0.0011 -4.09 (-6.41 , -1.78) 0.0005   
>65 years 2917 1332 (45.7%)  2896 1250 (43.2%) 0.90 (0.81 , 1.00) 0.0543 0.94 (0.89 , 1.00) 0.0490 -2.49 (-5.01 , 0.04) 0.0541   

Region            0.6894  
Latin America 965 319 (33.1%)  995 292 (29.3%) 0.84 (0.69 , 1.02) 0.0751 0.89 (0.78 , 1.01) 0.0792 -3.69 (-7.75 , 0.37) 0.0750   
Asia/Pacific 1256 420 (33.4%)  1277 386 (30.2%) 0.87 (0.73 , 1.04) 0.1178 0.92 (0.83 , 1.03) 0.1591 -2.83 (-6.38 , 0.71) 0.1171   
Europe 2263 1021 (45.1%)  2260 931 (41.2%) 0.85 (0.75 , 0.96) 0.0065 0.91 (0.85 , 0.97) 0.0065 -3.98 (-6.85 , -1.12) 0.0064   
North America 1577 757 (48.0%)  1535 706 (46.0%) 0.92 (0.80 , 1.06) 0.2396 0.96 (0.89 , 1.03) 0.2692 -2.08 (-5.53 , 1.38) 0.2393   

Race            0.1248  
White 4141 1864 (45.0%)  4139 1757 (42.4%) 0.89 (0.82 , 0.98) 0.0126 0.94 (0.90 , 0.99) 0.0148 -2.70 (-4.82 , -0.58) 0.0125   
Black or African American 249 122 (49.0%)  251 88 (35.1%) 0.58 (0.40 , 0.83) 0.0034 0.74 (0.60 , 0.91) 0.0046 -12.87 (-21.37 , -4.38) 0.0030   
Asian 1362 430 (31.6%)  1373 377 (27.5%) 0.82 (0.70 , 0.97) 0.0240 0.88 (0.78 , 0.98) 0.0239 -3.87 (-7.23 , -0.52) 0.0237   
Other 309 101 (32.7%)  304 93 (30.6%) 0.89 (0.63 , 1.26) 0.5079 0.93 (0.74 , 1.16) 0.5163 -2.44 (-9.64 , 4.77) 0.5075   

Baseline eGFR Group 1            0.1893  
< 45mL/min/1,73m2 1700 647 (38.1%)  1724 574 (33.3%) 0.81 (0.70 , 0.93) 0.0035 0.88 (0.80 , 0.95) 0.0026 -4.69 (-7.83 , -1.55) 0.0034   
>= 45mL/min/1,73m2 4361 1870 (42.9%)  4342 1740 (40.1%) 0.89 (0.81 , 0.97) 0.0058 0.94 (0.89 , 0.98) 0.0079 -2.88 (-4.93 , -0.84) 0.0057   

Baseline eGFR Group 2            0.4042  
< 60mL/min/1,73m2 3549 1415 (39.9%)  3479 1248 (35.9%) 0.84 (0.76 , 0.93) 0.0008 0.91 (0.86 , 0.96) 0.0011 -3.80 (-6.01 , -1.58) 0.0008   
>= 60mL/min/1,73m2 2512 1102 (43.9%)  2587 1066 (41.2%) 0.90 (0.80 , 1.00) 0.0576 0.94 (0.88 , 1.00) 0.0661 -2.62 (-5.33 , 0.08) 0.0574   

Baseline systolic BP            0.9874  
<= 130 mmHg 2430 1007 (41.4%)  2456 929 (37.8%) 0.87 (0.77 , 0.97) 0.0168 0.92 (0.86 , 0.99) 0.0178 -3.27 (-5.95 , -0.59) 0.0167   
> 130 mmHg 3631 1510 (41.6%)  3611 1386 (38.4%) 0.87 (0.79 , 0.95) 0.0034 0.92 (0.87 , 0.98) 0.0046 -3.34 (-5.57 , -1.11) 0.0034   

Heart Failure            0.9009  
Yes 1567 819 (52.3%)  1549 748 (48.3%) 0.85 (0.74 , 0.99) 0.0303 0.93 (0.87 , 1.00) 0.0364 -3.85 (-7.34 , -0.37) 0.0303   
No 4494 1698 (37.8%)  4518 1567 (34.7%) 0.87 (0.80 , 0.95) 0.0016 0.92 (0.88 , 0.97) 0.0038 -3.15 (-5.10 , -1.20) 0.0016   

Type 2 Diabetes            0.5709  
Yes 4900 2154 (44.0%)  4892 1983 (40.5%) 0.87 (0.80 , 0.94) 0.0006 0.93 (0.88 , 0.97) 0.0009 -3.40 (-5.34 , -1.46) 0.0006   
No 1161 363 (31.3%)  1175 332 (28.3%) 0.85 (0.71 , 1.02) 0.0767 0.89 (0.79 , 1.00) 0.0587 -3.24 (-6.83 , 0.34) 0.0764   

Baseline UACR            0.0251  
<30 352 166 (47.2%)  334 173 (51.8%) 1.21 (0.90 , 1.64) 0.2100 1.10 (0.95 , 1.28) 0.2099 4.79 (-2.69 , 12.28) 0.2093   
>=30 - <=300 2216 951 (42.9%)  2255 909 (40.3%) 0.91 (0.80 , 1.02) 0.1077 0.95 (0.88 , 1.01) 0.1110 -2.36 (-5.23 , 0.51) 0.1077   
>300 2518 916 (36.4%)  2501 804 (32.1%) 0.82 (0.72 , 0.92) 0.0008 0.88 (0.81 , 0.95) 0.0006 -4.42 (-7.00 , -1.85) 0.0008   
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DAPA
Table 2.1.9.1 - Pooled IPD analysis: Summary of adverse events leading to discontinuation of study medication (DAE) by SOC and PT, overall and by subgroups (safety analysis set)

Page 1 of 120

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Overall      

Any AE 6061 455 (7.5%)  6067 467 (7.7%)
Blood and lymphatic system disorders 6061 2 (0.0%)  6067 2 (0.0%)

Anaemia 6061 2 (0.0%)  6067 0 (0.0%)
Disseminated intravascular coagulation 6061 0 (0.0%)  6067 1 (0.0%)
Immune thrombocytopenic purpura 6061 0 (0.0%)  6067 1 (0.0%)

Cardiac disorders 6061 47 (0.8%)  6067 40 (0.7%)
Acute coronary syndrome 6061 1 (0.0%)  6067 0 (0.0%)
Acute left ventricular failure 6061 1 (0.0%)  6067 0 (0.0%)
Acute myocardial infarction 6061 11 (0.2%)  6067 8 (0.1%)
Angina unstable 6061 3 (0.0%)  6067 1 (0.0%)
Atrial fibrillation 6061 1 (0.0%)  6067 1 (0.0%)
Atrioventricular block complete 6061 0 (0.0%)  6067 1 (0.0%)
Cardiac arrest 6061 0 (0.0%)  6067 1 (0.0%)
Cardiac failure 6061 9 (0.1%)  6067 15 (0.2%)
Cardiac failure acute 6061 1 (0.0%)  6067 0 (0.0%)
Cardiac failure chronic 6061 1 (0.0%)  6067 1 (0.0%)
Cardiac failure congestive 6061 8 (0.1%)  6067 5 (0.1%)
Cardio-respiratory arrest 6061 1 (0.0%)  6067 0 (0.0%)
Cardiogenic shock 6061 0 (0.0%)  6067 1 (0.0%)
Coronary artery disease 6061 1 (0.0%)  6067 2 (0.0%)
Myocardial fibrosis 6061 0 (0.0%)  6067 1 (0.0%)
Myocardial infarction 6061 5 (0.1%)  6067 1 (0.0%)
Myocardial ischaemia 6061 0 (0.0%)  6067 1 (0.0%)
Palpitations 6061 2 (0.0%)  6067 0 (0.0%)
Pericarditis 6061 0 (0.0%)  6067 1 (0.0%)
Tachycardia 6061 1 (0.0%)  6067 0 (0.0%)
Ventricular tachycardia 6061 1 (0.0%)  6067 1 (0.0%)

Eye disorders 6061 1 (0.0%)  6067 1 (0.0%)
Eyelid oedema 6061 1 (0.0%)  6067 0 (0.0%)
Vision blurred 6061 0 (0.0%)  6067 1 (0.0%)

Gastrointestinal disorders 6061 23 (0.4%)  6067 19 (0.3%)
Abdominal discomfort 6061 0 (0.0%)  6067 1 (0.0%)
Abdominal distension 6061 1 (0.0%)  6067 0 (0.0%)
Abdominal pain 6061 1 (0.0%)  6067 0 (0.0%)
Abdominal pain lower 6061 0 (0.0%)  6067 1 (0.0%)
Abdominal pain upper 6061 1 (0.0%)  6067 0 (0.0%)
Constipation 6061 3 (0.0%)  6067 1 (0.0%)
Diarrhoea 6061 12 (0.2%)  6067 8 (0.1%)
Dyspepsia 6061 0 (0.0%)  6067 2 (0.0%)
Gastric disorder 6061 0 (0.0%)  6067 1 (0.0%)
Gastric ulcer haemorrhage 6061 0 (0.0%)  6067 1 (0.0%)
Gastrointestinal disorder 6061 0 (0.0%)  6067 1 (0.0%)
Lower gastrointestinal haemorrhage 6061 1 (0.0%)  6067 0 (0.0%)
Nausea 6061 2 (0.0%)  6067 2 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Overall  (contd.)      

Gastrointestinal disorders  (contd.)      
Pancreatitis 6061 1 (0.0%)  6067 0 (0.0%)
Stomatitis 6061 0 (0.0%)  6067 1 (0.0%)
Thrombosis mesenteric vessel 6061 1 (0.0%)  6067 0 (0.0%)

General disorders and administration site conditions 6061 11 (0.2%)  6067 8 (0.1%)
Asthenia 6061 3 (0.0%)  6067 2 (0.0%)
Fatigue 6061 3 (0.0%)  6067 2 (0.0%)
Gait disturbance 6061 0 (0.0%)  6067 1 (0.0%)
Malaise 6061 0 (0.0%)  6067 1 (0.0%)
Non-cardiac chest pain 6061 1 (0.0%)  6067 1 (0.0%)
Peripheral swelling 6061 2 (0.0%)  6067 1 (0.0%)
Pyrexia 6061 1 (0.0%)  6067 0 (0.0%)
Swelling 6061 1 (0.0%)  6067 0 (0.0%)

Hepatobiliary disorders 6061 10 (0.2%)  6067 3 (0.0%)
Autoimmune hepatitis 6061 1 (0.0%)  6067 0 (0.0%)
Bile duct obstruction 6061 2 (0.0%)  6067 0 (0.0%)
Cholecystitis 6061 0 (0.0%)  6067 1 (0.0%)
Cholecystitis acute 6061 2 (0.0%)  6067 0 (0.0%)
Cholelithiasis 6061 0 (0.0%)  6067 1 (0.0%)
Gallbladder enlargement 6061 0 (0.0%)  6067 1 (0.0%)
Hepatic cirrhosis 6061 2 (0.0%)  6067 0 (0.0%)
Hepatic function abnormal 6061 1 (0.0%)  6067 0 (0.0%)
Hepatic mass 6061 1 (0.0%)  6067 0 (0.0%)
Hepatic steatosis 6061 1 (0.0%)  6067 0 (0.0%)

Immune system disorders 6061 0 (0.0%)  6067 1 (0.0%)
Drug hypersensitivity 6061 0 (0.0%)  6067 1 (0.0%)

Infections and infestations 6061 48 (0.8%)  6067 90 (1.5%)
Bacterial sepsis 6061 1 (0.0%)  6067 0 (0.0%)
Balanoposthitis infective 6061 0 (0.0%)  6067 1 (0.0%)
Bronchitis 6061 0 (0.0%)  6067 1 (0.0%)
Candida infection 6061 3 (0.0%)  6067 1 (0.0%)
Cellulitis 6061 1 (0.0%)  6067 0 (0.0%)
Cholecystitis infective 6061 1 (0.0%)  6067 0 (0.0%)
Chronic hepatitis C 6061 0 (0.0%)  6067 1 (0.0%)
Cystitis 6061 3 (0.0%)  6067 3 (0.0%)
Device related sepsis 6061 0 (0.0%)  6067 1 (0.0%)
Encephalitis 6061 0 (0.0%)  6067 1 (0.0%)
Endocarditis staphylococcal 6061 1 (0.0%)  6067 0 (0.0%)
Erysipelas 6061 0 (0.0%)  6067 1 (0.0%)
Escherichia sepsis 6061 1 (0.0%)  6067 0 (0.0%)
Eye infection 6061 0 (0.0%)  6067 1 (0.0%)
Folliculitis 6061 0 (0.0%)  6067 1 (0.0%)
Fungaemia 6061 0 (0.0%)  6067 1 (0.0%)
Fungal balanitis 6061 0 (0.0%)  6067 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Overall  (contd.)      

Infections and infestations  (contd.)      
Fungal infection 6061 1 (0.0%)  6067 4 (0.1%)
Fungal oesophagitis 6061 0 (0.0%)  6067 1 (0.0%)
Fungal skin infection 6061 0 (0.0%)  6067 1 (0.0%)
Gangrene 6061 1 (0.0%)  6067 1 (0.0%)
Gastroenteritis 6061 1 (0.0%)  6067 0 (0.0%)
Genital candidiasis 6061 0 (0.0%)  6067 3 (0.0%)
Genital infection 6061 0 (0.0%)  6067 1 (0.0%)
Genital infection fungal 6061 1 (0.0%)  6067 1 (0.0%)
Hepatitis E 6061 1 (0.0%)  6067 0 (0.0%)
Infected skin ulcer 6061 1 (0.0%)  6067 0 (0.0%)
Intervertebral discitis 6061 0 (0.0%)  6067 1 (0.0%)
Large intestine infection 6061 0 (0.0%)  6067 1 (0.0%)
Liver abscess 6061 0 (0.0%)  6067 1 (0.0%)
Mucormycosis 6061 1 (0.0%)  6067 0 (0.0%)
Onychomycosis 6061 1 (0.0%)  6067 0 (0.0%)
Osteomyelitis 6061 1 (0.0%)  6067 2 (0.0%)
Penile infection 6061 0 (0.0%)  6067 1 (0.0%)
Pneumonia 6061 6 (0.1%)  6067 4 (0.1%)
Pneumonia influenzal 6061 0 (0.0%)  6067 1 (0.0%)
Post procedural infection 6061 0 (0.0%)  6067 1 (0.0%)
Pulmonary sepsis 6061 0 (0.0%)  6067 1 (0.0%)
Pyelonephritis 6061 1 (0.0%)  6067 0 (0.0%)
Pyelonephritis acute 6061 2 (0.0%)  6067 2 (0.0%)
Sepsis 6061 2 (0.0%)  6067 1 (0.0%)
Septic shock 6061 0 (0.0%)  6067 2 (0.0%)
Streptococcal bacteraemia 6061 0 (0.0%)  6067 1 (0.0%)
Urethritis 6061 0 (0.0%)  6067 3 (0.0%)
Urinary tract infection 6061 12 (0.2%)  6067 27 (0.4%)
Urinary tract infection enterococcal 6061 1 (0.0%)  6067 0 (0.0%)
Urinary tract infection fungal 6061 0 (0.0%)  6067 1 (0.0%)
Urogenital infection bacterial 6061 0 (0.0%)  6067 1 (0.0%)
Urosepsis 6061 3 (0.0%)  6067 1 (0.0%)
Vulvovaginal candidiasis 6061 0 (0.0%)  6067 5 (0.1%)
Vulvovaginal mycotic infection 6061 0 (0.0%)  6067 8 (0.1%)
Wound infection 6061 1 (0.0%)  6067 0 (0.0%)

Injury, poisoning and procedural complications 6061 6 (0.1%)  6067 0 (0.0%)
Carbon monoxide poisoning 6061 1 (0.0%)  6067 0 (0.0%)
Multiple injuries 6061 2 (0.0%)  6067 0 (0.0%)
Periprosthetic fracture 6061 1 (0.0%)  6067 0 (0.0%)
Post procedural haemorrhage 6061 1 (0.0%)  6067 0 (0.0%)
Rib fracture 6061 1 (0.0%)  6067 0 (0.0%)

Investigations 6061 26 (0.4%)  6067 33 (0.5%)
Blood alkaline phosphatase increased 6061 1 (0.0%)  6067 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Overall  (contd.)      

Investigations  (contd.)      
Blood creatine increased 6061 1 (0.0%)  6067 0 (0.0%)
Blood creatinine increased 6061 4 (0.1%)  6067 9 (0.1%)
Blood electrolytes decreased 6061 1 (0.0%)  6067 0 (0.0%)
Blood pressure decreased 6061 0 (0.0%)  6067 1 (0.0%)
Creatinine renal clearance decreased 6061 3 (0.0%)  6067 3 (0.0%)
Glomerular filtration rate decreased 6061 11 (0.2%)  6067 14 (0.2%)
Glomerular filtration rate increased 6061 1 (0.0%)  6067 0 (0.0%)
Haematocrit increased 6061 0 (0.0%)  6067 1 (0.0%)
Haemoglobin increased 6061 0 (0.0%)  6067 1 (0.0%)
Hepatic enzyme increased 6061 1 (0.0%)  6067 0 (0.0%)
Hepatitis C antibody positive 6061 1 (0.0%)  6067 0 (0.0%)
Liver function test abnormal 6061 0 (0.0%)  6067 1 (0.0%)
Liver function test increased 6061 2 (0.0%)  6067 1 (0.0%)
Tumour marker increased 6061 0 (0.0%)  6067 1 (0.0%)
Urine albumin/creatinine ratio increased 6061 0 (0.0%)  6067 1 (0.0%)

Metabolism and nutrition disorders 6061 31 (0.5%)  6067 19 (0.3%)
Abnormal loss of weight 6061 1 (0.0%)  6067 0 (0.0%)
Dehydration 6061 0 (0.0%)  6067 1 (0.0%)
Diabetes mellitus 6061 5 (0.1%)  6067 0 (0.0%)
Diabetes mellitus inadequate control 6061 2 (0.0%)  6067 0 (0.0%)
Diabetic ketoacidosis 6061 0 (0.0%)  6067 1 (0.0%)
Diabetic ketosis 6061 1 (0.0%)  6067 0 (0.0%)
Diabetic metabolic decompensation 6061 0 (0.0%)  6067 2 (0.0%)
Hypercalcaemia 6061 1 (0.0%)  6067 0 (0.0%)
Hyperglycaemia 6061 6 (0.1%)  6067 1 (0.0%)
Hyperkalaemia 6061 2 (0.0%)  6067 2 (0.0%)
Hypoglycaemia 6061 6 (0.1%)  6067 3 (0.0%)
Hypokalaemia 6061 0 (0.0%)  6067 1 (0.0%)
Hypovolaemia 6061 2 (0.0%)  6067 4 (0.1%)
Latent autoimmune diabetes in adults 6061 2 (0.0%)  6067 0 (0.0%)
Polydipsia 6061 1 (0.0%)  6067 1 (0.0%)
Type 1 diabetes mellitus 6061 2 (0.0%)  6067 3 (0.0%)

Musculoskeletal and connective tissue disorders 6061 10 (0.2%)  6067 5 (0.1%)
Back pain 6061 0 (0.0%)  6067 2 (0.0%)
Intervertebral disc degeneration 6061 1 (0.0%)  6067 0 (0.0%)
Muscle spasms 6061 1 (0.0%)  6067 1 (0.0%)
Musculoskeletal pain 6061 0 (0.0%)  6067 1 (0.0%)
Myalgia 6061 4 (0.1%)  6067 0 (0.0%)
Pain in extremity 6061 1 (0.0%)  6067 0 (0.0%)
Rhabdomyolysis 6061 1 (0.0%)  6067 0 (0.0%)
Rheumatoid arthritis 6061 2 (0.0%)  6067 0 (0.0%)
Spinal column stenosis 6061 0 (0.0%)  6067 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Overall  (contd.)      

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 6061 64 (1.1%)  6067 66 (1.1%)
Acute myeloid leukaemia 6061 0 (0.0%)  6067 1 (0.0%)
Adenocarcinoma 6061 0 (0.0%)  6067 1 (0.0%)
Adenocarcinoma gastric 6061 1 (0.0%)  6067 0 (0.0%)
Adenocarcinoma of colon 6061 0 (0.0%)  6067 1 (0.0%)
Adenocarcinoma pancreas 6061 1 (0.0%)  6067 1 (0.0%)
Bile duct cancer 6061 1 (0.0%)  6067 0 (0.0%)
Bladder cancer 6061 5 (0.1%)  6067 5 (0.1%)
Bladder cancer stage II 6061 0 (0.0%)  6067 1 (0.0%)
Bladder transitional cell carcinoma 6061 7 (0.1%)  6067 1 (0.0%)
Brain neoplasm malignant 6061 1 (0.0%)  6067 0 (0.0%)
Breast cancer female 6061 1 (0.0%)  6067 3 (0.0%)
Cervix carcinoma 6061 1 (0.0%)  6067 0 (0.0%)
Cholangiocarcinoma 6061 2 (0.0%)  6067 1 (0.0%)
Colon adenoma 6061 1 (0.0%)  6067 0 (0.0%)
Colon cancer 6061 0 (0.0%)  6067 1 (0.0%)
Colon cancer metastatic 6061 1 (0.0%)  6067 0 (0.0%)
Diffuse large B-cell lymphoma 6061 0 (0.0%)  6067 1 (0.0%)
Endometrial adenocarcinoma 6061 2 (0.0%)  6067 1 (0.0%)
Epithelioid mesothelioma 6061 1 (0.0%)  6067 0 (0.0%)
Gallbladder cancer metastatic 6061 1 (0.0%)  6067 0 (0.0%)
Gastric cancer 6061 2 (0.0%)  6067 1 (0.0%)
Gastric cancer stage III 6061 2 (0.0%)  6067 0 (0.0%)
Gastrointestinal adenocarcinoma 6061 1 (0.0%)  6067 0 (0.0%)
Gastrointestinal carcinoma 6061 1 (0.0%)  6067 0 (0.0%)
Glioblastoma 6061 1 (0.0%)  6067 0 (0.0%)
Glioblastoma multiforme 6061 0 (0.0%)  6067 1 (0.0%)
Hepatic cancer 6061 1 (0.0%)  6067 0 (0.0%)
Hepatocellular carcinoma 6061 1 (0.0%)  6067 2 (0.0%)
Hypopharyngeal cancer 6061 0 (0.0%)  6067 1 (0.0%)
Intraductal proliferative breast lesion 6061 0 (0.0%)  6067 1 (0.0%)
Laryngeal cancer 6061 1 (0.0%)  6067 1 (0.0%)
Lung adenocarcinoma 6061 2 (0.0%)  6067 0 (0.0%)
Lung cancer metastatic 6061 3 (0.0%)  6067 2 (0.0%)
Lung neoplasm malignant 6061 0 (0.0%)  6067 5 (0.1%)
Lung squamous cell carcinoma metastatic 6061 1 (0.0%)  6067 0 (0.0%)
Malignant neoplasm of ampulla of Vater 6061 1 (0.0%)  6067 0 (0.0%)
Malignant peritoneal neoplasm 6061 0 (0.0%)  6067 1 (0.0%)
Metastases to bladder 6061 0 (0.0%)  6067 1 (0.0%)
Metastatic gastric cancer 6061 0 (0.0%)  6067 1 (0.0%)
Non-small cell lung cancer 6061 1 (0.0%)  6067 0 (0.0%)
Non-small cell lung cancer recurrent 6061 0 (0.0%)  6067 1 (0.0%)
Non-small cell lung cancer stage IV 6061 0 (0.0%)  6067 1 (0.0%)
Oesophageal adenocarcinoma 6061 1 (0.0%)  6067 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Overall  (contd.)      

Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      
Oesophageal carcinoma 6061 1 (0.0%)  6067 0 (0.0%)
Pancreatic carcinoma 6061 1 (0.0%)  6067 1 (0.0%)
Pancreatic carcinoma metastatic 6061 3 (0.0%)  6067 0 (0.0%)
Pancreatic neuroendocrine tumour 6061 0 (0.0%)  6067 1 (0.0%)
Papillary tumour of renal pelvis 6061 0 (0.0%)  6067 1 (0.0%)
Plasma cell myeloma 6061 1 (0.0%)  6067 0 (0.0%)
Prostate cancer 6061 1 (0.0%)  6067 7 (0.1%)
Prostate cancer metastatic 6061 1 (0.0%)  6067 1 (0.0%)
Prostate cancer recurrent 6061 0 (0.0%)  6067 1 (0.0%)
Rectal adenocarcinoma 6061 0 (0.0%)  6067 1 (0.0%)
Rectal cancer metastatic 6061 1 (0.0%)  6067 0 (0.0%)
Renal cancer 6061 1 (0.0%)  6067 4 (0.1%)
Renal cell carcinoma 6061 0 (0.0%)  6067 2 (0.0%)
Renal hamartoma 6061 0 (0.0%)  6067 1 (0.0%)
Renal neoplasm 6061 0 (0.0%)  6067 2 (0.0%)
Small cell lung cancer 6061 1 (0.0%)  6067 0 (0.0%)
Small intestine adenocarcinoma 6061 1 (0.0%)  6067 0 (0.0%)
Squamous cell carcinoma of lung 6061 0 (0.0%)  6067 3 (0.0%)
Squamous cell carcinoma of the tongue 6061 1 (0.0%)  6067 0 (0.0%)
Transitional cell carcinoma 6061 5 (0.1%)  6067 3 (0.0%)
Vaginal cancer 6061 1 (0.0%)  6067 0 (0.0%)

Nervous system disorders 6061 37 (0.6%)  6067 36 (0.6%)
Brain stem haemorrhage 6061 1 (0.0%)  6067 0 (0.0%)
Brain stem infarction 6061 0 (0.0%)  6067 2 (0.0%)
Brain stem stroke 6061 0 (0.0%)  6067 1 (0.0%)
Cerebral artery occlusion 6061 1 (0.0%)  6067 0 (0.0%)
Cerebral haemorrhage 6061 0 (0.0%)  6067 1 (0.0%)
Cerebral infarction 6061 3 (0.0%)  6067 2 (0.0%)
Cerebrovascular accident 6061 7 (0.1%)  6067 5 (0.1%)
Cognitive disorder 6061 0 (0.0%)  6067 2 (0.0%)
Dementia 6061 3 (0.0%)  6067 1 (0.0%)
Dizziness 6061 4 (0.1%)  6067 7 (0.1%)
Dizziness postural 6061 0 (0.0%)  6067 1 (0.0%)
Dysgeusia 6061 0 (0.0%)  6067 1 (0.0%)
Haemorrhage intracranial 6061 1 (0.0%)  6067 0 (0.0%)
Haemorrhagic stroke 6061 4 (0.1%)  6067 2 (0.0%)
Ischaemic cerebral infarction 6061 1 (0.0%)  6067 1 (0.0%)
Ischaemic stroke 6061 4 (0.1%)  6067 6 (0.1%)
Lethargy 6061 1 (0.0%)  6067 0 (0.0%)
Loss of consciousness 6061 0 (0.0%)  6067 1 (0.0%)
Memory impairment 6061 1 (0.0%)  6067 0 (0.0%)
Myoclonus 6061 1 (0.0%)  6067 0 (0.0%)
Parkinson's disease 6061 0 (0.0%)  6067 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Overall  (contd.)      

Nervous system disorders  (contd.)      
Seizure 6061 1 (0.0%)  6067 0 (0.0%)
Senile dementia 6061 1 (0.0%)  6067 0 (0.0%)
Somnolence 6061 2 (0.0%)  6067 0 (0.0%)
Subarachnoid haemorrhage 6061 0 (0.0%)  6067 1 (0.0%)
Syncope 6061 1 (0.0%)  6067 1 (0.0%)
Tremor 6061 1 (0.0%)  6067 0 (0.0%)

Psychiatric disorders 6061 2 (0.0%)  6067 1 (0.0%)
Confusional state 6061 2 (0.0%)  6067 0 (0.0%)
Depression 6061 0 (0.0%)  6067 1 (0.0%)

Renal and urinary disorders 6061 111 (1.8%)  6067 98 (1.6%)
Acute kidney injury 6061 23 (0.4%)  6067 13 (0.2%)
Albuminuria 6061 1 (0.0%)  6067 0 (0.0%)
Chromaturia 6061 1 (0.0%)  6067 0 (0.0%)
Chronic kidney disease 6061 16 (0.3%)  6067 14 (0.2%)
Diabetic nephropathy 6061 5 (0.1%)  6067 4 (0.1%)
Dysuria 6061 1 (0.0%)  6067 4 (0.1%)
End stage renal disease 6061 8 (0.1%)  6067 7 (0.1%)
Focal segmental glomerulosclerosis 6061 1 (0.0%)  6067 0 (0.0%)
Glomerulonephritis chronic 6061 1 (0.0%)  6067 0 (0.0%)
Glycosuria 6061 0 (0.0%)  6067 1 (0.0%)
Haematuria 6061 1 (0.0%)  6067 4 (0.1%)
IgA nephropathy 6061 1 (0.0%)  6067 0 (0.0%)
Microalbuminuria 6061 2 (0.0%)  6067 0 (0.0%)
Micturition urgency 6061 1 (0.0%)  6067 1 (0.0%)
Myeloma cast nephropathy 6061 1 (0.0%)  6067 0 (0.0%)
Nephritis 6061 0 (0.0%)  6067 1 (0.0%)
Nephrolithiasis 6061 0 (0.0%)  6067 1 (0.0%)
Nephropathy 6061 2 (0.0%)  6067 0 (0.0%)
Nephrotic syndrome 6061 2 (0.0%)  6067 0 (0.0%)
Nocturia 6061 1 (0.0%)  6067 2 (0.0%)
Pollakiuria 6061 5 (0.1%)  6067 7 (0.1%)
Polyuria 6061 0 (0.0%)  6067 5 (0.1%)
Proteinuria 6061 2 (0.0%)  6067 0 (0.0%)
Renal amyloidosis 6061 1 (0.0%)  6067 0 (0.0%)
Renal failure 6061 6 (0.1%)  6067 10 (0.2%)
Renal impairment 6061 28 (0.5%)  6067 22 (0.4%)
Urinary incontinence 6061 1 (0.0%)  6067 1 (0.0%)
Urinary tract discomfort 6061 0 (0.0%)  6067 1 (0.0%)

Reproductive system and breast disorders 6061 2 (0.0%)  6067 14 (0.2%)
Balanoposthitis 6061 2 (0.0%)  6067 7 (0.1%)
Benign prostatic hyperplasia 6061 0 (0.0%)  6067 1 (0.0%)
Pruritus genital 6061 0 (0.0%)  6067 3 (0.0%)
Vulvovaginal pruritus 6061 0 (0.0%)  6067 3 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Overall  (contd.)      

Respiratory, thoracic and mediastinal disorders 6061 13 (0.2%)  6067 5 (0.1%)
Acute respiratory distress syndrome 6061 0 (0.0%)  6067 2 (0.0%)
Acute respiratory failure 6061 0 (0.0%)  6067 1 (0.0%)
Chronic obstructive pulmonary disease 6061 2 (0.0%)  6067 0 (0.0%)
Dyspnoea 6061 2 (0.0%)  6067 1 (0.0%)
Lung infiltration 6061 1 (0.0%)  6067 0 (0.0%)
Pneumonia aspiration 6061 1 (0.0%)  6067 0 (0.0%)
Pulmonary embolism 6061 1 (0.0%)  6067 1 (0.0%)
Respiratory failure 6061 6 (0.1%)  6067 0 (0.0%)

Skin and subcutaneous tissue disorders 6061 16 (0.3%)  6067 21 (0.3%)
Dermal cyst 6061 0 (0.0%)  6067 1 (0.0%)
Dermatitis allergic 6061 3 (0.0%)  6067 2 (0.0%)
Diabetic foot 6061 1 (0.0%)  6067 0 (0.0%)
Drug eruption 6061 0 (0.0%)  6067 1 (0.0%)
Eczema 6061 1 (0.0%)  6067 2 (0.0%)
Lichen sclerosus 6061 0 (0.0%)  6067 1 (0.0%)
Petechiae 6061 1 (0.0%)  6067 0 (0.0%)
Pruritus 6061 3 (0.0%)  6067 3 (0.0%)
Pruritus generalised 6061 2 (0.0%)  6067 1 (0.0%)
Psoriasis 6061 1 (0.0%)  6067 0 (0.0%)
Purpura 6061 0 (0.0%)  6067 1 (0.0%)
Rash 6061 3 (0.0%)  6067 2 (0.0%)
Rash generalised 6061 1 (0.0%)  6067 0 (0.0%)
Rash pruritic 6061 0 (0.0%)  6067 1 (0.0%)
Seborrhoeic dermatitis 6061 0 (0.0%)  6067 1 (0.0%)
Skin odour abnormal 6061 0 (0.0%)  6067 1 (0.0%)
Skin ulcer 6061 0 (0.0%)  6067 2 (0.0%)
Urticaria 6061 0 (0.0%)  6067 2 (0.0%)

Surgical and medical procedures 6061 1 (0.0%)  6067 0 (0.0%)
Dialysis 6061 1 (0.0%)  6067 0 (0.0%)

Vascular disorders 6061 3 (0.0%)  6067 13 (0.2%)
Aortic arteriosclerosis 6061 0 (0.0%)  6067 1 (0.0%)
Aortic stenosis 6061 0 (0.0%)  6067 1 (0.0%)
Arterial occlusive disease 6061 1 (0.0%)  6067 0 (0.0%)
Deep vein thrombosis 6061 1 (0.0%)  6067 1 (0.0%)
Hypertension 6061 0 (0.0%)  6067 1 (0.0%)
Hypotension 6061 1 (0.0%)  6067 9 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Sex      

Male      
Any AE 4108 306 (7.4%)  4149 301 (7.3%)
Cardiac disorders 4108 31 (0.8%)  4149 30 (0.7%)

Acute coronary syndrome 4108 1 (0.0%)  4149 0 (0.0%)
Acute myocardial infarction 4108 8 (0.2%)  4149 7 (0.2%)
Angina unstable 4108 3 (0.1%)  4149 1 (0.0%)
Atrial fibrillation 4108 1 (0.0%)  4149 1 (0.0%)
Cardiac arrest 4108 0 (0.0%)  4149 1 (0.0%)
Cardiac failure 4108 6 (0.1%)  4149 11 (0.3%)
Cardiac failure chronic 4108 1 (0.0%)  4149 1 (0.0%)
Cardiac failure congestive 4108 5 (0.1%)  4149 3 (0.1%)
Cardiogenic shock 4108 0 (0.0%)  4149 1 (0.0%)
Coronary artery disease 4108 1 (0.0%)  4149 2 (0.0%)
Myocardial infarction 4108 3 (0.1%)  4149 1 (0.0%)
Palpitations 4108 1 (0.0%)  4149 0 (0.0%)
Pericarditis 4108 0 (0.0%)  4149 1 (0.0%)
Tachycardia 4108 1 (0.0%)  4149 0 (0.0%)
Ventricular tachycardia 4108 0 (0.0%)  4149 1 (0.0%)

Eye disorders 4108 0 (0.0%)  4149 1 (0.0%)
Vision blurred 4108 0 (0.0%)  4149 1 (0.0%)

Gastrointestinal disorders 4108 18 (0.4%)  4149 11 (0.3%)
Abdominal distension 4108 1 (0.0%)  4149 0 (0.0%)
Abdominal pain 4108 1 (0.0%)  4149 0 (0.0%)
Abdominal pain lower 4108 0 (0.0%)  4149 1 (0.0%)
Constipation 4108 2 (0.0%)  4149 1 (0.0%)
Diarrhoea 4108 10 (0.2%)  4149 4 (0.1%)
Dyspepsia 4108 0 (0.0%)  4149 1 (0.0%)
Gastric disorder 4108 0 (0.0%)  4149 1 (0.0%)
Gastric ulcer haemorrhage 4108 0 (0.0%)  4149 1 (0.0%)
Gastrointestinal disorder 4108 0 (0.0%)  4149 1 (0.0%)
Lower gastrointestinal haemorrhage 4108 1 (0.0%)  4149 0 (0.0%)
Nausea 4108 2 (0.0%)  4149 1 (0.0%)
Pancreatitis 4108 1 (0.0%)  4149 0 (0.0%)

General disorders and administration site conditions 4108 7 (0.2%)  4149 6 (0.1%)
Asthenia 4108 2 (0.0%)  4149 1 (0.0%)
Fatigue 4108 2 (0.0%)  4149 2 (0.0%)
Gait disturbance 4108 0 (0.0%)  4149 1 (0.0%)
Malaise 4108 0 (0.0%)  4149 1 (0.0%)
Non-cardiac chest pain 4108 1 (0.0%)  4149 1 (0.0%)
Peripheral swelling 4108 1 (0.0%)  4149 0 (0.0%)
Swelling 4108 1 (0.0%)  4149 0 (0.0%)

Hepatobiliary disorders 4108 5 (0.1%)  4149 1 (0.0%)
Bile duct obstruction 4108 1 (0.0%)  4149 0 (0.0%)
Cholecystitis 4108 0 (0.0%)  4149 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Sex  (contd.)      

Male  (contd.)      
Hepatobiliary disorders  (contd.)      

Cholecystitis acute 4108 2 (0.0%)  4149 0 (0.0%)
Hepatic function abnormal 4108 1 (0.0%)  4149 0 (0.0%)
Hepatic mass 4108 1 (0.0%)  4149 0 (0.0%)

Immune system disorders 4108 0 (0.0%)  4149 1 (0.0%)
Drug hypersensitivity 4108 0 (0.0%)  4149 1 (0.0%)

Infections and infestations 4108 23 (0.6%)  4149 42 (1.0%)
Balanoposthitis infective 4108 0 (0.0%)  4149 1 (0.0%)
Candida infection 4108 1 (0.0%)  4149 0 (0.0%)
Chronic hepatitis C 4108 0 (0.0%)  4149 1 (0.0%)
Cystitis 4108 2 (0.0%)  4149 0 (0.0%)
Device related sepsis 4108 0 (0.0%)  4149 1 (0.0%)
Encephalitis 4108 0 (0.0%)  4149 1 (0.0%)
Endocarditis staphylococcal 4108 1 (0.0%)  4149 0 (0.0%)
Erysipelas 4108 0 (0.0%)  4149 1 (0.0%)
Escherichia sepsis 4108 1 (0.0%)  4149 0 (0.0%)
Folliculitis 4108 0 (0.0%)  4149 1 (0.0%)
Fungaemia 4108 0 (0.0%)  4149 1 (0.0%)
Fungal balanitis 4108 0 (0.0%)  4149 1 (0.0%)
Fungal oesophagitis 4108 0 (0.0%)  4149 1 (0.0%)
Fungal skin infection 4108 0 (0.0%)  4149 1 (0.0%)
Gangrene 4108 1 (0.0%)  4149 1 (0.0%)
Gastroenteritis 4108 1 (0.0%)  4149 0 (0.0%)
Genital candidiasis 4108 0 (0.0%)  4149 3 (0.1%)
Genital infection 4108 0 (0.0%)  4149 1 (0.0%)
Genital infection fungal 4108 1 (0.0%)  4149 1 (0.0%)
Liver abscess 4108 0 (0.0%)  4149 1 (0.0%)
Osteomyelitis 4108 0 (0.0%)  4149 2 (0.0%)
Penile infection 4108 0 (0.0%)  4149 1 (0.0%)
Pneumonia 4108 5 (0.1%)  4149 2 (0.0%)
Pneumonia influenzal 4108 0 (0.0%)  4149 1 (0.0%)
Post procedural infection 4108 0 (0.0%)  4149 1 (0.0%)
Pulmonary sepsis 4108 0 (0.0%)  4149 1 (0.0%)
Pyelonephritis 4108 1 (0.0%)  4149 0 (0.0%)
Pyelonephritis acute 4108 0 (0.0%)  4149 1 (0.0%)
Sepsis 4108 1 (0.0%)  4149 1 (0.0%)
Septic shock 4108 0 (0.0%)  4149 1 (0.0%)
Streptococcal bacteraemia 4108 0 (0.0%)  4149 1 (0.0%)
Urethritis 4108 0 (0.0%)  4149 2 (0.0%)
Urinary tract infection 4108 4 (0.1%)  4149 9 (0.2%)
Urinary tract infection fungal 4108 0 (0.0%)  4149 1 (0.0%)
Urosepsis 4108 3 (0.1%)  4149 1 (0.0%)
Wound infection 4108 1 (0.0%)  4149 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Sex  (contd.)      

Male  (contd.)      
Injury, poisoning and procedural complications 4108 4 (0.1%)  4149 0 (0.0%)

Carbon monoxide poisoning 4108 1 (0.0%)  4149 0 (0.0%)
Multiple injuries 4108 1 (0.0%)  4149 0 (0.0%)
Post procedural haemorrhage 4108 1 (0.0%)  4149 0 (0.0%)
Rib fracture 4108 1 (0.0%)  4149 0 (0.0%)

Investigations 4108 18 (0.4%)  4149 25 (0.6%)
Blood creatine increased 4108 1 (0.0%)  4149 0 (0.0%)
Blood creatinine increased 4108 4 (0.1%)  4149 8 (0.2%)
Blood electrolytes decreased 4108 1 (0.0%)  4149 0 (0.0%)
Blood pressure decreased 4108 0 (0.0%)  4149 1 (0.0%)
Creatinine renal clearance decreased 4108 1 (0.0%)  4149 2 (0.0%)
Glomerular filtration rate decreased 4108 8 (0.2%)  4149 11 (0.3%)
Glomerular filtration rate increased 4108 1 (0.0%)  4149 0 (0.0%)
Haemoglobin increased 4108 0 (0.0%)  4149 1 (0.0%)
Hepatic enzyme increased 4108 1 (0.0%)  4149 0 (0.0%)
Hepatitis C antibody positive 4108 1 (0.0%)  4149 0 (0.0%)
Liver function test increased 4108 0 (0.0%)  4149 1 (0.0%)
Urine albumin/creatinine ratio increased 4108 0 (0.0%)  4149 1 (0.0%)

Metabolism and nutrition disorders 4108 25 (0.6%)  4149 16 (0.4%)
Abnormal loss of weight 4108 1 (0.0%)  4149 0 (0.0%)
Dehydration 4108 0 (0.0%)  4149 1 (0.0%)
Diabetes mellitus 4108 3 (0.1%)  4149 0 (0.0%)
Diabetes mellitus inadequate control 4108 2 (0.0%)  4149 0 (0.0%)
Diabetic ketosis 4108 1 (0.0%)  4149 0 (0.0%)
Diabetic metabolic decompensation 4108 0 (0.0%)  4149 2 (0.0%)
Hyperglycaemia 4108 5 (0.1%)  4149 1 (0.0%)
Hyperkalaemia 4108 2 (0.0%)  4149 1 (0.0%)
Hypoglycaemia 4108 6 (0.1%)  4149 3 (0.1%)
Hypokalaemia 4108 0 (0.0%)  4149 1 (0.0%)
Hypovolaemia 4108 1 (0.0%)  4149 4 (0.1%)
Latent autoimmune diabetes in adults 4108 1 (0.0%)  4149 0 (0.0%)
Polydipsia 4108 1 (0.0%)  4149 1 (0.0%)
Type 1 diabetes mellitus 4108 2 (0.0%)  4149 2 (0.0%)

Musculoskeletal and connective tissue disorders 4108 7 (0.2%)  4149 3 (0.1%)
Back pain 4108 0 (0.0%)  4149 1 (0.0%)
Intervertebral disc degeneration 4108 1 (0.0%)  4149 0 (0.0%)
Muscle spasms 4108 0 (0.0%)  4149 1 (0.0%)
Musculoskeletal pain 4108 0 (0.0%)  4149 1 (0.0%)
Myalgia 4108 3 (0.1%)  4149 0 (0.0%)
Pain in extremity 4108 1 (0.0%)  4149 0 (0.0%)
Rhabdomyolysis 4108 1 (0.0%)  4149 0 (0.0%)
Rheumatoid arthritis 4108 1 (0.0%)  4149 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Sex  (contd.)      

Male  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps) 4108 46 (1.1%)  4149 51 (1.2%)

Adenocarcinoma 4108 0 (0.0%)  4149 1 (0.0%)
Adenocarcinoma gastric 4108 1 (0.0%)  4149 0 (0.0%)
Adenocarcinoma of colon 4108 0 (0.0%)  4149 1 (0.0%)
Adenocarcinoma pancreas 4108 1 (0.0%)  4149 1 (0.0%)
Bile duct cancer 4108 1 (0.0%)  4149 0 (0.0%)
Bladder cancer 4108 5 (0.1%)  4149 4 (0.1%)
Bladder transitional cell carcinoma 4108 6 (0.1%)  4149 1 (0.0%)
Cholangiocarcinoma 4108 1 (0.0%)  4149 1 (0.0%)
Colon adenoma 4108 1 (0.0%)  4149 0 (0.0%)
Colon cancer metastatic 4108 1 (0.0%)  4149 0 (0.0%)
Diffuse large B-cell lymphoma 4108 0 (0.0%)  4149 1 (0.0%)
Gastric cancer 4108 2 (0.0%)  4149 0 (0.0%)
Gastric cancer stage III 4108 2 (0.0%)  4149 0 (0.0%)
Gastrointestinal adenocarcinoma 4108 1 (0.0%)  4149 0 (0.0%)
Gastrointestinal carcinoma 4108 1 (0.0%)  4149 0 (0.0%)
Glioblastoma multiforme 4108 0 (0.0%)  4149 1 (0.0%)
Hepatic cancer 4108 1 (0.0%)  4149 0 (0.0%)
Hepatocellular carcinoma 4108 1 (0.0%)  4149 2 (0.0%)
Hypopharyngeal cancer 4108 0 (0.0%)  4149 1 (0.0%)
Laryngeal cancer 4108 1 (0.0%)  4149 1 (0.0%)
Lung adenocarcinoma 4108 1 (0.0%)  4149 0 (0.0%)
Lung cancer metastatic 4108 1 (0.0%)  4149 1 (0.0%)
Lung neoplasm malignant 4108 0 (0.0%)  4149 5 (0.1%)
Lung squamous cell carcinoma metastatic 4108 1 (0.0%)  4149 0 (0.0%)
Malignant neoplasm of ampulla of Vater 4108 1 (0.0%)  4149 0 (0.0%)
Malignant peritoneal neoplasm 4108 0 (0.0%)  4149 1 (0.0%)
Metastatic gastric cancer 4108 0 (0.0%)  4149 1 (0.0%)
Non-small cell lung cancer 4108 1 (0.0%)  4149 0 (0.0%)
Non-small cell lung cancer recurrent 4108 0 (0.0%)  4149 1 (0.0%)
Non-small cell lung cancer stage IV 4108 0 (0.0%)  4149 1 (0.0%)
Oesophageal adenocarcinoma 4108 1 (0.0%)  4149 1 (0.0%)
Oesophageal carcinoma 4108 1 (0.0%)  4149 0 (0.0%)
Pancreatic carcinoma 4108 1 (0.0%)  4149 1 (0.0%)
Pancreatic carcinoma metastatic 4108 1 (0.0%)  4149 0 (0.0%)
Pancreatic neuroendocrine tumour 4108 0 (0.0%)  4149 1 (0.0%)
Papillary tumour of renal pelvis 4108 0 (0.0%)  4149 1 (0.0%)
Prostate cancer 4108 1 (0.0%)  4149 7 (0.2%)
Prostate cancer metastatic 4108 1 (0.0%)  4149 1 (0.0%)
Prostate cancer recurrent 4108 0 (0.0%)  4149 1 (0.0%)
Rectal adenocarcinoma 4108 0 (0.0%)  4149 1 (0.0%)
Rectal cancer metastatic 4108 1 (0.0%)  4149 0 (0.0%)
Renal cancer 4108 0 (0.0%)  4149 3 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Sex  (contd.)      

Male  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Renal cell carcinoma 4108 0 (0.0%)  4149 2 (0.0%)
Renal neoplasm 4108 0 (0.0%)  4149 2 (0.0%)
Small cell lung cancer 4108 1 (0.0%)  4149 0 (0.0%)
Small intestine adenocarcinoma 4108 1 (0.0%)  4149 0 (0.0%)
Squamous cell carcinoma of lung 4108 0 (0.0%)  4149 3 (0.1%)
Squamous cell carcinoma of the tongue 4108 1 (0.0%)  4149 0 (0.0%)
Transitional cell carcinoma 4108 5 (0.1%)  4149 2 (0.0%)

Nervous system disorders 4108 23 (0.6%)  4149 23 (0.6%)
Brain stem haemorrhage 4108 1 (0.0%)  4149 0 (0.0%)
Brain stem infarction 4108 0 (0.0%)  4149 2 (0.0%)
Brain stem stroke 4108 0 (0.0%)  4149 1 (0.0%)
Cerebral artery occlusion 4108 1 (0.0%)  4149 0 (0.0%)
Cerebral infarction 4108 3 (0.1%)  4149 1 (0.0%)
Cerebrovascular accident 4108 5 (0.1%)  4149 4 (0.1%)
Cognitive disorder 4108 0 (0.0%)  4149 1 (0.0%)
Dementia 4108 1 (0.0%)  4149 1 (0.0%)
Dizziness 4108 3 (0.1%)  4149 4 (0.1%)
Dizziness postural 4108 0 (0.0%)  4149 1 (0.0%)
Dysgeusia 4108 0 (0.0%)  4149 1 (0.0%)
Haemorrhage intracranial 4108 1 (0.0%)  4149 0 (0.0%)
Haemorrhagic stroke 4108 4 (0.1%)  4149 1 (0.0%)
Ischaemic stroke 4108 1 (0.0%)  4149 3 (0.1%)
Loss of consciousness 4108 0 (0.0%)  4149 1 (0.0%)
Myoclonus 4108 1 (0.0%)  4149 0 (0.0%)
Parkinson's disease 4108 0 (0.0%)  4149 1 (0.0%)
Subarachnoid haemorrhage 4108 0 (0.0%)  4149 1 (0.0%)
Syncope 4108 1 (0.0%)  4149 0 (0.0%)
Tremor 4108 1 (0.0%)  4149 0 (0.0%)

Psychiatric disorders 4108 2 (0.0%)  4149 0 (0.0%)
Confusional state 4108 2 (0.0%)  4149 0 (0.0%)

Renal and urinary disorders 4108 78 (1.9%)  4149 61 (1.5%)
Acute kidney injury 4108 15 (0.4%)  4149 8 (0.2%)
Albuminuria 4108 1 (0.0%)  4149 0 (0.0%)
Chromaturia 4108 1 (0.0%)  4149 0 (0.0%)
Chronic kidney disease 4108 9 (0.2%)  4149 7 (0.2%)
Diabetic nephropathy 4108 5 (0.1%)  4149 4 (0.1%)
Dysuria 4108 1 (0.0%)  4149 1 (0.0%)
End stage renal disease 4108 5 (0.1%)  4149 5 (0.1%)
Glycosuria 4108 0 (0.0%)  4149 1 (0.0%)
Haematuria 4108 1 (0.0%)  4149 2 (0.0%)
Microalbuminuria 4108 2 (0.0%)  4149 0 (0.0%)
Micturition urgency 4108 1 (0.0%)  4149 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Sex  (contd.)      

Male  (contd.)      
Renal and urinary disorders  (contd.)      

Myeloma cast nephropathy 4108 1 (0.0%)  4149 0 (0.0%)
Nephropathy 4108 2 (0.0%)  4149 0 (0.0%)
Nephrotic syndrome 4108 1 (0.0%)  4149 0 (0.0%)
Nocturia 4108 1 (0.0%)  4149 2 (0.0%)
Pollakiuria 4108 5 (0.1%)  4149 6 (0.1%)
Polyuria 4108 0 (0.0%)  4149 4 (0.1%)
Proteinuria 4108 2 (0.0%)  4149 0 (0.0%)
Renal failure 4108 6 (0.1%)  4149 6 (0.1%)
Renal impairment 4108 18 (0.4%)  4149 12 (0.3%)
Urinary incontinence 4108 1 (0.0%)  4149 1 (0.0%)
Urinary tract discomfort 4108 0 (0.0%)  4149 1 (0.0%)

Reproductive system and breast disorders 4108 2 (0.0%)  4149 10 (0.2%)
Balanoposthitis 4108 2 (0.0%)  4149 7 (0.2%)
Benign prostatic hyperplasia 4108 0 (0.0%)  4149 1 (0.0%)
Pruritus genital 4108 0 (0.0%)  4149 2 (0.0%)

Respiratory, thoracic and mediastinal disorders 4108 9 (0.2%)  4149 3 (0.1%)
Acute respiratory distress syndrome 4108 0 (0.0%)  4149 2 (0.0%)
Chronic obstructive pulmonary disease 4108 2 (0.0%)  4149 0 (0.0%)
Dyspnoea 4108 2 (0.0%)  4149 1 (0.0%)
Lung infiltration 4108 1 (0.0%)  4149 0 (0.0%)
Respiratory failure 4108 4 (0.1%)  4149 0 (0.0%)

Skin and subcutaneous tissue disorders 4108 12 (0.3%)  4149 13 (0.3%)
Dermatitis allergic 4108 2 (0.0%)  4149 1 (0.0%)
Diabetic foot 4108 1 (0.0%)  4149 0 (0.0%)
Drug eruption 4108 0 (0.0%)  4149 1 (0.0%)
Eczema 4108 1 (0.0%)  4149 2 (0.0%)
Petechiae 4108 1 (0.0%)  4149 0 (0.0%)
Pruritus 4108 2 (0.0%)  4149 2 (0.0%)
Pruritus generalised 4108 2 (0.0%)  4149 0 (0.0%)
Purpura 4108 0 (0.0%)  4149 1 (0.0%)
Rash 4108 3 (0.1%)  4149 1 (0.0%)
Seborrhoeic dermatitis 4108 0 (0.0%)  4149 1 (0.0%)
Skin ulcer 4108 0 (0.0%)  4149 2 (0.0%)
Urticaria 4108 0 (0.0%)  4149 2 (0.0%)

Surgical and medical procedures 4108 1 (0.0%)  4149 0 (0.0%)
Dialysis 4108 1 (0.0%)  4149 0 (0.0%)

Vascular disorders 4108 1 (0.0%)  4149 8 (0.2%)
Aortic arteriosclerosis 4108 0 (0.0%)  4149 1 (0.0%)
Aortic stenosis 4108 0 (0.0%)  4149 1 (0.0%)
Hypotension 4108 1 (0.0%)  4149 6 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Sex  (contd.)      

Female      
Any AE 1953 149 (7.6%)  1918 166 (8.7%)
Blood and lymphatic system disorders 1953 2 (0.1%)  1918 2 (0.1%)

Anaemia 1953 2 (0.1%)  1918 0 (0.0%)
Disseminated intravascular coagulation 1953 0 (0.0%)  1918 1 (0.1%)
Immune thrombocytopenic purpura 1953 0 (0.0%)  1918 1 (0.1%)

Cardiac disorders 1953 16 (0.8%)  1918 10 (0.5%)
Acute left ventricular failure 1953 1 (0.1%)  1918 0 (0.0%)
Acute myocardial infarction 1953 3 (0.2%)  1918 1 (0.1%)
Atrioventricular block complete 1953 0 (0.0%)  1918 1 (0.1%)
Cardiac failure 1953 3 (0.2%)  1918 4 (0.2%)
Cardiac failure acute 1953 1 (0.1%)  1918 0 (0.0%)
Cardiac failure congestive 1953 3 (0.2%)  1918 2 (0.1%)
Cardio-respiratory arrest 1953 1 (0.1%)  1918 0 (0.0%)
Myocardial fibrosis 1953 0 (0.0%)  1918 1 (0.1%)
Myocardial infarction 1953 2 (0.1%)  1918 0 (0.0%)
Myocardial ischaemia 1953 0 (0.0%)  1918 1 (0.1%)
Palpitations 1953 1 (0.1%)  1918 0 (0.0%)
Ventricular tachycardia 1953 1 (0.1%)  1918 0 (0.0%)

Eye disorders 1953 1 (0.1%)  1918 0 (0.0%)
Eyelid oedema 1953 1 (0.1%)  1918 0 (0.0%)

Gastrointestinal disorders 1953 5 (0.3%)  1918 8 (0.4%)
Abdominal discomfort 1953 0 (0.0%)  1918 1 (0.1%)
Abdominal pain upper 1953 1 (0.1%)  1918 0 (0.0%)
Constipation 1953 1 (0.1%)  1918 0 (0.0%)
Diarrhoea 1953 2 (0.1%)  1918 4 (0.2%)
Dyspepsia 1953 0 (0.0%)  1918 1 (0.1%)
Nausea 1953 0 (0.0%)  1918 1 (0.1%)
Stomatitis 1953 0 (0.0%)  1918 1 (0.1%)
Thrombosis mesenteric vessel 1953 1 (0.1%)  1918 0 (0.0%)

General disorders and administration site conditions 1953 4 (0.2%)  1918 2 (0.1%)
Asthenia 1953 1 (0.1%)  1918 1 (0.1%)
Fatigue 1953 1 (0.1%)  1918 0 (0.0%)
Peripheral swelling 1953 1 (0.1%)  1918 1 (0.1%)
Pyrexia 1953 1 (0.1%)  1918 0 (0.0%)

Hepatobiliary disorders 1953 5 (0.3%)  1918 2 (0.1%)
Autoimmune hepatitis 1953 1 (0.1%)  1918 0 (0.0%)
Bile duct obstruction 1953 1 (0.1%)  1918 0 (0.0%)
Cholelithiasis 1953 0 (0.0%)  1918 1 (0.1%)
Gallbladder enlargement 1953 0 (0.0%)  1918 1 (0.1%)
Hepatic cirrhosis 1953 2 (0.1%)  1918 0 (0.0%)
Hepatic steatosis 1953 1 (0.1%)  1918 0 (0.0%)

Infections and infestations 1953 25 (1.3%)  1918 48 (2.5%)
Bacterial sepsis 1953 1 (0.1%)  1918 0 (0.0%)

Page 51 of 4674

28/07/2021



t_dapa_pooled_ae_socpt_desc_dae.pdf generated by dapa_ae_pooled.sas at 19:53:47 on 26 July 2021

DAPA
Table 2.1.9.1 - Pooled IPD analysis: Summary of adverse events leading to discontinuation of study medication (DAE) by SOC and PT, overall and by subgroups (safety analysis set)

Page 16 of 120

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Sex  (contd.)      

Female  (contd.)      
Infections and infestations  (contd.)      

Bronchitis 1953 0 (0.0%)  1918 1 (0.1%)
Candida infection 1953 2 (0.1%)  1918 1 (0.1%)
Cellulitis 1953 1 (0.1%)  1918 0 (0.0%)
Cholecystitis infective 1953 1 (0.1%)  1918 0 (0.0%)
Cystitis 1953 1 (0.1%)  1918 3 (0.2%)
Eye infection 1953 0 (0.0%)  1918 1 (0.1%)
Fungal infection 1953 1 (0.1%)  1918 4 (0.2%)
Hepatitis E 1953 1 (0.1%)  1918 0 (0.0%)
Infected skin ulcer 1953 1 (0.1%)  1918 0 (0.0%)
Intervertebral discitis 1953 0 (0.0%)  1918 1 (0.1%)
Large intestine infection 1953 0 (0.0%)  1918 1 (0.1%)
Mucormycosis 1953 1 (0.1%)  1918 0 (0.0%)
Onychomycosis 1953 1 (0.1%)  1918 0 (0.0%)
Osteomyelitis 1953 1 (0.1%)  1918 0 (0.0%)
Pneumonia 1953 1 (0.1%)  1918 2 (0.1%)
Pyelonephritis acute 1953 2 (0.1%)  1918 1 (0.1%)
Sepsis 1953 1 (0.1%)  1918 0 (0.0%)
Septic shock 1953 0 (0.0%)  1918 1 (0.1%)
Urethritis 1953 0 (0.0%)  1918 1 (0.1%)
Urinary tract infection 1953 8 (0.4%)  1918 18 (0.9%)
Urinary tract infection enterococcal 1953 1 (0.1%)  1918 0 (0.0%)
Urogenital infection bacterial 1953 0 (0.0%)  1918 1 (0.1%)
Vulvovaginal candidiasis 1953 0 (0.0%)  1918 5 (0.3%)
Vulvovaginal mycotic infection 1953 0 (0.0%)  1918 8 (0.4%)

Injury, poisoning and procedural complications 1953 2 (0.1%)  1918 0 (0.0%)
Multiple injuries 1953 1 (0.1%)  1918 0 (0.0%)
Periprosthetic fracture 1953 1 (0.1%)  1918 0 (0.0%)

Investigations 1953 8 (0.4%)  1918 8 (0.4%)
Blood alkaline phosphatase increased 1953 1 (0.1%)  1918 0 (0.0%)
Blood creatinine increased 1953 0 (0.0%)  1918 1 (0.1%)
Creatinine renal clearance decreased 1953 2 (0.1%)  1918 1 (0.1%)
Glomerular filtration rate decreased 1953 3 (0.2%)  1918 3 (0.2%)
Haematocrit increased 1953 0 (0.0%)  1918 1 (0.1%)
Liver function test abnormal 1953 0 (0.0%)  1918 1 (0.1%)
Liver function test increased 1953 2 (0.1%)  1918 0 (0.0%)
Tumour marker increased 1953 0 (0.0%)  1918 1 (0.1%)

Metabolism and nutrition disorders 1953 6 (0.3%)  1918 3 (0.2%)
Diabetes mellitus 1953 2 (0.1%)  1918 0 (0.0%)
Diabetic ketoacidosis 1953 0 (0.0%)  1918 1 (0.1%)
Hypercalcaemia 1953 1 (0.1%)  1918 0 (0.0%)
Hyperglycaemia 1953 1 (0.1%)  1918 0 (0.0%)
Hyperkalaemia 1953 0 (0.0%)  1918 1 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Sex  (contd.)      

Female  (contd.)      
Metabolism and nutrition disorders  (contd.)      

Hypovolaemia 1953 1 (0.1%)  1918 0 (0.0%)
Latent autoimmune diabetes in adults 1953 1 (0.1%)  1918 0 (0.0%)
Type 1 diabetes mellitus 1953 0 (0.0%)  1918 1 (0.1%)

Musculoskeletal and connective tissue disorders 1953 3 (0.2%)  1918 2 (0.1%)
Back pain 1953 0 (0.0%)  1918 1 (0.1%)
Muscle spasms 1953 1 (0.1%)  1918 0 (0.0%)
Myalgia 1953 1 (0.1%)  1918 0 (0.0%)
Rheumatoid arthritis 1953 1 (0.1%)  1918 0 (0.0%)
Spinal column stenosis 1953 0 (0.0%)  1918 1 (0.1%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 1953 18 (0.9%)  1918 15 (0.8%)
Acute myeloid leukaemia 1953 0 (0.0%)  1918 1 (0.1%)
Bladder cancer 1953 0 (0.0%)  1918 1 (0.1%)
Bladder cancer stage II 1953 0 (0.0%)  1918 1 (0.1%)
Bladder transitional cell carcinoma 1953 1 (0.1%)  1918 0 (0.0%)
Brain neoplasm malignant 1953 1 (0.1%)  1918 0 (0.0%)
Breast cancer female 1953 1 (0.1%)  1918 3 (0.2%)
Cervix carcinoma 1953 1 (0.1%)  1918 0 (0.0%)
Cholangiocarcinoma 1953 1 (0.1%)  1918 0 (0.0%)
Colon cancer 1953 0 (0.0%)  1918 1 (0.1%)
Endometrial adenocarcinoma 1953 2 (0.1%)  1918 1 (0.1%)
Epithelioid mesothelioma 1953 1 (0.1%)  1918 0 (0.0%)
Gallbladder cancer metastatic 1953 1 (0.1%)  1918 0 (0.0%)
Gastric cancer 1953 0 (0.0%)  1918 1 (0.1%)
Glioblastoma 1953 1 (0.1%)  1918 0 (0.0%)
Intraductal proliferative breast lesion 1953 0 (0.0%)  1918 1 (0.1%)
Lung adenocarcinoma 1953 1 (0.1%)  1918 0 (0.0%)
Lung cancer metastatic 1953 2 (0.1%)  1918 1 (0.1%)
Metastases to bladder 1953 0 (0.0%)  1918 1 (0.1%)
Pancreatic carcinoma metastatic 1953 2 (0.1%)  1918 0 (0.0%)
Plasma cell myeloma 1953 1 (0.1%)  1918 0 (0.0%)
Renal cancer 1953 1 (0.1%)  1918 1 (0.1%)
Renal hamartoma 1953 0 (0.0%)  1918 1 (0.1%)
Transitional cell carcinoma 1953 0 (0.0%)  1918 1 (0.1%)
Vaginal cancer 1953 1 (0.1%)  1918 0 (0.0%)

Nervous system disorders 1953 14 (0.7%)  1918 13 (0.7%)
Cerebral haemorrhage 1953 0 (0.0%)  1918 1 (0.1%)
Cerebral infarction 1953 0 (0.0%)  1918 1 (0.1%)
Cerebrovascular accident 1953 2 (0.1%)  1918 1 (0.1%)
Cognitive disorder 1953 0 (0.0%)  1918 1 (0.1%)
Dementia 1953 2 (0.1%)  1918 0 (0.0%)
Dizziness 1953 1 (0.1%)  1918 3 (0.2%)
Haemorrhagic stroke 1953 0 (0.0%)  1918 1 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Sex  (contd.)      

Female  (contd.)      
Nervous system disorders  (contd.)      

Ischaemic cerebral infarction 1953 1 (0.1%)  1918 1 (0.1%)
Ischaemic stroke 1953 3 (0.2%)  1918 3 (0.2%)
Lethargy 1953 1 (0.1%)  1918 0 (0.0%)
Memory impairment 1953 1 (0.1%)  1918 0 (0.0%)
Seizure 1953 1 (0.1%)  1918 0 (0.0%)
Senile dementia 1953 1 (0.1%)  1918 0 (0.0%)
Somnolence 1953 2 (0.1%)  1918 0 (0.0%)
Syncope 1953 0 (0.0%)  1918 1 (0.1%)

Psychiatric disorders 1953 0 (0.0%)  1918 1 (0.1%)
Depression 1953 0 (0.0%)  1918 1 (0.1%)

Renal and urinary disorders 1953 33 (1.7%)  1918 37 (1.9%)
Acute kidney injury 1953 8 (0.4%)  1918 5 (0.3%)
Chronic kidney disease 1953 7 (0.4%)  1918 7 (0.4%)
Dysuria 1953 0 (0.0%)  1918 3 (0.2%)
End stage renal disease 1953 3 (0.2%)  1918 2 (0.1%)
Focal segmental glomerulosclerosis 1953 1 (0.1%)  1918 0 (0.0%)
Glomerulonephritis chronic 1953 1 (0.1%)  1918 0 (0.0%)
Haematuria 1953 0 (0.0%)  1918 2 (0.1%)
IgA nephropathy 1953 1 (0.1%)  1918 0 (0.0%)
Nephritis 1953 0 (0.0%)  1918 1 (0.1%)
Nephrolithiasis 1953 0 (0.0%)  1918 1 (0.1%)
Nephrotic syndrome 1953 1 (0.1%)  1918 0 (0.0%)
Pollakiuria 1953 0 (0.0%)  1918 1 (0.1%)
Polyuria 1953 0 (0.0%)  1918 1 (0.1%)
Renal amyloidosis 1953 1 (0.1%)  1918 0 (0.0%)
Renal failure 1953 0 (0.0%)  1918 4 (0.2%)
Renal impairment 1953 10 (0.5%)  1918 10 (0.5%)

Reproductive system and breast disorders 1953 0 (0.0%)  1918 4 (0.2%)
Pruritus genital 1953 0 (0.0%)  1918 1 (0.1%)
Vulvovaginal pruritus 1953 0 (0.0%)  1918 3 (0.2%)

Respiratory, thoracic and mediastinal disorders 1953 4 (0.2%)  1918 2 (0.1%)
Acute respiratory failure 1953 0 (0.0%)  1918 1 (0.1%)
Pneumonia aspiration 1953 1 (0.1%)  1918 0 (0.0%)
Pulmonary embolism 1953 1 (0.1%)  1918 1 (0.1%)
Respiratory failure 1953 2 (0.1%)  1918 0 (0.0%)

Skin and subcutaneous tissue disorders 1953 4 (0.2%)  1918 8 (0.4%)
Dermal cyst 1953 0 (0.0%)  1918 1 (0.1%)
Dermatitis allergic 1953 1 (0.1%)  1918 1 (0.1%)
Lichen sclerosus 1953 0 (0.0%)  1918 1 (0.1%)
Pruritus 1953 1 (0.1%)  1918 1 (0.1%)
Pruritus generalised 1953 0 (0.0%)  1918 1 (0.1%)
Psoriasis 1953 1 (0.1%)  1918 0 (0.0%)

Page 54 of 4674

28/07/2021



t_dapa_pooled_ae_socpt_desc_dae.pdf generated by dapa_ae_pooled.sas at 19:53:47 on 26 July 2021

DAPA
Table 2.1.9.1 - Pooled IPD analysis: Summary of adverse events leading to discontinuation of study medication (DAE) by SOC and PT, overall and by subgroups (safety analysis set)

Page 19 of 120

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Sex  (contd.)      

Female  (contd.)      
Skin and subcutaneous tissue disorders  (contd.)      

Rash 1953 0 (0.0%)  1918 1 (0.1%)
Rash generalised 1953 1 (0.1%)  1918 0 (0.0%)
Rash pruritic 1953 0 (0.0%)  1918 1 (0.1%)
Skin odour abnormal 1953 0 (0.0%)  1918 1 (0.1%)

Vascular disorders 1953 2 (0.1%)  1918 5 (0.3%)
Arterial occlusive disease 1953 1 (0.1%)  1918 0 (0.0%)
Deep vein thrombosis 1953 1 (0.1%)  1918 1 (0.1%)
Hypertension 1953 0 (0.0%)  1918 1 (0.1%)
Hypotension 1953 0 (0.0%)  1918 3 (0.2%)

Age (years)      
<=65 years      

Any AE 3144 199 (6.3%)  3171 181 (5.7%)
Blood and lymphatic system disorders 3144 1 (0.0%)  3171 0 (0.0%)

Anaemia 3144 1 (0.0%)  3171 0 (0.0%)
Cardiac disorders 3144 15 (0.5%)  3171 17 (0.5%)

Acute coronary syndrome 3144 1 (0.0%)  3171 0 (0.0%)
Acute myocardial infarction 3144 4 (0.1%)  3171 5 (0.2%)
Angina unstable 3144 1 (0.0%)  3171 0 (0.0%)
Cardiac failure 3144 4 (0.1%)  3171 8 (0.3%)
Cardiac failure acute 3144 1 (0.0%)  3171 0 (0.0%)
Cardiac failure congestive 3144 2 (0.1%)  3171 2 (0.1%)
Coronary artery disease 3144 0 (0.0%)  3171 2 (0.1%)
Myocardial infarction 3144 1 (0.0%)  3171 0 (0.0%)
Palpitations 3144 1 (0.0%)  3171 0 (0.0%)

Gastrointestinal disorders 3144 8 (0.3%)  3171 7 (0.2%)
Abdominal distension 3144 1 (0.0%)  3171 0 (0.0%)
Abdominal pain 3144 1 (0.0%)  3171 0 (0.0%)
Diarrhoea 3144 4 (0.1%)  3171 5 (0.2%)
Dyspepsia 3144 0 (0.0%)  3171 1 (0.0%)
Gastric ulcer haemorrhage 3144 0 (0.0%)  3171 1 (0.0%)
Nausea 3144 2 (0.1%)  3171 0 (0.0%)

General disorders and administration site conditions 3144 4 (0.1%)  3171 1 (0.0%)
Asthenia 3144 2 (0.1%)  3171 0 (0.0%)
Peripheral swelling 3144 0 (0.0%)  3171 1 (0.0%)
Pyrexia 3144 1 (0.0%)  3171 0 (0.0%)
Swelling 3144 1 (0.0%)  3171 0 (0.0%)

Hepatobiliary disorders 3144 7 (0.2%)  3171 2 (0.1%)
Autoimmune hepatitis 3144 1 (0.0%)  3171 0 (0.0%)
Cholecystitis acute 3144 1 (0.0%)  3171 0 (0.0%)
Cholelithiasis 3144 0 (0.0%)  3171 1 (0.0%)
Gallbladder enlargement 3144 0 (0.0%)  3171 1 (0.0%)
Hepatic cirrhosis 3144 2 (0.1%)  3171 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Age (years)  (contd.)      

<=65 years  (contd.)      
Hepatobiliary disorders  (contd.)      

Hepatic function abnormal 3144 1 (0.0%)  3171 0 (0.0%)
Hepatic mass 3144 1 (0.0%)  3171 0 (0.0%)
Hepatic steatosis 3144 1 (0.0%)  3171 0 (0.0%)

Immune system disorders 3144 0 (0.0%)  3171 1 (0.0%)
Drug hypersensitivity 3144 0 (0.0%)  3171 1 (0.0%)

Infections and infestations 3144 17 (0.5%)  3171 33 (1.0%)
Balanoposthitis infective 3144 0 (0.0%)  3171 1 (0.0%)
Cellulitis 3144 1 (0.0%)  3171 0 (0.0%)
Cholecystitis infective 3144 1 (0.0%)  3171 0 (0.0%)
Chronic hepatitis C 3144 0 (0.0%)  3171 1 (0.0%)
Cystitis 3144 0 (0.0%)  3171 2 (0.1%)
Fungal balanitis 3144 0 (0.0%)  3171 1 (0.0%)
Fungal infection 3144 0 (0.0%)  3171 1 (0.0%)
Fungal skin infection 3144 0 (0.0%)  3171 1 (0.0%)
Gangrene 3144 1 (0.0%)  3171 1 (0.0%)
Genital candidiasis 3144 0 (0.0%)  3171 2 (0.1%)
Genital infection fungal 3144 1 (0.0%)  3171 1 (0.0%)
Hepatitis E 3144 1 (0.0%)  3171 0 (0.0%)
Infected skin ulcer 3144 1 (0.0%)  3171 0 (0.0%)
Intervertebral discitis 3144 0 (0.0%)  3171 1 (0.0%)
Mucormycosis 3144 1 (0.0%)  3171 0 (0.0%)
Osteomyelitis 3144 0 (0.0%)  3171 1 (0.0%)
Penile infection 3144 0 (0.0%)  3171 1 (0.0%)
Pneumonia 3144 2 (0.1%)  3171 2 (0.1%)
Pyelonephritis acute 3144 2 (0.1%)  3171 0 (0.0%)
Sepsis 3144 1 (0.0%)  3171 0 (0.0%)
Streptococcal bacteraemia 3144 0 (0.0%)  3171 1 (0.0%)
Urethritis 3144 0 (0.0%)  3171 1 (0.0%)
Urinary tract infection 3144 5 (0.2%)  3171 10 (0.3%)
Urogenital infection bacterial 3144 0 (0.0%)  3171 1 (0.0%)
Vulvovaginal candidiasis 3144 0 (0.0%)  3171 1 (0.0%)
Vulvovaginal mycotic infection 3144 0 (0.0%)  3171 3 (0.1%)

Injury, poisoning and procedural complications 3144 2 (0.1%)  3171 0 (0.0%)
Periprosthetic fracture 3144 1 (0.0%)  3171 0 (0.0%)
Rib fracture 3144 1 (0.0%)  3171 0 (0.0%)

Investigations 3144 16 (0.5%)  3171 15 (0.5%)
Blood creatine increased 3144 1 (0.0%)  3171 0 (0.0%)
Blood creatinine increased 3144 1 (0.0%)  3171 3 (0.1%)
Creatinine renal clearance decreased 3144 3 (0.1%)  3171 1 (0.0%)
Glomerular filtration rate decreased 3144 7 (0.2%)  3171 7 (0.2%)
Haematocrit increased 3144 0 (0.0%)  3171 1 (0.0%)
Hepatic enzyme increased 3144 1 (0.0%)  3171 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Age (years)  (contd.)      

<=65 years  (contd.)      
Investigations  (contd.)      

Hepatitis C antibody positive 3144 1 (0.0%)  3171 0 (0.0%)
Liver function test abnormal 3144 0 (0.0%)  3171 1 (0.0%)
Liver function test increased 3144 2 (0.1%)  3171 0 (0.0%)
Tumour marker increased 3144 0 (0.0%)  3171 1 (0.0%)
Urine albumin/creatinine ratio increased 3144 0 (0.0%)  3171 1 (0.0%)

Metabolism and nutrition disorders 3144 19 (0.6%)  3171 12 (0.4%)
Abnormal loss of weight 3144 1 (0.0%)  3171 0 (0.0%)
Diabetes mellitus 3144 5 (0.2%)  3171 0 (0.0%)
Diabetes mellitus inadequate control 3144 2 (0.1%)  3171 0 (0.0%)
Diabetic ketoacidosis 3144 0 (0.0%)  3171 1 (0.0%)
Diabetic metabolic decompensation 3144 0 (0.0%)  3171 2 (0.1%)
Hyperglycaemia 3144 4 (0.1%)  3171 1 (0.0%)
Hyperkalaemia 3144 1 (0.0%)  3171 1 (0.0%)
Hypoglycaemia 3144 2 (0.1%)  3171 2 (0.1%)
Hypovolaemia 3144 1 (0.0%)  3171 2 (0.1%)
Latent autoimmune diabetes in adults 3144 1 (0.0%)  3171 0 (0.0%)
Type 1 diabetes mellitus 3144 2 (0.1%)  3171 3 (0.1%)

Musculoskeletal and connective tissue disorders 3144 3 (0.1%)  3171 2 (0.1%)
Back pain 3144 0 (0.0%)  3171 1 (0.0%)
Intervertebral disc degeneration 3144 1 (0.0%)  3171 0 (0.0%)
Muscle spasms 3144 1 (0.0%)  3171 0 (0.0%)
Musculoskeletal pain 3144 0 (0.0%)  3171 1 (0.0%)
Myalgia 3144 1 (0.0%)  3171 0 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 3144 23 (0.7%)  3171 25 (0.8%)
Adenocarcinoma gastric 3144 1 (0.0%)  3171 0 (0.0%)
Adenocarcinoma pancreas 3144 1 (0.0%)  3171 0 (0.0%)
Bladder cancer 3144 0 (0.0%)  3171 3 (0.1%)
Bladder cancer stage II 3144 0 (0.0%)  3171 1 (0.0%)
Bladder transitional cell carcinoma 3144 3 (0.1%)  3171 0 (0.0%)
Breast cancer female 3144 0 (0.0%)  3171 2 (0.1%)
Colon cancer metastatic 3144 1 (0.0%)  3171 0 (0.0%)
Endometrial adenocarcinoma 3144 1 (0.0%)  3171 0 (0.0%)
Epithelioid mesothelioma 3144 1 (0.0%)  3171 0 (0.0%)
Gallbladder cancer metastatic 3144 1 (0.0%)  3171 0 (0.0%)
Gastric cancer 3144 2 (0.1%)  3171 1 (0.0%)
Gastric cancer stage III 3144 1 (0.0%)  3171 0 (0.0%)
Gastrointestinal adenocarcinoma 3144 1 (0.0%)  3171 0 (0.0%)
Glioblastoma multiforme 3144 0 (0.0%)  3171 1 (0.0%)
Hepatocellular carcinoma 3144 1 (0.0%)  3171 1 (0.0%)
Laryngeal cancer 3144 0 (0.0%)  3171 1 (0.0%)
Lung adenocarcinoma 3144 1 (0.0%)  3171 0 (0.0%)
Lung cancer metastatic 3144 0 (0.0%)  3171 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Age (years)  (contd.)      

<=65 years  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Lung neoplasm malignant 3144 0 (0.0%)  3171 3 (0.1%)
Malignant neoplasm of ampulla of Vater 3144 1 (0.0%)  3171 0 (0.0%)
Metastases to bladder 3144 0 (0.0%)  3171 1 (0.0%)
Metastatic gastric cancer 3144 0 (0.0%)  3171 1 (0.0%)
Non-small cell lung cancer stage IV 3144 0 (0.0%)  3171 1 (0.0%)
Plasma cell myeloma 3144 1 (0.0%)  3171 0 (0.0%)
Prostate cancer 3144 0 (0.0%)  3171 2 (0.1%)
Prostate cancer metastatic 3144 1 (0.0%)  3171 1 (0.0%)
Rectal adenocarcinoma 3144 0 (0.0%)  3171 1 (0.0%)
Rectal cancer metastatic 3144 1 (0.0%)  3171 0 (0.0%)
Renal cancer 3144 1 (0.0%)  3171 1 (0.0%)
Renal neoplasm 3144 0 (0.0%)  3171 2 (0.1%)
Small cell lung cancer 3144 1 (0.0%)  3171 0 (0.0%)
Transitional cell carcinoma 3144 2 (0.1%)  3171 1 (0.0%)

Nervous system disorders 3144 14 (0.4%)  3171 8 (0.3%)
Brain stem haemorrhage 3144 1 (0.0%)  3171 0 (0.0%)
Brain stem infarction 3144 0 (0.0%)  3171 1 (0.0%)
Brain stem stroke 3144 0 (0.0%)  3171 1 (0.0%)
Cerebral haemorrhage 3144 0 (0.0%)  3171 1 (0.0%)
Cerebrovascular accident 3144 5 (0.2%)  3171 2 (0.1%)
Dizziness 3144 0 (0.0%)  3171 1 (0.0%)
Haemorrhagic stroke 3144 4 (0.1%)  3171 1 (0.0%)
Ischaemic cerebral infarction 3144 1 (0.0%)  3171 0 (0.0%)
Ischaemic stroke 3144 1 (0.0%)  3171 0 (0.0%)
Myoclonus 3144 1 (0.0%)  3171 0 (0.0%)
Subarachnoid haemorrhage 3144 0 (0.0%)  3171 1 (0.0%)
Tremor 3144 1 (0.0%)  3171 0 (0.0%)

Renal and urinary disorders 3144 59 (1.9%)  3171 40 (1.3%)
Acute kidney injury 3144 12 (0.4%)  3171 7 (0.2%)
Albuminuria 3144 1 (0.0%)  3171 0 (0.0%)
Chromaturia 3144 1 (0.0%)  3171 0 (0.0%)
Chronic kidney disease 3144 8 (0.3%)  3171 5 (0.2%)
Diabetic nephropathy 3144 1 (0.0%)  3171 2 (0.1%)
Dysuria 3144 0 (0.0%)  3171 1 (0.0%)
End stage renal disease 3144 7 (0.2%)  3171 4 (0.1%)
Focal segmental glomerulosclerosis 3144 1 (0.0%)  3171 0 (0.0%)
Glomerulonephritis chronic 3144 1 (0.0%)  3171 0 (0.0%)
Haematuria 3144 0 (0.0%)  3171 2 (0.1%)
IgA nephropathy 3144 1 (0.0%)  3171 0 (0.0%)
Micturition urgency 3144 0 (0.0%)  3171 1 (0.0%)
Nephrolithiasis 3144 0 (0.0%)  3171 1 (0.0%)
Nephropathy 3144 2 (0.1%)  3171 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Age (years)  (contd.)      

<=65 years  (contd.)      
Renal and urinary disorders  (contd.)      

Nephrotic syndrome 3144 2 (0.1%)  3171 0 (0.0%)
Nocturia 3144 1 (0.0%)  3171 1 (0.0%)
Pollakiuria 3144 0 (0.0%)  3171 1 (0.0%)
Polyuria 3144 0 (0.0%)  3171 2 (0.1%)
Proteinuria 3144 1 (0.0%)  3171 0 (0.0%)
Renal amyloidosis 3144 1 (0.0%)  3171 0 (0.0%)
Renal failure 3144 3 (0.1%)  3171 1 (0.0%)
Renal impairment 3144 15 (0.5%)  3171 12 (0.4%)
Urinary incontinence 3144 1 (0.0%)  3171 0 (0.0%)

Reproductive system and breast disorders 3144 1 (0.0%)  3171 6 (0.2%)
Balanoposthitis 3144 1 (0.0%)  3171 3 (0.1%)
Pruritus genital 3144 0 (0.0%)  3171 1 (0.0%)
Vulvovaginal pruritus 3144 0 (0.0%)  3171 2 (0.1%)

Respiratory, thoracic and mediastinal disorders 3144 5 (0.2%)  3171 2 (0.1%)
Acute respiratory failure 3144 0 (0.0%)  3171 1 (0.0%)
Dyspnoea 3144 1 (0.0%)  3171 0 (0.0%)
Pulmonary embolism 3144 0 (0.0%)  3171 1 (0.0%)
Respiratory failure 3144 4 (0.1%)  3171 0 (0.0%)

Skin and subcutaneous tissue disorders 3144 10 (0.3%)  3171 7 (0.2%)
Dermatitis allergic 3144 1 (0.0%)  3171 1 (0.0%)
Diabetic foot 3144 1 (0.0%)  3171 0 (0.0%)
Eczema 3144 0 (0.0%)  3171 1 (0.0%)
Pruritus 3144 2 (0.1%)  3171 0 (0.0%)
Pruritus generalised 3144 2 (0.1%)  3171 1 (0.0%)
Psoriasis 3144 1 (0.0%)  3171 0 (0.0%)
Rash 3144 2 (0.1%)  3171 2 (0.1%)
Rash generalised 3144 1 (0.0%)  3171 0 (0.0%)
Rash pruritic 3144 0 (0.0%)  3171 1 (0.0%)
Urticaria 3144 0 (0.0%)  3171 1 (0.0%)

Surgical and medical procedures 3144 1 (0.0%)  3171 0 (0.0%)
Dialysis 3144 1 (0.0%)  3171 0 (0.0%)

Vascular disorders 3144 0 (0.0%)  3171 6 (0.2%)
Aortic arteriosclerosis 3144 0 (0.0%)  3171 1 (0.0%)
Deep vein thrombosis 3144 0 (0.0%)  3171 1 (0.0%)
Hypertension 3144 0 (0.0%)  3171 1 (0.0%)
Hypotension 3144 0 (0.0%)  3171 3 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Age (years)  (contd.)      

>65 years      
Any AE 2917 256 (8.8%)  2896 286 (9.9%)
Blood and lymphatic system disorders 2917 1 (0.0%)  2896 2 (0.1%)

Anaemia 2917 1 (0.0%)  2896 0 (0.0%)
Disseminated intravascular coagulation 2917 0 (0.0%)  2896 1 (0.0%)
Immune thrombocytopenic purpura 2917 0 (0.0%)  2896 1 (0.0%)

Cardiac disorders 2917 32 (1.1%)  2896 23 (0.8%)
Acute left ventricular failure 2917 1 (0.0%)  2896 0 (0.0%)
Acute myocardial infarction 2917 7 (0.2%)  2896 3 (0.1%)
Angina unstable 2917 2 (0.1%)  2896 1 (0.0%)
Atrial fibrillation 2917 1 (0.0%)  2896 1 (0.0%)
Atrioventricular block complete 2917 0 (0.0%)  2896 1 (0.0%)
Cardiac arrest 2917 0 (0.0%)  2896 1 (0.0%)
Cardiac failure 2917 5 (0.2%)  2896 7 (0.2%)
Cardiac failure chronic 2917 1 (0.0%)  2896 1 (0.0%)
Cardiac failure congestive 2917 6 (0.2%)  2896 3 (0.1%)
Cardio-respiratory arrest 2917 1 (0.0%)  2896 0 (0.0%)
Cardiogenic shock 2917 0 (0.0%)  2896 1 (0.0%)
Coronary artery disease 2917 1 (0.0%)  2896 0 (0.0%)
Myocardial fibrosis 2917 0 (0.0%)  2896 1 (0.0%)
Myocardial infarction 2917 4 (0.1%)  2896 1 (0.0%)
Myocardial ischaemia 2917 0 (0.0%)  2896 1 (0.0%)
Palpitations 2917 1 (0.0%)  2896 0 (0.0%)
Pericarditis 2917 0 (0.0%)  2896 1 (0.0%)
Tachycardia 2917 1 (0.0%)  2896 0 (0.0%)
Ventricular tachycardia 2917 1 (0.0%)  2896 1 (0.0%)

Eye disorders 2917 1 (0.0%)  2896 1 (0.0%)
Eyelid oedema 2917 1 (0.0%)  2896 0 (0.0%)
Vision blurred 2917 0 (0.0%)  2896 1 (0.0%)

Gastrointestinal disorders 2917 15 (0.5%)  2896 12 (0.4%)
Abdominal discomfort 2917 0 (0.0%)  2896 1 (0.0%)
Abdominal pain lower 2917 0 (0.0%)  2896 1 (0.0%)
Abdominal pain upper 2917 1 (0.0%)  2896 0 (0.0%)
Constipation 2917 3 (0.1%)  2896 1 (0.0%)
Diarrhoea 2917 8 (0.3%)  2896 3 (0.1%)
Dyspepsia 2917 0 (0.0%)  2896 1 (0.0%)
Gastric disorder 2917 0 (0.0%)  2896 1 (0.0%)
Gastrointestinal disorder 2917 0 (0.0%)  2896 1 (0.0%)
Lower gastrointestinal haemorrhage 2917 1 (0.0%)  2896 0 (0.0%)
Nausea 2917 0 (0.0%)  2896 2 (0.1%)
Pancreatitis 2917 1 (0.0%)  2896 0 (0.0%)
Stomatitis 2917 0 (0.0%)  2896 1 (0.0%)
Thrombosis mesenteric vessel 2917 1 (0.0%)  2896 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Age (years)  (contd.)      

>65 years  (contd.)      
General disorders and administration site conditions 2917 7 (0.2%)  2896 7 (0.2%)

Asthenia 2917 1 (0.0%)  2896 2 (0.1%)
Fatigue 2917 3 (0.1%)  2896 2 (0.1%)
Gait disturbance 2917 0 (0.0%)  2896 1 (0.0%)
Malaise 2917 0 (0.0%)  2896 1 (0.0%)
Non-cardiac chest pain 2917 1 (0.0%)  2896 1 (0.0%)
Peripheral swelling 2917 2 (0.1%)  2896 0 (0.0%)

Hepatobiliary disorders 2917 3 (0.1%)  2896 1 (0.0%)
Bile duct obstruction 2917 2 (0.1%)  2896 0 (0.0%)
Cholecystitis 2917 0 (0.0%)  2896 1 (0.0%)
Cholecystitis acute 2917 1 (0.0%)  2896 0 (0.0%)

Infections and infestations 2917 31 (1.1%)  2896 57 (2.0%)
Bacterial sepsis 2917 1 (0.0%)  2896 0 (0.0%)
Bronchitis 2917 0 (0.0%)  2896 1 (0.0%)
Candida infection 2917 3 (0.1%)  2896 1 (0.0%)
Cystitis 2917 3 (0.1%)  2896 1 (0.0%)
Device related sepsis 2917 0 (0.0%)  2896 1 (0.0%)
Encephalitis 2917 0 (0.0%)  2896 1 (0.0%)
Endocarditis staphylococcal 2917 1 (0.0%)  2896 0 (0.0%)
Erysipelas 2917 0 (0.0%)  2896 1 (0.0%)
Escherichia sepsis 2917 1 (0.0%)  2896 0 (0.0%)
Eye infection 2917 0 (0.0%)  2896 1 (0.0%)
Folliculitis 2917 0 (0.0%)  2896 1 (0.0%)
Fungaemia 2917 0 (0.0%)  2896 1 (0.0%)
Fungal infection 2917 1 (0.0%)  2896 3 (0.1%)
Fungal oesophagitis 2917 0 (0.0%)  2896 1 (0.0%)
Gastroenteritis 2917 1 (0.0%)  2896 0 (0.0%)
Genital candidiasis 2917 0 (0.0%)  2896 1 (0.0%)
Genital infection 2917 0 (0.0%)  2896 1 (0.0%)
Large intestine infection 2917 0 (0.0%)  2896 1 (0.0%)
Liver abscess 2917 0 (0.0%)  2896 1 (0.0%)
Onychomycosis 2917 1 (0.0%)  2896 0 (0.0%)
Osteomyelitis 2917 1 (0.0%)  2896 1 (0.0%)
Pneumonia 2917 4 (0.1%)  2896 2 (0.1%)
Pneumonia influenzal 2917 0 (0.0%)  2896 1 (0.0%)
Post procedural infection 2917 0 (0.0%)  2896 1 (0.0%)
Pulmonary sepsis 2917 0 (0.0%)  2896 1 (0.0%)
Pyelonephritis 2917 1 (0.0%)  2896 0 (0.0%)
Pyelonephritis acute 2917 0 (0.0%)  2896 2 (0.1%)
Sepsis 2917 1 (0.0%)  2896 1 (0.0%)
Septic shock 2917 0 (0.0%)  2896 2 (0.1%)
Urethritis 2917 0 (0.0%)  2896 2 (0.1%)
Urinary tract infection 2917 7 (0.2%)  2896 17 (0.6%)

Page 61 of 4674

28/07/2021



t_dapa_pooled_ae_socpt_desc_dae.pdf generated by dapa_ae_pooled.sas at 19:53:47 on 26 July 2021

DAPA
Table 2.1.9.1 - Pooled IPD analysis: Summary of adverse events leading to discontinuation of study medication (DAE) by SOC and PT, overall and by subgroups (safety analysis set)

Page 26 of 120

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Age (years)  (contd.)      

>65 years  (contd.)      
Infections and infestations  (contd.)      

Urinary tract infection enterococcal 2917 1 (0.0%)  2896 0 (0.0%)
Urinary tract infection fungal 2917 0 (0.0%)  2896 1 (0.0%)
Urosepsis 2917 3 (0.1%)  2896 1 (0.0%)
Vulvovaginal candidiasis 2917 0 (0.0%)  2896 4 (0.1%)
Vulvovaginal mycotic infection 2917 0 (0.0%)  2896 5 (0.2%)
Wound infection 2917 1 (0.0%)  2896 0 (0.0%)

Injury, poisoning and procedural complications 2917 4 (0.1%)  2896 0 (0.0%)
Carbon monoxide poisoning 2917 1 (0.0%)  2896 0 (0.0%)
Multiple injuries 2917 2 (0.1%)  2896 0 (0.0%)
Post procedural haemorrhage 2917 1 (0.0%)  2896 0 (0.0%)

Investigations 2917 10 (0.3%)  2896 18 (0.6%)
Blood alkaline phosphatase increased 2917 1 (0.0%)  2896 0 (0.0%)
Blood creatinine increased 2917 3 (0.1%)  2896 6 (0.2%)
Blood electrolytes decreased 2917 1 (0.0%)  2896 0 (0.0%)
Blood pressure decreased 2917 0 (0.0%)  2896 1 (0.0%)
Creatinine renal clearance decreased 2917 0 (0.0%)  2896 2 (0.1%)
Glomerular filtration rate decreased 2917 4 (0.1%)  2896 7 (0.2%)
Glomerular filtration rate increased 2917 1 (0.0%)  2896 0 (0.0%)
Haemoglobin increased 2917 0 (0.0%)  2896 1 (0.0%)
Liver function test increased 2917 0 (0.0%)  2896 1 (0.0%)

Metabolism and nutrition disorders 2917 12 (0.4%)  2896 7 (0.2%)
Dehydration 2917 0 (0.0%)  2896 1 (0.0%)
Diabetic ketosis 2917 1 (0.0%)  2896 0 (0.0%)
Hypercalcaemia 2917 1 (0.0%)  2896 0 (0.0%)
Hyperglycaemia 2917 2 (0.1%)  2896 0 (0.0%)
Hyperkalaemia 2917 1 (0.0%)  2896 1 (0.0%)
Hypoglycaemia 2917 4 (0.1%)  2896 1 (0.0%)
Hypokalaemia 2917 0 (0.0%)  2896 1 (0.0%)
Hypovolaemia 2917 1 (0.0%)  2896 2 (0.1%)
Latent autoimmune diabetes in adults 2917 1 (0.0%)  2896 0 (0.0%)
Polydipsia 2917 1 (0.0%)  2896 1 (0.0%)

Musculoskeletal and connective tissue disorders 2917 7 (0.2%)  2896 3 (0.1%)
Back pain 2917 0 (0.0%)  2896 1 (0.0%)
Muscle spasms 2917 0 (0.0%)  2896 1 (0.0%)
Myalgia 2917 3 (0.1%)  2896 0 (0.0%)
Pain in extremity 2917 1 (0.0%)  2896 0 (0.0%)
Rhabdomyolysis 2917 1 (0.0%)  2896 0 (0.0%)
Rheumatoid arthritis 2917 2 (0.1%)  2896 0 (0.0%)
Spinal column stenosis 2917 0 (0.0%)  2896 1 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 2917 41 (1.4%)  2896 41 (1.4%)
Acute myeloid leukaemia 2917 0 (0.0%)  2896 1 (0.0%)
Adenocarcinoma 2917 0 (0.0%)  2896 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Age (years)  (contd.)      

>65 years  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Adenocarcinoma of colon 2917 0 (0.0%)  2896 1 (0.0%)
Adenocarcinoma pancreas 2917 0 (0.0%)  2896 1 (0.0%)
Bile duct cancer 2917 1 (0.0%)  2896 0 (0.0%)
Bladder cancer 2917 5 (0.2%)  2896 2 (0.1%)
Bladder transitional cell carcinoma 2917 4 (0.1%)  2896 1 (0.0%)
Brain neoplasm malignant 2917 1 (0.0%)  2896 0 (0.0%)
Breast cancer female 2917 1 (0.0%)  2896 1 (0.0%)
Cervix carcinoma 2917 1 (0.0%)  2896 0 (0.0%)
Cholangiocarcinoma 2917 2 (0.1%)  2896 1 (0.0%)
Colon adenoma 2917 1 (0.0%)  2896 0 (0.0%)
Colon cancer 2917 0 (0.0%)  2896 1 (0.0%)
Diffuse large B-cell lymphoma 2917 0 (0.0%)  2896 1 (0.0%)
Endometrial adenocarcinoma 2917 1 (0.0%)  2896 1 (0.0%)
Gastric cancer stage III 2917 1 (0.0%)  2896 0 (0.0%)
Gastrointestinal carcinoma 2917 1 (0.0%)  2896 0 (0.0%)
Glioblastoma 2917 1 (0.0%)  2896 0 (0.0%)
Hepatic cancer 2917 1 (0.0%)  2896 0 (0.0%)
Hepatocellular carcinoma 2917 0 (0.0%)  2896 1 (0.0%)
Hypopharyngeal cancer 2917 0 (0.0%)  2896 1 (0.0%)
Intraductal proliferative breast lesion 2917 0 (0.0%)  2896 1 (0.0%)
Laryngeal cancer 2917 1 (0.0%)  2896 0 (0.0%)
Lung adenocarcinoma 2917 1 (0.0%)  2896 0 (0.0%)
Lung cancer metastatic 2917 3 (0.1%)  2896 1 (0.0%)
Lung neoplasm malignant 2917 0 (0.0%)  2896 2 (0.1%)
Lung squamous cell carcinoma metastatic 2917 1 (0.0%)  2896 0 (0.0%)
Malignant peritoneal neoplasm 2917 0 (0.0%)  2896 1 (0.0%)
Non-small cell lung cancer 2917 1 (0.0%)  2896 0 (0.0%)
Non-small cell lung cancer recurrent 2917 0 (0.0%)  2896 1 (0.0%)
Oesophageal adenocarcinoma 2917 1 (0.0%)  2896 1 (0.0%)
Oesophageal carcinoma 2917 1 (0.0%)  2896 0 (0.0%)
Pancreatic carcinoma 2917 1 (0.0%)  2896 1 (0.0%)
Pancreatic carcinoma metastatic 2917 3 (0.1%)  2896 0 (0.0%)
Pancreatic neuroendocrine tumour 2917 0 (0.0%)  2896 1 (0.0%)
Papillary tumour of renal pelvis 2917 0 (0.0%)  2896 1 (0.0%)
Prostate cancer 2917 1 (0.0%)  2896 5 (0.2%)
Prostate cancer recurrent 2917 0 (0.0%)  2896 1 (0.0%)
Renal cancer 2917 0 (0.0%)  2896 3 (0.1%)
Renal cell carcinoma 2917 0 (0.0%)  2896 2 (0.1%)
Renal hamartoma 2917 0 (0.0%)  2896 1 (0.0%)
Small intestine adenocarcinoma 2917 1 (0.0%)  2896 0 (0.0%)
Squamous cell carcinoma of lung 2917 0 (0.0%)  2896 3 (0.1%)
Squamous cell carcinoma of the tongue 2917 1 (0.0%)  2896 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Age (years)  (contd.)      

>65 years  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Transitional cell carcinoma 2917 3 (0.1%)  2896 2 (0.1%)
Vaginal cancer 2917 1 (0.0%)  2896 0 (0.0%)

Nervous system disorders 2917 23 (0.8%)  2896 28 (1.0%)
Brain stem infarction 2917 0 (0.0%)  2896 1 (0.0%)
Cerebral artery occlusion 2917 1 (0.0%)  2896 0 (0.0%)
Cerebral infarction 2917 3 (0.1%)  2896 2 (0.1%)
Cerebrovascular accident 2917 2 (0.1%)  2896 3 (0.1%)
Cognitive disorder 2917 0 (0.0%)  2896 2 (0.1%)
Dementia 2917 3 (0.1%)  2896 1 (0.0%)
Dizziness 2917 4 (0.1%)  2896 6 (0.2%)
Dizziness postural 2917 0 (0.0%)  2896 1 (0.0%)
Dysgeusia 2917 0 (0.0%)  2896 1 (0.0%)
Haemorrhage intracranial 2917 1 (0.0%)  2896 0 (0.0%)
Haemorrhagic stroke 2917 0 (0.0%)  2896 1 (0.0%)
Ischaemic cerebral infarction 2917 0 (0.0%)  2896 1 (0.0%)
Ischaemic stroke 2917 3 (0.1%)  2896 6 (0.2%)
Lethargy 2917 1 (0.0%)  2896 0 (0.0%)
Loss of consciousness 2917 0 (0.0%)  2896 1 (0.0%)
Memory impairment 2917 1 (0.0%)  2896 0 (0.0%)
Parkinson's disease 2917 0 (0.0%)  2896 1 (0.0%)
Seizure 2917 1 (0.0%)  2896 0 (0.0%)
Senile dementia 2917 1 (0.0%)  2896 0 (0.0%)
Somnolence 2917 2 (0.1%)  2896 0 (0.0%)
Syncope 2917 1 (0.0%)  2896 1 (0.0%)

Psychiatric disorders 2917 2 (0.1%)  2896 1 (0.0%)
Confusional state 2917 2 (0.1%)  2896 0 (0.0%)
Depression 2917 0 (0.0%)  2896 1 (0.0%)

Renal and urinary disorders 2917 52 (1.8%)  2896 58 (2.0%)
Acute kidney injury 2917 11 (0.4%)  2896 6 (0.2%)
Chronic kidney disease 2917 8 (0.3%)  2896 9 (0.3%)
Diabetic nephropathy 2917 4 (0.1%)  2896 2 (0.1%)
Dysuria 2917 1 (0.0%)  2896 3 (0.1%)
End stage renal disease 2917 1 (0.0%)  2896 3 (0.1%)
Glycosuria 2917 0 (0.0%)  2896 1 (0.0%)
Haematuria 2917 1 (0.0%)  2896 2 (0.1%)
Microalbuminuria 2917 2 (0.1%)  2896 0 (0.0%)
Micturition urgency 2917 1 (0.0%)  2896 0 (0.0%)
Myeloma cast nephropathy 2917 1 (0.0%)  2896 0 (0.0%)
Nephritis 2917 0 (0.0%)  2896 1 (0.0%)
Nocturia 2917 0 (0.0%)  2896 1 (0.0%)
Pollakiuria 2917 5 (0.2%)  2896 6 (0.2%)
Polyuria 2917 0 (0.0%)  2896 3 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Age (years)  (contd.)      

>65 years  (contd.)      
Renal and urinary disorders  (contd.)      

Proteinuria 2917 1 (0.0%)  2896 0 (0.0%)
Renal failure 2917 3 (0.1%)  2896 9 (0.3%)
Renal impairment 2917 13 (0.4%)  2896 10 (0.3%)
Urinary incontinence 2917 0 (0.0%)  2896 1 (0.0%)
Urinary tract discomfort 2917 0 (0.0%)  2896 1 (0.0%)

Reproductive system and breast disorders 2917 1 (0.0%)  2896 8 (0.3%)
Balanoposthitis 2917 1 (0.0%)  2896 4 (0.1%)
Benign prostatic hyperplasia 2917 0 (0.0%)  2896 1 (0.0%)
Pruritus genital 2917 0 (0.0%)  2896 2 (0.1%)
Vulvovaginal pruritus 2917 0 (0.0%)  2896 1 (0.0%)

Respiratory, thoracic and mediastinal disorders 2917 8 (0.3%)  2896 3 (0.1%)
Acute respiratory distress syndrome 2917 0 (0.0%)  2896 2 (0.1%)
Chronic obstructive pulmonary disease 2917 2 (0.1%)  2896 0 (0.0%)
Dyspnoea 2917 1 (0.0%)  2896 1 (0.0%)
Lung infiltration 2917 1 (0.0%)  2896 0 (0.0%)
Pneumonia aspiration 2917 1 (0.0%)  2896 0 (0.0%)
Pulmonary embolism 2917 1 (0.0%)  2896 0 (0.0%)
Respiratory failure 2917 2 (0.1%)  2896 0 (0.0%)

Skin and subcutaneous tissue disorders 2917 6 (0.2%)  2896 14 (0.5%)
Dermal cyst 2917 0 (0.0%)  2896 1 (0.0%)
Dermatitis allergic 2917 2 (0.1%)  2896 1 (0.0%)
Drug eruption 2917 0 (0.0%)  2896 1 (0.0%)
Eczema 2917 1 (0.0%)  2896 1 (0.0%)
Lichen sclerosus 2917 0 (0.0%)  2896 1 (0.0%)
Petechiae 2917 1 (0.0%)  2896 0 (0.0%)
Pruritus 2917 1 (0.0%)  2896 3 (0.1%)
Purpura 2917 0 (0.0%)  2896 1 (0.0%)
Rash 2917 1 (0.0%)  2896 0 (0.0%)
Seborrhoeic dermatitis 2917 0 (0.0%)  2896 1 (0.0%)
Skin odour abnormal 2917 0 (0.0%)  2896 1 (0.0%)
Skin ulcer 2917 0 (0.0%)  2896 2 (0.1%)
Urticaria 2917 0 (0.0%)  2896 1 (0.0%)

Vascular disorders 2917 3 (0.1%)  2896 7 (0.2%)
Aortic stenosis 2917 0 (0.0%)  2896 1 (0.0%)
Arterial occlusive disease 2917 1 (0.0%)  2896 0 (0.0%)
Deep vein thrombosis 2917 1 (0.0%)  2896 0 (0.0%)
Hypotension 2917 1 (0.0%)  2896 6 (0.2%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region      

Latin America      
Any AE 965 46 (4.8%)  995 35 (3.5%)
Cardiac disorders 965 5 (0.5%)  995 3 (0.3%)

Acute myocardial infarction 965 1 (0.1%)  995 2 (0.2%)
Cardiac failure 965 3 (0.3%)  995 0 (0.0%)
Cardiac failure congestive 965 1 (0.1%)  995 0 (0.0%)
Myocardial infarction 965 0 (0.0%)  995 1 (0.1%)

Gastrointestinal disorders 965 1 (0.1%)  995 1 (0.1%)
Diarrhoea 965 1 (0.1%)  995 1 (0.1%)

Hepatobiliary disorders 965 2 (0.2%)  995 0 (0.0%)
Bile duct obstruction 965 1 (0.1%)  995 0 (0.0%)
Cholecystitis acute 965 1 (0.1%)  995 0 (0.0%)

Infections and infestations 965 9 (0.9%)  995 4 (0.4%)
Cholecystitis infective 965 1 (0.1%)  995 0 (0.0%)
Gastroenteritis 965 1 (0.1%)  995 0 (0.0%)
Hepatitis E 965 1 (0.1%)  995 0 (0.0%)
Infected skin ulcer 965 1 (0.1%)  995 0 (0.0%)
Pneumonia 965 2 (0.2%)  995 1 (0.1%)
Septic shock 965 0 (0.0%)  995 1 (0.1%)
Urinary tract infection 965 2 (0.2%)  995 2 (0.2%)
Urosepsis 965 1 (0.1%)  995 0 (0.0%)

Investigations 965 0 (0.0%)  995 1 (0.1%)
Glomerular filtration rate decreased 965 0 (0.0%)  995 1 (0.1%)

Metabolism and nutrition disorders 965 1 (0.1%)  995 0 (0.0%)
Diabetes mellitus 965 1 (0.1%)  995 0 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 965 4 (0.4%)  995 8 (0.8%)
Adenocarcinoma gastric 965 1 (0.1%)  995 0 (0.0%)
Bladder cancer 965 0 (0.0%)  995 1 (0.1%)
Laryngeal cancer 965 1 (0.1%)  995 0 (0.0%)
Lung adenocarcinoma 965 1 (0.1%)  995 0 (0.0%)
Metastases to bladder 965 0 (0.0%)  995 1 (0.1%)
Metastatic gastric cancer 965 0 (0.0%)  995 1 (0.1%)
Plasma cell myeloma 965 1 (0.1%)  995 0 (0.0%)
Prostate cancer 965 0 (0.0%)  995 2 (0.2%)
Renal cancer 965 0 (0.0%)  995 1 (0.1%)
Renal cell carcinoma 965 0 (0.0%)  995 1 (0.1%)
Renal hamartoma 965 0 (0.0%)  995 1 (0.1%)

Nervous system disorders 965 2 (0.2%)  995 5 (0.5%)
Brain stem infarction 965 0 (0.0%)  995 1 (0.1%)
Dizziness 965 0 (0.0%)  995 1 (0.1%)
Ischaemic stroke 965 1 (0.1%)  995 2 (0.2%)
Parkinson's disease 965 0 (0.0%)  995 1 (0.1%)
Seizure 965 1 (0.1%)  995 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

Latin America  (contd.)      
Renal and urinary disorders 965 19 (2.0%)  995 8 (0.8%)

Acute kidney injury 965 3 (0.3%)  995 0 (0.0%)
Chronic kidney disease 965 0 (0.0%)  995 3 (0.3%)
Diabetic nephropathy 965 2 (0.2%)  995 0 (0.0%)
End stage renal disease 965 2 (0.2%)  995 2 (0.2%)
Nephropathy 965 1 (0.1%)  995 0 (0.0%)
Renal amyloidosis 965 1 (0.1%)  995 0 (0.0%)
Renal impairment 965 10 (1.0%)  995 3 (0.3%)

Reproductive system and breast disorders 965 0 (0.0%)  995 2 (0.2%)
Balanoposthitis 965 0 (0.0%)  995 1 (0.1%)
Benign prostatic hyperplasia 965 0 (0.0%)  995 1 (0.1%)

Skin and subcutaneous tissue disorders 965 1 (0.1%)  995 2 (0.2%)
Diabetic foot 965 1 (0.1%)  995 0 (0.0%)
Eczema 965 0 (0.0%)  995 1 (0.1%)
Pruritus 965 0 (0.0%)  995 1 (0.1%)

Vascular disorders 965 2 (0.2%)  995 2 (0.2%)
Arterial occlusive disease 965 1 (0.1%)  995 0 (0.0%)
Deep vein thrombosis 965 1 (0.1%)  995 0 (0.0%)
Hypotension 965 0 (0.0%)  995 2 (0.2%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

Asia/Pacific      
Any AE 1256 75 (6.0%)  1277 76 (6.0%)
Cardiac disorders 1256 4 (0.3%)  1277 4 (0.3%)

Acute coronary syndrome 1256 1 (0.1%)  1277 0 (0.0%)
Acute myocardial infarction 1256 2 (0.2%)  1277 1 (0.1%)
Cardiac failure 1256 0 (0.0%)  1277 1 (0.1%)
Cardiac failure congestive 1256 0 (0.0%)  1277 2 (0.2%)
Palpitations 1256 1 (0.1%)  1277 0 (0.0%)

Eye disorders 1256 1 (0.1%)  1277 0 (0.0%)
Eyelid oedema 1256 1 (0.1%)  1277 0 (0.0%)

Gastrointestinal disorders 1256 3 (0.2%)  1277 2 (0.2%)
Abdominal discomfort 1256 0 (0.0%)  1277 1 (0.1%)
Abdominal pain lower 1256 0 (0.0%)  1277 1 (0.1%)
Diarrhoea 1256 3 (0.2%)  1277 0 (0.0%)

General disorders and administration site conditions 1256 2 (0.2%)  1277 1 (0.1%)
Asthenia 1256 0 (0.0%)  1277 1 (0.1%)
Peripheral swelling 1256 1 (0.1%)  1277 0 (0.0%)
Pyrexia 1256 1 (0.1%)  1277 0 (0.0%)

Hepatobiliary disorders 1256 3 (0.2%)  1277 1 (0.1%)
Cholecystitis acute 1256 1 (0.1%)  1277 0 (0.0%)
Cholelithiasis 1256 0 (0.0%)  1277 1 (0.1%)
Hepatic function abnormal 1256 1 (0.1%)  1277 0 (0.0%)
Hepatic mass 1256 1 (0.1%)  1277 0 (0.0%)

Infections and infestations 1256 8 (0.6%)  1277 11 (0.9%)
Balanoposthitis infective 1256 0 (0.0%)  1277 1 (0.1%)
Candida infection 1256 1 (0.1%)  1277 0 (0.0%)
Encephalitis 1256 0 (0.0%)  1277 1 (0.1%)
Escherichia sepsis 1256 1 (0.1%)  1277 0 (0.0%)
Fungal oesophagitis 1256 0 (0.0%)  1277 1 (0.1%)
Genital candidiasis 1256 0 (0.0%)  1277 1 (0.1%)
Mucormycosis 1256 1 (0.1%)  1277 0 (0.0%)
Pneumonia 1256 1 (0.1%)  1277 0 (0.0%)
Pneumonia influenzal 1256 0 (0.0%)  1277 1 (0.1%)
Pyelonephritis acute 1256 1 (0.1%)  1277 2 (0.2%)
Urinary tract infection 1256 3 (0.2%)  1277 3 (0.2%)
Vulvovaginal candidiasis 1256 0 (0.0%)  1277 1 (0.1%)

Investigations 1256 6 (0.5%)  1277 9 (0.7%)
Blood creatinine increased 1256 1 (0.1%)  1277 1 (0.1%)
Blood pressure decreased 1256 0 (0.0%)  1277 1 (0.1%)
Glomerular filtration rate decreased 1256 4 (0.3%)  1277 6 (0.5%)
Haematocrit increased 1256 0 (0.0%)  1277 1 (0.1%)
Liver function test increased 1256 1 (0.1%)  1277 0 (0.0%)

Metabolism and nutrition disorders 1256 9 (0.7%)  1277 4 (0.3%)
Diabetic ketosis 1256 1 (0.1%)  1277 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

Asia/Pacific  (contd.)      
Metabolism and nutrition disorders  (contd.)      

Hyperglycaemia 1256 2 (0.2%)  1277 0 (0.0%)
Hyperkalaemia 1256 1 (0.1%)  1277 0 (0.0%)
Hypoglycaemia 1256 2 (0.2%)  1277 2 (0.2%)
Hypovolaemia 1256 2 (0.2%)  1277 2 (0.2%)
Polydipsia 1256 1 (0.1%)  1277 0 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 1256 15 (1.2%)  1277 9 (0.7%)
Adenocarcinoma pancreas 1256 1 (0.1%)  1277 1 (0.1%)
Bladder cancer 1256 0 (0.0%)  1277 1 (0.1%)
Bladder transitional cell carcinoma 1256 1 (0.1%)  1277 0 (0.0%)
Breast cancer female 1256 0 (0.0%)  1277 1 (0.1%)
Cholangiocarcinoma 1256 1 (0.1%)  1277 0 (0.0%)
Gallbladder cancer metastatic 1256 1 (0.1%)  1277 0 (0.0%)
Gastric cancer 1256 0 (0.0%)  1277 1 (0.1%)
Gastric cancer stage III 1256 2 (0.2%)  1277 0 (0.0%)
Gastrointestinal carcinoma 1256 1 (0.1%)  1277 0 (0.0%)
Lung adenocarcinoma 1256 1 (0.1%)  1277 0 (0.0%)
Lung cancer metastatic 1256 1 (0.1%)  1277 0 (0.0%)
Non-small cell lung cancer stage IV 1256 0 (0.0%)  1277 1 (0.1%)
Oesophageal adenocarcinoma 1256 1 (0.1%)  1277 1 (0.1%)
Prostate cancer 1256 1 (0.1%)  1277 0 (0.0%)
Prostate cancer metastatic 1256 1 (0.1%)  1277 1 (0.1%)
Renal neoplasm 1256 0 (0.0%)  1277 1 (0.1%)
Squamous cell carcinoma of lung 1256 0 (0.0%)  1277 1 (0.1%)
Transitional cell carcinoma 1256 2 (0.2%)  1277 0 (0.0%)
Vaginal cancer 1256 1 (0.1%)  1277 0 (0.0%)

Nervous system disorders 1256 5 (0.4%)  1277 6 (0.5%)
Brain stem haemorrhage 1256 1 (0.1%)  1277 0 (0.0%)
Cerebral haemorrhage 1256 0 (0.0%)  1277 1 (0.1%)
Cerebral infarction 1256 1 (0.1%)  1277 1 (0.1%)
Cognitive disorder 1256 0 (0.0%)  1277 1 (0.1%)
Dizziness 1256 1 (0.1%)  1277 0 (0.0%)
Ischaemic cerebral infarction 1256 1 (0.1%)  1277 1 (0.1%)
Lethargy 1256 1 (0.1%)  1277 0 (0.0%)
Loss of consciousness 1256 0 (0.0%)  1277 1 (0.1%)
Somnolence 1256 1 (0.1%)  1277 0 (0.0%)
Subarachnoid haemorrhage 1256 0 (0.0%)  1277 1 (0.1%)

Renal and urinary disorders 1256 18 (1.4%)  1277 21 (1.6%)
Acute kidney injury 1256 1 (0.1%)  1277 3 (0.2%)
Chronic kidney disease 1256 6 (0.5%)  1277 5 (0.4%)
Diabetic nephropathy 1256 0 (0.0%)  1277 3 (0.2%)
End stage renal disease 1256 4 (0.3%)  1277 2 (0.2%)
Focal segmental glomerulosclerosis 1256 1 (0.1%)  1277 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

Asia/Pacific  (contd.)      
Renal and urinary disorders  (contd.)      

Glomerulonephritis chronic 1256 1 (0.1%)  1277 0 (0.0%)
Nocturia 1256 0 (0.0%)  1277 2 (0.2%)
Pollakiuria 1256 1 (0.1%)  1277 0 (0.0%)
Renal failure 1256 3 (0.2%)  1277 0 (0.0%)
Renal impairment 1256 1 (0.1%)  1277 6 (0.5%)

Reproductive system and breast disorders 1256 0 (0.0%)  1277 1 (0.1%)
Balanoposthitis 1256 0 (0.0%)  1277 1 (0.1%)

Respiratory, thoracic and mediastinal disorders 1256 1 (0.1%)  1277 1 (0.1%)
Acute respiratory failure 1256 0 (0.0%)  1277 1 (0.1%)
Respiratory failure 1256 1 (0.1%)  1277 0 (0.0%)

Skin and subcutaneous tissue disorders 1256 2 (0.2%)  1277 6 (0.5%)
Dermal cyst 1256 0 (0.0%)  1277 1 (0.1%)
Drug eruption 1256 0 (0.0%)  1277 1 (0.1%)
Pruritus 1256 1 (0.1%)  1277 1 (0.1%)
Purpura 1256 0 (0.0%)  1277 1 (0.1%)
Rash 1256 1 (0.1%)  1277 1 (0.1%)
Seborrhoeic dermatitis 1256 0 (0.0%)  1277 1 (0.1%)

Vascular disorders 1256 0 (0.0%)  1277 1 (0.1%)
Hypotension 1256 0 (0.0%)  1277 1 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

Europe      
Any AE 2263 158 (7.0%)  2260 176 (7.8%)
Blood and lymphatic system disorders 2263 1 (0.0%)  2260 1 (0.0%)

Anaemia 2263 1 (0.0%)  2260 0 (0.0%)
Disseminated intravascular coagulation 2263 0 (0.0%)  2260 1 (0.0%)

Cardiac disorders 2263 20 (0.9%)  2260 20 (0.9%)
Acute myocardial infarction 2263 6 (0.3%)  2260 3 (0.1%)
Angina unstable 2263 1 (0.0%)  2260 1 (0.0%)
Atrioventricular block complete 2263 0 (0.0%)  2260 1 (0.0%)
Cardiac failure 2263 6 (0.3%)  2260 12 (0.5%)
Cardiac failure chronic 2263 1 (0.0%)  2260 1 (0.0%)
Cardiac failure congestive 2263 1 (0.0%)  2260 0 (0.0%)
Myocardial fibrosis 2263 0 (0.0%)  2260 1 (0.0%)
Myocardial infarction 2263 4 (0.2%)  2260 0 (0.0%)
Myocardial ischaemia 2263 0 (0.0%)  2260 1 (0.0%)
Ventricular tachycardia 2263 1 (0.0%)  2260 0 (0.0%)

Eye disorders 2263 0 (0.0%)  2260 1 (0.0%)
Vision blurred 2263 0 (0.0%)  2260 1 (0.0%)

Gastrointestinal disorders 2263 6 (0.3%)  2260 9 (0.4%)
Abdominal distension 2263 1 (0.0%)  2260 0 (0.0%)
Diarrhoea 2263 1 (0.0%)  2260 4 (0.2%)
Gastric disorder 2263 0 (0.0%)  2260 1 (0.0%)
Gastric ulcer haemorrhage 2263 0 (0.0%)  2260 1 (0.0%)
Gastrointestinal disorder 2263 0 (0.0%)  2260 1 (0.0%)
Lower gastrointestinal haemorrhage 2263 1 (0.0%)  2260 0 (0.0%)
Nausea 2263 1 (0.0%)  2260 1 (0.0%)
Pancreatitis 2263 1 (0.0%)  2260 0 (0.0%)
Stomatitis 2263 0 (0.0%)  2260 1 (0.0%)
Thrombosis mesenteric vessel 2263 1 (0.0%)  2260 0 (0.0%)

General disorders and administration site conditions 2263 5 (0.2%)  2260 2 (0.1%)
Asthenia 2263 1 (0.0%)  2260 0 (0.0%)
Fatigue 2263 2 (0.1%)  2260 0 (0.0%)
Gait disturbance 2263 0 (0.0%)  2260 1 (0.0%)
Malaise 2263 0 (0.0%)  2260 1 (0.0%)
Non-cardiac chest pain 2263 1 (0.0%)  2260 0 (0.0%)
Peripheral swelling 2263 1 (0.0%)  2260 0 (0.0%)

Hepatobiliary disorders 2263 0 (0.0%)  2260 2 (0.1%)
Cholecystitis 2263 0 (0.0%)  2260 1 (0.0%)
Gallbladder enlargement 2263 0 (0.0%)  2260 1 (0.0%)

Infections and infestations 2263 15 (0.7%)  2260 31 (1.4%)
Bronchitis 2263 0 (0.0%)  2260 1 (0.0%)
Candida infection 2263 1 (0.0%)  2260 0 (0.0%)
Chronic hepatitis C 2263 0 (0.0%)  2260 1 (0.0%)
Cystitis 2263 3 (0.1%)  2260 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

Europe  (contd.)      
Infections and infestations  (contd.)      

Device related sepsis 2263 0 (0.0%)  2260 1 (0.0%)
Erysipelas 2263 0 (0.0%)  2260 1 (0.0%)
Folliculitis 2263 0 (0.0%)  2260 1 (0.0%)
Fungal balanitis 2263 0 (0.0%)  2260 1 (0.0%)
Fungal skin infection 2263 0 (0.0%)  2260 1 (0.0%)
Gangrene 2263 1 (0.0%)  2260 1 (0.0%)
Genital candidiasis 2263 0 (0.0%)  2260 1 (0.0%)
Genital infection 2263 0 (0.0%)  2260 1 (0.0%)
Genital infection fungal 2263 0 (0.0%)  2260 1 (0.0%)
Intervertebral discitis 2263 0 (0.0%)  2260 1 (0.0%)
Liver abscess 2263 0 (0.0%)  2260 1 (0.0%)
Pneumonia 2263 3 (0.1%)  2260 1 (0.0%)
Post procedural infection 2263 0 (0.0%)  2260 1 (0.0%)
Pulmonary sepsis 2263 0 (0.0%)  2260 1 (0.0%)
Pyelonephritis acute 2263 1 (0.0%)  2260 0 (0.0%)
Sepsis 2263 0 (0.0%)  2260 1 (0.0%)
Urethritis 2263 0 (0.0%)  2260 2 (0.1%)
Urinary tract infection 2263 5 (0.2%)  2260 9 (0.4%)
Urogenital infection bacterial 2263 0 (0.0%)  2260 1 (0.0%)
Urosepsis 2263 1 (0.0%)  2260 0 (0.0%)
Vulvovaginal candidiasis 2263 0 (0.0%)  2260 1 (0.0%)

Injury, poisoning and procedural complications 2263 4 (0.2%)  2260 0 (0.0%)
Carbon monoxide poisoning 2263 1 (0.0%)  2260 0 (0.0%)
Multiple injuries 2263 2 (0.1%)  2260 0 (0.0%)
Periprosthetic fracture 2263 1 (0.0%)  2260 0 (0.0%)

Investigations 2263 9 (0.4%)  2260 7 (0.3%)
Blood alkaline phosphatase increased 2263 1 (0.0%)  2260 0 (0.0%)
Blood creatinine increased 2263 1 (0.0%)  2260 3 (0.1%)
Creatinine renal clearance decreased 2263 2 (0.1%)  2260 0 (0.0%)
Glomerular filtration rate decreased 2263 4 (0.2%)  2260 3 (0.1%)
Haemoglobin increased 2263 0 (0.0%)  2260 1 (0.0%)
Hepatitis C antibody positive 2263 1 (0.0%)  2260 0 (0.0%)

Metabolism and nutrition disorders 2263 9 (0.4%)  2260 11 (0.5%)
Dehydration 2263 0 (0.0%)  2260 1 (0.0%)
Diabetes mellitus 2263 1 (0.0%)  2260 0 (0.0%)
Diabetes mellitus inadequate control 2263 1 (0.0%)  2260 0 (0.0%)
Diabetic ketoacidosis 2263 0 (0.0%)  2260 1 (0.0%)
Diabetic metabolic decompensation 2263 0 (0.0%)  2260 2 (0.1%)
Hyperglycaemia 2263 1 (0.0%)  2260 1 (0.0%)
Hyperkalaemia 2263 1 (0.0%)  2260 1 (0.0%)
Hypoglycaemia 2263 3 (0.1%)  2260 1 (0.0%)
Hypokalaemia 2263 0 (0.0%)  2260 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

Europe  (contd.)      
Metabolism and nutrition disorders  (contd.)      

Hypovolaemia 2263 0 (0.0%)  2260 2 (0.1%)
Latent autoimmune diabetes in adults 2263 2 (0.1%)  2260 0 (0.0%)
Type 1 diabetes mellitus 2263 0 (0.0%)  2260 1 (0.0%)

Musculoskeletal and connective tissue disorders 2263 3 (0.1%)  2260 1 (0.0%)
Muscle spasms 2263 1 (0.0%)  2260 0 (0.0%)
Musculoskeletal pain 2263 0 (0.0%)  2260 1 (0.0%)
Myalgia 2263 2 (0.1%)  2260 0 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 2263 33 (1.5%)  2260 29 (1.3%)
Acute myeloid leukaemia 2263 0 (0.0%)  2260 1 (0.0%)
Adenocarcinoma 2263 0 (0.0%)  2260 1 (0.0%)
Adenocarcinoma of colon 2263 0 (0.0%)  2260 1 (0.0%)
Bile duct cancer 2263 1 (0.0%)  2260 0 (0.0%)
Bladder cancer 2263 2 (0.1%)  2260 0 (0.0%)
Bladder cancer stage II 2263 0 (0.0%)  2260 1 (0.0%)
Bladder transitional cell carcinoma 2263 4 (0.2%)  2260 0 (0.0%)
Brain neoplasm malignant 2263 1 (0.0%)  2260 0 (0.0%)
Breast cancer female 2263 1 (0.0%)  2260 2 (0.1%)
Cervix carcinoma 2263 1 (0.0%)  2260 0 (0.0%)
Cholangiocarcinoma 2263 1 (0.0%)  2260 1 (0.0%)
Colon adenoma 2263 1 (0.0%)  2260 0 (0.0%)
Colon cancer 2263 0 (0.0%)  2260 1 (0.0%)
Colon cancer metastatic 2263 1 (0.0%)  2260 0 (0.0%)
Endometrial adenocarcinoma 2263 1 (0.0%)  2260 0 (0.0%)
Gastric cancer 2263 2 (0.1%)  2260 0 (0.0%)
Gastrointestinal adenocarcinoma 2263 1 (0.0%)  2260 0 (0.0%)
Glioblastoma 2263 1 (0.0%)  2260 0 (0.0%)
Hepatic cancer 2263 1 (0.0%)  2260 0 (0.0%)
Hepatocellular carcinoma 2263 1 (0.0%)  2260 2 (0.1%)
Hypopharyngeal cancer 2263 0 (0.0%)  2260 1 (0.0%)
Lung cancer metastatic 2263 2 (0.1%)  2260 1 (0.0%)
Lung neoplasm malignant 2263 0 (0.0%)  2260 3 (0.1%)
Lung squamous cell carcinoma metastatic 2263 1 (0.0%)  2260 0 (0.0%)
Malignant peritoneal neoplasm 2263 0 (0.0%)  2260 1 (0.0%)
Non-small cell lung cancer 2263 1 (0.0%)  2260 0 (0.0%)
Non-small cell lung cancer recurrent 2263 0 (0.0%)  2260 1 (0.0%)
Oesophageal carcinoma 2263 1 (0.0%)  2260 0 (0.0%)
Pancreatic carcinoma 2263 1 (0.0%)  2260 1 (0.0%)
Pancreatic carcinoma metastatic 2263 3 (0.1%)  2260 0 (0.0%)
Pancreatic neuroendocrine tumour 2263 0 (0.0%)  2260 1 (0.0%)
Papillary tumour of renal pelvis 2263 0 (0.0%)  2260 1 (0.0%)
Prostate cancer 2263 0 (0.0%)  2260 3 (0.1%)
Rectal adenocarcinoma 2263 0 (0.0%)  2260 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

Europe  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Rectal cancer metastatic 2263 1 (0.0%)  2260 0 (0.0%)
Renal cancer 2263 1 (0.0%)  2260 1 (0.0%)
Small cell lung cancer 2263 1 (0.0%)  2260 0 (0.0%)
Squamous cell carcinoma of lung 2263 0 (0.0%)  2260 2 (0.1%)
Squamous cell carcinoma of the tongue 2263 1 (0.0%)  2260 0 (0.0%)
Transitional cell carcinoma 2263 0 (0.0%)  2260 2 (0.1%)

Nervous system disorders 2263 13 (0.6%)  2260 14 (0.6%)
Cerebral infarction 2263 0 (0.0%)  2260 1 (0.0%)
Cerebrovascular accident 2263 4 (0.2%)  2260 3 (0.1%)
Dementia 2263 2 (0.1%)  2260 1 (0.0%)
Dizziness 2263 1 (0.0%)  2260 3 (0.1%)
Haemorrhage intracranial 2263 1 (0.0%)  2260 0 (0.0%)
Haemorrhagic stroke 2263 2 (0.1%)  2260 2 (0.1%)
Ischaemic stroke 2263 2 (0.1%)  2260 3 (0.1%)
Syncope 2263 0 (0.0%)  2260 1 (0.0%)
Tremor 2263 1 (0.0%)  2260 0 (0.0%)

Psychiatric disorders 2263 1 (0.0%)  2260 1 (0.0%)
Confusional state 2263 1 (0.0%)  2260 0 (0.0%)
Depression 2263 0 (0.0%)  2260 1 (0.0%)

Renal and urinary disorders 2263 29 (1.3%)  2260 27 (1.2%)
Acute kidney injury 2263 8 (0.4%)  2260 3 (0.1%)
Chronic kidney disease 2263 3 (0.1%)  2260 3 (0.1%)
Diabetic nephropathy 2263 0 (0.0%)  2260 1 (0.0%)
Dysuria 2263 1 (0.0%)  2260 1 (0.0%)
End stage renal disease 2263 1 (0.0%)  2260 1 (0.0%)
Glycosuria 2263 0 (0.0%)  2260 1 (0.0%)
Microalbuminuria 2263 1 (0.0%)  2260 0 (0.0%)
Micturition urgency 2263 1 (0.0%)  2260 0 (0.0%)
Nephritis 2263 0 (0.0%)  2260 1 (0.0%)
Nephrotic syndrome 2263 2 (0.1%)  2260 0 (0.0%)
Pollakiuria 2263 0 (0.0%)  2260 1 (0.0%)
Polyuria 2263 0 (0.0%)  2260 3 (0.1%)
Renal failure 2263 2 (0.1%)  2260 7 (0.3%)
Renal impairment 2263 10 (0.4%)  2260 5 (0.2%)

Reproductive system and breast disorders 2263 1 (0.0%)  2260 7 (0.3%)
Balanoposthitis 2263 1 (0.0%)  2260 4 (0.2%)
Pruritus genital 2263 0 (0.0%)  2260 2 (0.1%)
Vulvovaginal pruritus 2263 0 (0.0%)  2260 1 (0.0%)

Respiratory, thoracic and mediastinal disorders 2263 6 (0.3%)  2260 2 (0.1%)
Acute respiratory distress syndrome 2263 0 (0.0%)  2260 2 (0.1%)
Chronic obstructive pulmonary disease 2263 2 (0.1%)  2260 0 (0.0%)
Dyspnoea 2263 1 (0.0%)  2260 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

Europe  (contd.)      
Respiratory, thoracic and mediastinal disorders  (contd.)      

Lung infiltration 2263 1 (0.0%)  2260 0 (0.0%)
Pneumonia aspiration 2263 1 (0.0%)  2260 0 (0.0%)
Respiratory failure 2263 1 (0.0%)  2260 0 (0.0%)

Skin and subcutaneous tissue disorders 2263 7 (0.3%)  2260 8 (0.4%)
Dermatitis allergic 2263 1 (0.0%)  2260 2 (0.1%)
Eczema 2263 0 (0.0%)  2260 1 (0.0%)
Petechiae 2263 1 (0.0%)  2260 0 (0.0%)
Pruritus 2263 2 (0.1%)  2260 1 (0.0%)
Pruritus generalised 2263 2 (0.1%)  2260 1 (0.0%)
Psoriasis 2263 1 (0.0%)  2260 0 (0.0%)
Rash 2263 0 (0.0%)  2260 1 (0.0%)
Skin ulcer 2263 0 (0.0%)  2260 2 (0.1%)

Surgical and medical procedures 2263 1 (0.0%)  2260 0 (0.0%)
Dialysis 2263 1 (0.0%)  2260 0 (0.0%)

Vascular disorders 2263 0 (0.0%)  2260 5 (0.2%)
Aortic arteriosclerosis 2263 0 (0.0%)  2260 1 (0.0%)
Hypotension 2263 0 (0.0%)  2260 4 (0.2%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

North America      
Any AE 1577 176 (11.2%)  1535 180 (11.7%)
Blood and lymphatic system disorders 1577 1 (0.1%)  1535 1 (0.1%)

Anaemia 1577 1 (0.1%)  1535 0 (0.0%)
Immune thrombocytopenic purpura 1577 0 (0.0%)  1535 1 (0.1%)

Cardiac disorders 1577 18 (1.1%)  1535 13 (0.8%)
Acute left ventricular failure 1577 1 (0.1%)  1535 0 (0.0%)
Acute myocardial infarction 1577 2 (0.1%)  1535 2 (0.1%)
Angina unstable 1577 2 (0.1%)  1535 0 (0.0%)
Atrial fibrillation 1577 1 (0.1%)  1535 1 (0.1%)
Cardiac arrest 1577 0 (0.0%)  1535 1 (0.1%)
Cardiac failure 1577 0 (0.0%)  1535 2 (0.1%)
Cardiac failure acute 1577 1 (0.1%)  1535 0 (0.0%)
Cardiac failure congestive 1577 6 (0.4%)  1535 3 (0.2%)
Cardio-respiratory arrest 1577 1 (0.1%)  1535 0 (0.0%)
Cardiogenic shock 1577 0 (0.0%)  1535 1 (0.1%)
Coronary artery disease 1577 1 (0.1%)  1535 2 (0.1%)
Myocardial infarction 1577 1 (0.1%)  1535 0 (0.0%)
Palpitations 1577 1 (0.1%)  1535 0 (0.0%)
Pericarditis 1577 0 (0.0%)  1535 1 (0.1%)
Tachycardia 1577 1 (0.1%)  1535 0 (0.0%)
Ventricular tachycardia 1577 0 (0.0%)  1535 1 (0.1%)

Gastrointestinal disorders 1577 13 (0.8%)  1535 7 (0.5%)
Abdominal pain 1577 1 (0.1%)  1535 0 (0.0%)
Abdominal pain upper 1577 1 (0.1%)  1535 0 (0.0%)
Constipation 1577 3 (0.2%)  1535 1 (0.1%)
Diarrhoea 1577 7 (0.4%)  1535 3 (0.2%)
Dyspepsia 1577 0 (0.0%)  1535 2 (0.1%)
Nausea 1577 1 (0.1%)  1535 1 (0.1%)

General disorders and administration site conditions 1577 4 (0.3%)  1535 5 (0.3%)
Asthenia 1577 2 (0.1%)  1535 1 (0.1%)
Fatigue 1577 1 (0.1%)  1535 2 (0.1%)
Non-cardiac chest pain 1577 0 (0.0%)  1535 1 (0.1%)
Peripheral swelling 1577 0 (0.0%)  1535 1 (0.1%)
Swelling 1577 1 (0.1%)  1535 0 (0.0%)

Hepatobiliary disorders 1577 5 (0.3%)  1535 0 (0.0%)
Autoimmune hepatitis 1577 1 (0.1%)  1535 0 (0.0%)
Bile duct obstruction 1577 1 (0.1%)  1535 0 (0.0%)
Hepatic cirrhosis 1577 2 (0.1%)  1535 0 (0.0%)
Hepatic steatosis 1577 1 (0.1%)  1535 0 (0.0%)

Immune system disorders 1577 0 (0.0%)  1535 1 (0.1%)
Drug hypersensitivity 1577 0 (0.0%)  1535 1 (0.1%)

Infections and infestations 1577 16 (1.0%)  1535 44 (2.9%)
Bacterial sepsis 1577 1 (0.1%)  1535 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

North America  (contd.)      
Infections and infestations  (contd.)      

Candida infection 1577 1 (0.1%)  1535 1 (0.1%)
Cellulitis 1577 1 (0.1%)  1535 0 (0.0%)
Cystitis 1577 0 (0.0%)  1535 2 (0.1%)
Endocarditis staphylococcal 1577 1 (0.1%)  1535 0 (0.0%)
Eye infection 1577 0 (0.0%)  1535 1 (0.1%)
Fungaemia 1577 0 (0.0%)  1535 1 (0.1%)
Fungal infection 1577 1 (0.1%)  1535 4 (0.3%)
Genital candidiasis 1577 0 (0.0%)  1535 1 (0.1%)
Genital infection fungal 1577 1 (0.1%)  1535 0 (0.0%)
Large intestine infection 1577 0 (0.0%)  1535 1 (0.1%)
Onychomycosis 1577 1 (0.1%)  1535 0 (0.0%)
Osteomyelitis 1577 1 (0.1%)  1535 2 (0.1%)
Penile infection 1577 0 (0.0%)  1535 1 (0.1%)
Pneumonia 1577 0 (0.0%)  1535 2 (0.1%)
Pyelonephritis 1577 1 (0.1%)  1535 0 (0.0%)
Sepsis 1577 2 (0.1%)  1535 0 (0.0%)
Septic shock 1577 0 (0.0%)  1535 1 (0.1%)
Streptococcal bacteraemia 1577 0 (0.0%)  1535 1 (0.1%)
Urethritis 1577 0 (0.0%)  1535 1 (0.1%)
Urinary tract infection 1577 2 (0.1%)  1535 13 (0.8%)
Urinary tract infection enterococcal 1577 1 (0.1%)  1535 0 (0.0%)
Urinary tract infection fungal 1577 0 (0.0%)  1535 1 (0.1%)
Urosepsis 1577 1 (0.1%)  1535 1 (0.1%)
Vulvovaginal candidiasis 1577 0 (0.0%)  1535 3 (0.2%)
Vulvovaginal mycotic infection 1577 0 (0.0%)  1535 8 (0.5%)
Wound infection 1577 1 (0.1%)  1535 0 (0.0%)

Injury, poisoning and procedural complications 1577 2 (0.1%)  1535 0 (0.0%)
Post procedural haemorrhage 1577 1 (0.1%)  1535 0 (0.0%)
Rib fracture 1577 1 (0.1%)  1535 0 (0.0%)

Investigations 1577 11 (0.7%)  1535 16 (1.0%)
Blood creatine increased 1577 1 (0.1%)  1535 0 (0.0%)
Blood creatinine increased 1577 2 (0.1%)  1535 5 (0.3%)
Blood electrolytes decreased 1577 1 (0.1%)  1535 0 (0.0%)
Creatinine renal clearance decreased 1577 1 (0.1%)  1535 3 (0.2%)
Glomerular filtration rate decreased 1577 3 (0.2%)  1535 4 (0.3%)
Glomerular filtration rate increased 1577 1 (0.1%)  1535 0 (0.0%)
Hepatic enzyme increased 1577 1 (0.1%)  1535 0 (0.0%)
Liver function test abnormal 1577 0 (0.0%)  1535 1 (0.1%)
Liver function test increased 1577 1 (0.1%)  1535 1 (0.1%)
Tumour marker increased 1577 0 (0.0%)  1535 1 (0.1%)
Urine albumin/creatinine ratio increased 1577 0 (0.0%)  1535 1 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

North America  (contd.)      
Metabolism and nutrition disorders 1577 12 (0.8%)  1535 4 (0.3%)

Abnormal loss of weight 1577 1 (0.1%)  1535 0 (0.0%)
Diabetes mellitus 1577 3 (0.2%)  1535 0 (0.0%)
Diabetes mellitus inadequate control 1577 1 (0.1%)  1535 0 (0.0%)
Hypercalcaemia 1577 1 (0.1%)  1535 0 (0.0%)
Hyperglycaemia 1577 3 (0.2%)  1535 0 (0.0%)
Hyperkalaemia 1577 0 (0.0%)  1535 1 (0.1%)
Hypoglycaemia 1577 1 (0.1%)  1535 0 (0.0%)
Polydipsia 1577 0 (0.0%)  1535 1 (0.1%)
Type 1 diabetes mellitus 1577 2 (0.1%)  1535 2 (0.1%)

Musculoskeletal and connective tissue disorders 1577 7 (0.4%)  1535 4 (0.3%)
Back pain 1577 0 (0.0%)  1535 2 (0.1%)
Intervertebral disc degeneration 1577 1 (0.1%)  1535 0 (0.0%)
Muscle spasms 1577 0 (0.0%)  1535 1 (0.1%)
Myalgia 1577 2 (0.1%)  1535 0 (0.0%)
Pain in extremity 1577 1 (0.1%)  1535 0 (0.0%)
Rhabdomyolysis 1577 1 (0.1%)  1535 0 (0.0%)
Rheumatoid arthritis 1577 2 (0.1%)  1535 0 (0.0%)
Spinal column stenosis 1577 0 (0.0%)  1535 1 (0.1%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 1577 12 (0.8%)  1535 20 (1.3%)
Bladder cancer 1577 3 (0.2%)  1535 3 (0.2%)
Bladder transitional cell carcinoma 1577 2 (0.1%)  1535 1 (0.1%)
Diffuse large B-cell lymphoma 1577 0 (0.0%)  1535 1 (0.1%)
Endometrial adenocarcinoma 1577 1 (0.1%)  1535 1 (0.1%)
Epithelioid mesothelioma 1577 1 (0.1%)  1535 0 (0.0%)
Glioblastoma multiforme 1577 0 (0.0%)  1535 1 (0.1%)
Intraductal proliferative breast lesion 1577 0 (0.0%)  1535 1 (0.1%)
Laryngeal cancer 1577 0 (0.0%)  1535 1 (0.1%)
Lung cancer metastatic 1577 0 (0.0%)  1535 1 (0.1%)
Lung neoplasm malignant 1577 0 (0.0%)  1535 2 (0.1%)
Malignant neoplasm of ampulla of Vater 1577 1 (0.1%)  1535 0 (0.0%)
Prostate cancer 1577 0 (0.0%)  1535 2 (0.1%)
Prostate cancer recurrent 1577 0 (0.0%)  1535 1 (0.1%)
Renal cancer 1577 0 (0.0%)  1535 2 (0.1%)
Renal cell carcinoma 1577 0 (0.0%)  1535 1 (0.1%)
Renal neoplasm 1577 0 (0.0%)  1535 1 (0.1%)
Small intestine adenocarcinoma 1577 1 (0.1%)  1535 0 (0.0%)
Transitional cell carcinoma 1577 3 (0.2%)  1535 1 (0.1%)

Nervous system disorders 1577 17 (1.1%)  1535 11 (0.7%)
Brain stem infarction 1577 0 (0.0%)  1535 1 (0.1%)
Brain stem stroke 1577 0 (0.0%)  1535 1 (0.1%)
Cerebral artery occlusion 1577 1 (0.1%)  1535 0 (0.0%)
Cerebral infarction 1577 2 (0.1%)  1535 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

North America  (contd.)      
Nervous system disorders  (contd.)      

Cerebrovascular accident 1577 3 (0.2%)  1535 2 (0.1%)
Cognitive disorder 1577 0 (0.0%)  1535 1 (0.1%)
Dementia 1577 1 (0.1%)  1535 0 (0.0%)
Dizziness 1577 2 (0.1%)  1535 3 (0.2%)
Dizziness postural 1577 0 (0.0%)  1535 1 (0.1%)
Dysgeusia 1577 0 (0.0%)  1535 1 (0.1%)
Haemorrhagic stroke 1577 2 (0.1%)  1535 0 (0.0%)
Ischaemic stroke 1577 1 (0.1%)  1535 1 (0.1%)
Memory impairment 1577 1 (0.1%)  1535 0 (0.0%)
Myoclonus 1577 1 (0.1%)  1535 0 (0.0%)
Senile dementia 1577 1 (0.1%)  1535 0 (0.0%)
Somnolence 1577 1 (0.1%)  1535 0 (0.0%)
Syncope 1577 1 (0.1%)  1535 0 (0.0%)

Psychiatric disorders 1577 1 (0.1%)  1535 0 (0.0%)
Confusional state 1577 1 (0.1%)  1535 0 (0.0%)

Renal and urinary disorders 1577 45 (2.9%)  1535 42 (2.7%)
Acute kidney injury 1577 11 (0.7%)  1535 7 (0.5%)
Albuminuria 1577 1 (0.1%)  1535 0 (0.0%)
Chromaturia 1577 1 (0.1%)  1535 0 (0.0%)
Chronic kidney disease 1577 7 (0.4%)  1535 3 (0.2%)
Diabetic nephropathy 1577 3 (0.2%)  1535 0 (0.0%)
Dysuria 1577 0 (0.0%)  1535 3 (0.2%)
End stage renal disease 1577 1 (0.1%)  1535 2 (0.1%)
Haematuria 1577 1 (0.1%)  1535 4 (0.3%)
IgA nephropathy 1577 1 (0.1%)  1535 0 (0.0%)
Microalbuminuria 1577 1 (0.1%)  1535 0 (0.0%)
Micturition urgency 1577 0 (0.0%)  1535 1 (0.1%)
Myeloma cast nephropathy 1577 1 (0.1%)  1535 0 (0.0%)
Nephrolithiasis 1577 0 (0.0%)  1535 1 (0.1%)
Nephropathy 1577 1 (0.1%)  1535 0 (0.0%)
Nocturia 1577 1 (0.1%)  1535 0 (0.0%)
Pollakiuria 1577 4 (0.3%)  1535 6 (0.4%)
Polyuria 1577 0 (0.0%)  1535 2 (0.1%)
Proteinuria 1577 2 (0.1%)  1535 0 (0.0%)
Renal failure 1577 1 (0.1%)  1535 3 (0.2%)
Renal impairment 1577 7 (0.4%)  1535 8 (0.5%)
Urinary incontinence 1577 1 (0.1%)  1535 1 (0.1%)
Urinary tract discomfort 1577 0 (0.0%)  1535 1 (0.1%)

Reproductive system and breast disorders 1577 1 (0.1%)  1535 4 (0.3%)
Balanoposthitis 1577 1 (0.1%)  1535 1 (0.1%)
Pruritus genital 1577 0 (0.0%)  1535 1 (0.1%)
Vulvovaginal pruritus 1577 0 (0.0%)  1535 2 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Region  (contd.)      

North America  (contd.)      
Respiratory, thoracic and mediastinal disorders 1577 6 (0.4%)  1535 2 (0.1%)

Dyspnoea 1577 1 (0.1%)  1535 1 (0.1%)
Pulmonary embolism 1577 1 (0.1%)  1535 1 (0.1%)
Respiratory failure 1577 4 (0.3%)  1535 0 (0.0%)

Skin and subcutaneous tissue disorders 1577 6 (0.4%)  1535 5 (0.3%)
Dermatitis allergic 1577 2 (0.1%)  1535 0 (0.0%)
Eczema 1577 1 (0.1%)  1535 0 (0.0%)
Lichen sclerosus 1577 0 (0.0%)  1535 1 (0.1%)
Rash 1577 2 (0.1%)  1535 0 (0.0%)
Rash generalised 1577 1 (0.1%)  1535 0 (0.0%)
Rash pruritic 1577 0 (0.0%)  1535 1 (0.1%)
Skin odour abnormal 1577 0 (0.0%)  1535 1 (0.1%)
Urticaria 1577 0 (0.0%)  1535 2 (0.1%)

Vascular disorders 1577 1 (0.1%)  1535 5 (0.3%)
Aortic stenosis 1577 0 (0.0%)  1535 1 (0.1%)
Deep vein thrombosis 1577 0 (0.0%)  1535 1 (0.1%)
Hypertension 1577 0 (0.0%)  1535 1 (0.1%)
Hypotension 1577 1 (0.1%)  1535 2 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race      

White      
Any AE 4141 346 (8.4%)  4139 351 (8.5%)
Blood and lymphatic system disorders 4141 2 (0.0%)  4139 2 (0.0%)

Anaemia 4141 2 (0.0%)  4139 0 (0.0%)
Disseminated intravascular coagulation 4141 0 (0.0%)  4139 1 (0.0%)
Immune thrombocytopenic purpura 4141 0 (0.0%)  4139 1 (0.0%)

Cardiac disorders 4141 41 (1.0%)  4139 30 (0.7%)
Acute left ventricular failure 4141 1 (0.0%)  4139 0 (0.0%)
Acute myocardial infarction 4141 9 (0.2%)  4139 5 (0.1%)
Angina unstable 4141 3 (0.1%)  4139 1 (0.0%)
Atrial fibrillation 4141 1 (0.0%)  4139 1 (0.0%)
Atrioventricular block complete 4141 0 (0.0%)  4139 1 (0.0%)
Cardiac arrest 4141 0 (0.0%)  4139 1 (0.0%)
Cardiac failure 4141 9 (0.2%)  4139 12 (0.3%)
Cardiac failure acute 4141 1 (0.0%)  4139 0 (0.0%)
Cardiac failure chronic 4141 1 (0.0%)  4139 1 (0.0%)
Cardiac failure congestive 4141 6 (0.1%)  4139 3 (0.1%)
Cardio-respiratory arrest 4141 1 (0.0%)  4139 0 (0.0%)
Cardiogenic shock 4141 0 (0.0%)  4139 1 (0.0%)
Coronary artery disease 4141 1 (0.0%)  4139 2 (0.0%)
Myocardial fibrosis 4141 0 (0.0%)  4139 1 (0.0%)
Myocardial infarction 4141 5 (0.1%)  4139 1 (0.0%)
Palpitations 4141 1 (0.0%)  4139 0 (0.0%)
Pericarditis 4141 0 (0.0%)  4139 1 (0.0%)
Tachycardia 4141 1 (0.0%)  4139 0 (0.0%)
Ventricular tachycardia 4141 1 (0.0%)  4139 0 (0.0%)

Eye disorders 4141 0 (0.0%)  4139 1 (0.0%)
Vision blurred 4141 0 (0.0%)  4139 1 (0.0%)

Gastrointestinal disorders 4141 18 (0.4%)  4139 14 (0.3%)
Abdominal distension 4141 1 (0.0%)  4139 0 (0.0%)
Abdominal pain 4141 1 (0.0%)  4139 0 (0.0%)
Abdominal pain upper 4141 1 (0.0%)  4139 0 (0.0%)
Constipation 4141 2 (0.0%)  4139 1 (0.0%)
Diarrhoea 4141 9 (0.2%)  4139 5 (0.1%)
Dyspepsia 4141 0 (0.0%)  4139 2 (0.0%)
Gastric disorder 4141 0 (0.0%)  4139 1 (0.0%)
Gastric ulcer haemorrhage 4141 0 (0.0%)  4139 1 (0.0%)
Gastrointestinal disorder 4141 0 (0.0%)  4139 1 (0.0%)
Lower gastrointestinal haemorrhage 4141 1 (0.0%)  4139 0 (0.0%)
Nausea 4141 1 (0.0%)  4139 2 (0.0%)
Pancreatitis 4141 1 (0.0%)  4139 0 (0.0%)
Stomatitis 4141 0 (0.0%)  4139 1 (0.0%)
Thrombosis mesenteric vessel 4141 1 (0.0%)  4139 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race  (contd.)      

White  (contd.)      
General disorders and administration site conditions 4141 9 (0.2%)  4139 5 (0.1%)

Asthenia 4141 3 (0.1%)  4139 0 (0.0%)
Fatigue 4141 3 (0.1%)  4139 2 (0.0%)
Gait disturbance 4141 0 (0.0%)  4139 1 (0.0%)
Malaise 4141 0 (0.0%)  4139 1 (0.0%)
Non-cardiac chest pain 4141 1 (0.0%)  4139 1 (0.0%)
Peripheral swelling 4141 1 (0.0%)  4139 0 (0.0%)
Swelling 4141 1 (0.0%)  4139 0 (0.0%)

Hepatobiliary disorders 4141 5 (0.1%)  4139 2 (0.0%)
Autoimmune hepatitis 4141 1 (0.0%)  4139 0 (0.0%)
Bile duct obstruction 4141 1 (0.0%)  4139 0 (0.0%)
Cholecystitis 4141 0 (0.0%)  4139 1 (0.0%)
Gallbladder enlargement 4141 0 (0.0%)  4139 1 (0.0%)
Hepatic cirrhosis 4141 2 (0.0%)  4139 0 (0.0%)
Hepatic steatosis 4141 1 (0.0%)  4139 0 (0.0%)

Immune system disorders 4141 0 (0.0%)  4139 1 (0.0%)
Drug hypersensitivity 4141 0 (0.0%)  4139 1 (0.0%)

Infections and infestations 4141 37 (0.9%)  4139 72 (1.7%)
Balanoposthitis infective 4141 0 (0.0%)  4139 1 (0.0%)
Bronchitis 4141 0 (0.0%)  4139 1 (0.0%)
Candida infection 4141 3 (0.1%)  4139 0 (0.0%)
Cellulitis 4141 1 (0.0%)  4139 0 (0.0%)
Cholecystitis infective 4141 1 (0.0%)  4139 0 (0.0%)
Chronic hepatitis C 4141 0 (0.0%)  4139 1 (0.0%)
Cystitis 4141 3 (0.1%)  4139 3 (0.1%)
Device related sepsis 4141 0 (0.0%)  4139 1 (0.0%)
Endocarditis staphylococcal 4141 1 (0.0%)  4139 0 (0.0%)
Erysipelas 4141 0 (0.0%)  4139 1 (0.0%)
Folliculitis 4141 0 (0.0%)  4139 1 (0.0%)
Fungaemia 4141 0 (0.0%)  4139 1 (0.0%)
Fungal balanitis 4141 0 (0.0%)  4139 1 (0.0%)
Fungal infection 4141 1 (0.0%)  4139 4 (0.1%)
Fungal skin infection 4141 0 (0.0%)  4139 1 (0.0%)
Gangrene 4141 1 (0.0%)  4139 1 (0.0%)
Gastroenteritis 4141 1 (0.0%)  4139 0 (0.0%)
Genital candidiasis 4141 0 (0.0%)  4139 3 (0.1%)
Genital infection 4141 0 (0.0%)  4139 1 (0.0%)
Genital infection fungal 4141 0 (0.0%)  4139 1 (0.0%)
Hepatitis E 4141 1 (0.0%)  4139 0 (0.0%)
Infected skin ulcer 4141 1 (0.0%)  4139 0 (0.0%)
Intervertebral discitis 4141 0 (0.0%)  4139 1 (0.0%)
Large intestine infection 4141 0 (0.0%)  4139 1 (0.0%)
Liver abscess 4141 0 (0.0%)  4139 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race  (contd.)      

White  (contd.)      
Infections and infestations  (contd.)      

Onychomycosis 4141 1 (0.0%)  4139 0 (0.0%)
Osteomyelitis 4141 1 (0.0%)  4139 2 (0.0%)
Penile infection 4141 0 (0.0%)  4139 1 (0.0%)
Pneumonia 4141 5 (0.1%)  4139 4 (0.1%)
Post procedural infection 4141 0 (0.0%)  4139 1 (0.0%)
Pulmonary sepsis 4141 0 (0.0%)  4139 1 (0.0%)
Pyelonephritis 4141 1 (0.0%)  4139 0 (0.0%)
Pyelonephritis acute 4141 1 (0.0%)  4139 1 (0.0%)
Sepsis 4141 2 (0.0%)  4139 1 (0.0%)
Septic shock 4141 0 (0.0%)  4139 1 (0.0%)
Urethritis 4141 0 (0.0%)  4139 3 (0.1%)
Urinary tract infection 4141 8 (0.2%)  4139 20 (0.5%)
Urinary tract infection enterococcal 4141 1 (0.0%)  4139 0 (0.0%)
Urinary tract infection fungal 4141 0 (0.0%)  4139 1 (0.0%)
Urogenital infection bacterial 4141 0 (0.0%)  4139 1 (0.0%)
Urosepsis 4141 2 (0.0%)  4139 1 (0.0%)
Vulvovaginal candidiasis 4141 0 (0.0%)  4139 3 (0.1%)
Vulvovaginal mycotic infection 4141 0 (0.0%)  4139 7 (0.2%)
Wound infection 4141 1 (0.0%)  4139 0 (0.0%)

Injury, poisoning and procedural complications 4141 5 (0.1%)  4139 0 (0.0%)
Carbon monoxide poisoning 4141 1 (0.0%)  4139 0 (0.0%)
Multiple injuries 4141 2 (0.0%)  4139 0 (0.0%)
Periprosthetic fracture 4141 1 (0.0%)  4139 0 (0.0%)
Post procedural haemorrhage 4141 1 (0.0%)  4139 0 (0.0%)

Investigations 4141 20 (0.5%)  4139 23 (0.6%)
Blood alkaline phosphatase increased 4141 1 (0.0%)  4139 0 (0.0%)
Blood creatine increased 4141 1 (0.0%)  4139 0 (0.0%)
Blood creatinine increased 4141 3 (0.1%)  4139 7 (0.2%)
Blood electrolytes decreased 4141 1 (0.0%)  4139 0 (0.0%)
Creatinine renal clearance decreased 4141 3 (0.1%)  4139 3 (0.1%)
Glomerular filtration rate decreased 4141 7 (0.2%)  4139 9 (0.2%)
Glomerular filtration rate increased 4141 1 (0.0%)  4139 0 (0.0%)
Haemoglobin increased 4141 0 (0.0%)  4139 1 (0.0%)
Hepatic enzyme increased 4141 1 (0.0%)  4139 0 (0.0%)
Hepatitis C antibody positive 4141 1 (0.0%)  4139 0 (0.0%)
Liver function test abnormal 4141 0 (0.0%)  4139 1 (0.0%)
Liver function test increased 4141 1 (0.0%)  4139 1 (0.0%)
Urine albumin/creatinine ratio increased 4141 0 (0.0%)  4139 1 (0.0%)

Metabolism and nutrition disorders 4141 21 (0.5%)  4139 15 (0.4%)
Dehydration 4141 0 (0.0%)  4139 1 (0.0%)
Diabetes mellitus 4141 5 (0.1%)  4139 0 (0.0%)
Diabetes mellitus inadequate control 4141 2 (0.0%)  4139 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race  (contd.)      

White  (contd.)      
Metabolism and nutrition disorders  (contd.)      

Diabetic ketoacidosis 4141 0 (0.0%)  4139 1 (0.0%)
Diabetic metabolic decompensation 4141 0 (0.0%)  4139 2 (0.0%)
Hypercalcaemia 4141 1 (0.0%)  4139 0 (0.0%)
Hyperglycaemia 4141 4 (0.1%)  4139 1 (0.0%)
Hyperkalaemia 4141 1 (0.0%)  4139 2 (0.0%)
Hypoglycaemia 4141 4 (0.1%)  4139 1 (0.0%)
Hypokalaemia 4141 0 (0.0%)  4139 1 (0.0%)
Hypovolaemia 4141 0 (0.0%)  4139 2 (0.0%)
Latent autoimmune diabetes in adults 4141 2 (0.0%)  4139 0 (0.0%)
Polydipsia 4141 0 (0.0%)  4139 1 (0.0%)
Type 1 diabetes mellitus 4141 2 (0.0%)  4139 3 (0.1%)

Musculoskeletal and connective tissue disorders 4141 10 (0.2%)  4139 4 (0.1%)
Back pain 4141 0 (0.0%)  4139 2 (0.0%)
Intervertebral disc degeneration 4141 1 (0.0%)  4139 0 (0.0%)
Muscle spasms 4141 1 (0.0%)  4139 1 (0.0%)
Myalgia 4141 4 (0.1%)  4139 0 (0.0%)
Pain in extremity 4141 1 (0.0%)  4139 0 (0.0%)
Rhabdomyolysis 4141 1 (0.0%)  4139 0 (0.0%)
Rheumatoid arthritis 4141 2 (0.0%)  4139 0 (0.0%)
Spinal column stenosis 4141 0 (0.0%)  4139 1 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 4141 52 (1.3%)  4139 56 (1.4%)
Acute myeloid leukaemia 4141 0 (0.0%)  4139 1 (0.0%)
Adenocarcinoma 4141 0 (0.0%)  4139 1 (0.0%)
Adenocarcinoma gastric 4141 1 (0.0%)  4139 0 (0.0%)
Adenocarcinoma of colon 4141 0 (0.0%)  4139 1 (0.0%)
Adenocarcinoma pancreas 4141 1 (0.0%)  4139 1 (0.0%)
Bile duct cancer 4141 1 (0.0%)  4139 0 (0.0%)
Bladder cancer 4141 5 (0.1%)  4139 4 (0.1%)
Bladder cancer stage II 4141 0 (0.0%)  4139 1 (0.0%)
Bladder transitional cell carcinoma 4141 7 (0.2%)  4139 1 (0.0%)
Brain neoplasm malignant 4141 1 (0.0%)  4139 0 (0.0%)
Breast cancer female 4141 1 (0.0%)  4139 2 (0.0%)
Cervix carcinoma 4141 1 (0.0%)  4139 0 (0.0%)
Cholangiocarcinoma 4141 2 (0.0%)  4139 1 (0.0%)
Colon adenoma 4141 1 (0.0%)  4139 0 (0.0%)
Colon cancer 4141 0 (0.0%)  4139 1 (0.0%)
Colon cancer metastatic 4141 1 (0.0%)  4139 0 (0.0%)
Diffuse large B-cell lymphoma 4141 0 (0.0%)  4139 1 (0.0%)
Endometrial adenocarcinoma 4141 2 (0.0%)  4139 0 (0.0%)
Gastric cancer 4141 1 (0.0%)  4139 0 (0.0%)
Gastrointestinal adenocarcinoma 4141 1 (0.0%)  4139 0 (0.0%)
Gastrointestinal carcinoma 4141 1 (0.0%)  4139 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race  (contd.)      

White  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Glioblastoma 4141 1 (0.0%)  4139 0 (0.0%)
Glioblastoma multiforme 4141 0 (0.0%)  4139 1 (0.0%)
Hepatic cancer 4141 1 (0.0%)  4139 0 (0.0%)
Hepatocellular carcinoma 4141 1 (0.0%)  4139 1 (0.0%)
Hypopharyngeal cancer 4141 0 (0.0%)  4139 1 (0.0%)
Intraductal proliferative breast lesion 4141 0 (0.0%)  4139 1 (0.0%)
Lung adenocarcinoma 4141 1 (0.0%)  4139 0 (0.0%)
Lung cancer metastatic 4141 2 (0.0%)  4139 2 (0.0%)
Lung neoplasm malignant 4141 0 (0.0%)  4139 5 (0.1%)
Lung squamous cell carcinoma metastatic 4141 1 (0.0%)  4139 0 (0.0%)
Malignant neoplasm of ampulla of Vater 4141 1 (0.0%)  4139 0 (0.0%)
Malignant peritoneal neoplasm 4141 0 (0.0%)  4139 1 (0.0%)
Metastases to bladder 4141 0 (0.0%)  4139 1 (0.0%)
Non-small cell lung cancer 4141 1 (0.0%)  4139 0 (0.0%)
Non-small cell lung cancer recurrent 4141 0 (0.0%)  4139 1 (0.0%)
Non-small cell lung cancer stage IV 4141 0 (0.0%)  4139 1 (0.0%)
Oesophageal adenocarcinoma 4141 1 (0.0%)  4139 1 (0.0%)
Oesophageal carcinoma 4141 1 (0.0%)  4139 0 (0.0%)
Pancreatic carcinoma 4141 1 (0.0%)  4139 1 (0.0%)
Pancreatic carcinoma metastatic 4141 3 (0.1%)  4139 0 (0.0%)
Pancreatic neuroendocrine tumour 4141 0 (0.0%)  4139 1 (0.0%)
Papillary tumour of renal pelvis 4141 0 (0.0%)  4139 1 (0.0%)
Plasma cell myeloma 4141 1 (0.0%)  4139 0 (0.0%)
Prostate cancer 4141 0 (0.0%)  4139 6 (0.1%)
Prostate cancer metastatic 4141 1 (0.0%)  4139 0 (0.0%)
Prostate cancer recurrent 4141 0 (0.0%)  4139 1 (0.0%)
Rectal adenocarcinoma 4141 0 (0.0%)  4139 1 (0.0%)
Rectal cancer metastatic 4141 1 (0.0%)  4139 0 (0.0%)
Renal cancer 4141 1 (0.0%)  4139 4 (0.1%)
Renal cell carcinoma 4141 0 (0.0%)  4139 1 (0.0%)
Renal hamartoma 4141 0 (0.0%)  4139 1 (0.0%)
Renal neoplasm 4141 0 (0.0%)  4139 2 (0.0%)
Small cell lung cancer 4141 1 (0.0%)  4139 0 (0.0%)
Small intestine adenocarcinoma 4141 1 (0.0%)  4139 0 (0.0%)
Squamous cell carcinoma of lung 4141 0 (0.0%)  4139 3 (0.1%)
Squamous cell carcinoma of the tongue 4141 1 (0.0%)  4139 0 (0.0%)
Transitional cell carcinoma 4141 3 (0.1%)  4139 3 (0.1%)

Nervous system disorders 4141 30 (0.7%)  4139 24 (0.6%)
Brain stem infarction 4141 0 (0.0%)  4139 1 (0.0%)
Brain stem stroke 4141 0 (0.0%)  4139 1 (0.0%)
Cerebral artery occlusion 4141 1 (0.0%)  4139 0 (0.0%)
Cerebral infarction 4141 2 (0.0%)  4139 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race  (contd.)      

White  (contd.)      
Nervous system disorders  (contd.)      

Cerebrovascular accident 4141 6 (0.1%)  4139 4 (0.1%)
Cognitive disorder 4141 0 (0.0%)  4139 1 (0.0%)
Dementia 4141 3 (0.1%)  4139 1 (0.0%)
Dizziness 4141 3 (0.1%)  4139 7 (0.2%)
Haemorrhage intracranial 4141 1 (0.0%)  4139 0 (0.0%)
Haemorrhagic stroke 4141 3 (0.1%)  4139 2 (0.0%)
Ischaemic stroke 4141 4 (0.1%)  4139 5 (0.1%)
Memory impairment 4141 1 (0.0%)  4139 0 (0.0%)
Myoclonus 4141 1 (0.0%)  4139 0 (0.0%)
Seizure 4141 1 (0.0%)  4139 0 (0.0%)
Senile dementia 4141 1 (0.0%)  4139 0 (0.0%)
Somnolence 4141 1 (0.0%)  4139 0 (0.0%)
Syncope 4141 1 (0.0%)  4139 1 (0.0%)
Tremor 4141 1 (0.0%)  4139 0 (0.0%)

Psychiatric disorders 4141 2 (0.0%)  4139 1 (0.0%)
Confusional state 4141 2 (0.0%)  4139 0 (0.0%)
Depression 4141 0 (0.0%)  4139 1 (0.0%)

Renal and urinary disorders 4141 74 (1.8%)  4139 66 (1.6%)
Acute kidney injury 4141 21 (0.5%)  4139 9 (0.2%)
Albuminuria 4141 1 (0.0%)  4139 0 (0.0%)
Chronic kidney disease 4141 7 (0.2%)  4139 7 (0.2%)
Diabetic nephropathy 4141 3 (0.1%)  4139 1 (0.0%)
Dysuria 4141 1 (0.0%)  4139 3 (0.1%)
End stage renal disease 4141 3 (0.1%)  4139 3 (0.1%)
Glycosuria 4141 0 (0.0%)  4139 1 (0.0%)
Haematuria 4141 0 (0.0%)  4139 3 (0.1%)
IgA nephropathy 4141 1 (0.0%)  4139 0 (0.0%)
Microalbuminuria 4141 2 (0.0%)  4139 0 (0.0%)
Micturition urgency 4141 1 (0.0%)  4139 1 (0.0%)
Myeloma cast nephropathy 4141 1 (0.0%)  4139 0 (0.0%)
Nephritis 4141 0 (0.0%)  4139 1 (0.0%)
Nephropathy 4141 2 (0.0%)  4139 0 (0.0%)
Nephrotic syndrome 4141 2 (0.0%)  4139 0 (0.0%)
Nocturia 4141 1 (0.0%)  4139 1 (0.0%)
Pollakiuria 4141 4 (0.1%)  4139 7 (0.2%)
Polyuria 4141 0 (0.0%)  4139 4 (0.1%)
Proteinuria 4141 1 (0.0%)  4139 0 (0.0%)
Renal amyloidosis 4141 1 (0.0%)  4139 0 (0.0%)
Renal failure 4141 3 (0.1%)  4139 10 (0.2%)
Renal impairment 4141 18 (0.4%)  4139 13 (0.3%)
Urinary incontinence 4141 1 (0.0%)  4139 1 (0.0%)
Urinary tract discomfort 4141 0 (0.0%)  4139 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race  (contd.)      

White  (contd.)      
Reproductive system and breast disorders 4141 2 (0.0%)  4139 12 (0.3%)

Balanoposthitis 4141 2 (0.0%)  4139 7 (0.2%)
Pruritus genital 4141 0 (0.0%)  4139 2 (0.0%)
Vulvovaginal pruritus 4141 0 (0.0%)  4139 3 (0.1%)

Respiratory, thoracic and mediastinal disorders 4141 10 (0.2%)  4139 3 (0.1%)
Acute respiratory distress syndrome 4141 0 (0.0%)  4139 2 (0.0%)
Chronic obstructive pulmonary disease 4141 2 (0.0%)  4139 0 (0.0%)
Dyspnoea 4141 1 (0.0%)  4139 1 (0.0%)
Lung infiltration 4141 1 (0.0%)  4139 0 (0.0%)
Pneumonia aspiration 4141 1 (0.0%)  4139 0 (0.0%)
Pulmonary embolism 4141 1 (0.0%)  4139 0 (0.0%)
Respiratory failure 4141 4 (0.1%)  4139 0 (0.0%)

Skin and subcutaneous tissue disorders 4141 12 (0.3%)  4139 15 (0.4%)
Dermatitis allergic 4141 3 (0.1%)  4139 2 (0.0%)
Diabetic foot 4141 1 (0.0%)  4139 0 (0.0%)
Eczema 4141 0 (0.0%)  4139 2 (0.0%)
Lichen sclerosus 4141 0 (0.0%)  4139 1 (0.0%)
Petechiae 4141 1 (0.0%)  4139 0 (0.0%)
Pruritus 4141 2 (0.0%)  4139 2 (0.0%)
Pruritus generalised 4141 2 (0.0%)  4139 1 (0.0%)
Psoriasis 4141 1 (0.0%)  4139 0 (0.0%)
Rash 4141 1 (0.0%)  4139 1 (0.0%)
Rash generalised 4141 1 (0.0%)  4139 0 (0.0%)
Rash pruritic 4141 0 (0.0%)  4139 1 (0.0%)
Skin odour abnormal 4141 0 (0.0%)  4139 1 (0.0%)
Skin ulcer 4141 0 (0.0%)  4139 2 (0.0%)
Urticaria 4141 0 (0.0%)  4139 2 (0.0%)

Surgical and medical procedures 4141 1 (0.0%)  4139 0 (0.0%)
Dialysis 4141 1 (0.0%)  4139 0 (0.0%)

Vascular disorders 4141 2 (0.0%)  4139 11 (0.3%)
Aortic arteriosclerosis 4141 0 (0.0%)  4139 1 (0.0%)
Aortic stenosis 4141 0 (0.0%)  4139 1 (0.0%)
Deep vein thrombosis 4141 1 (0.0%)  4139 0 (0.0%)
Hypertension 4141 0 (0.0%)  4139 1 (0.0%)
Hypotension 4141 1 (0.0%)  4139 8 (0.2%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race  (contd.)      

Black or African American      
Any AE 249 19 (7.6%)  251 18 (7.2%)
Cardiac disorders 249 2 (0.8%)  251 3 (1.2%)

Cardiac failure 249 0 (0.0%)  251 2 (0.8%)
Cardiac failure congestive 249 2 (0.8%)  251 0 (0.0%)
Ventricular tachycardia 249 0 (0.0%)  251 1 (0.4%)

Gastrointestinal disorders 249 1 (0.4%)  251 0 (0.0%)
Nausea 249 1 (0.4%)  251 0 (0.0%)

General disorders and administration site conditions 249 0 (0.0%)  251 2 (0.8%)
Asthenia 249 0 (0.0%)  251 1 (0.4%)
Peripheral swelling 249 0 (0.0%)  251 1 (0.4%)

Infections and infestations 249 2 (0.8%)  251 3 (1.2%)
Bacterial sepsis 249 1 (0.4%)  251 0 (0.0%)
Candida infection 249 0 (0.0%)  251 1 (0.4%)
Eye infection 249 0 (0.0%)  251 1 (0.4%)
Genital infection fungal 249 1 (0.4%)  251 0 (0.0%)
Urinary tract infection 249 0 (0.0%)  251 1 (0.4%)

Investigations 249 0 (0.0%)  251 1 (0.4%)
Blood creatinine increased 249 0 (0.0%)  251 1 (0.4%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 249 0 (0.0%)  251 2 (0.8%)
Endometrial adenocarcinoma 249 0 (0.0%)  251 1 (0.4%)
Laryngeal cancer 249 0 (0.0%)  251 1 (0.4%)

Nervous system disorders 249 1 (0.4%)  251 3 (1.2%)
Cerebrovascular accident 249 1 (0.4%)  251 1 (0.4%)
Dysgeusia 249 0 (0.0%)  251 1 (0.4%)
Parkinson's disease 249 0 (0.0%)  251 1 (0.4%)

Renal and urinary disorders 249 9 (3.6%)  251 3 (1.2%)
Acute kidney injury 249 1 (0.4%)  251 0 (0.0%)
Chromaturia 249 1 (0.4%)  251 0 (0.0%)
Chronic kidney disease 249 3 (1.2%)  251 0 (0.0%)
Haematuria 249 1 (0.4%)  251 1 (0.4%)
Nephrolithiasis 249 0 (0.0%)  251 1 (0.4%)
Proteinuria 249 1 (0.4%)  251 0 (0.0%)
Renal impairment 249 2 (0.8%)  251 1 (0.4%)

Respiratory, thoracic and mediastinal disorders 249 2 (0.8%)  251 1 (0.4%)
Dyspnoea 249 1 (0.4%)  251 0 (0.0%)
Pulmonary embolism 249 0 (0.0%)  251 1 (0.4%)
Respiratory failure 249 1 (0.4%)  251 0 (0.0%)

Skin and subcutaneous tissue disorders 249 1 (0.4%)  251 0 (0.0%)
Rash 249 1 (0.4%)  251 0 (0.0%)

Vascular disorders 249 1 (0.4%)  251 1 (0.4%)
Arterial occlusive disease 249 1 (0.4%)  251 0 (0.0%)
Deep vein thrombosis 249 0 (0.0%)  251 1 (0.4%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race  (contd.)      

Asian      
Any AE 1362 75 (5.5%)  1373 79 (5.8%)
Cardiac disorders 1362 4 (0.3%)  1373 5 (0.4%)

Acute coronary syndrome 1362 1 (0.1%)  1373 0 (0.0%)
Acute myocardial infarction 1362 2 (0.1%)  1373 2 (0.1%)
Cardiac failure 1362 0 (0.0%)  1373 1 (0.1%)
Cardiac failure congestive 1362 0 (0.0%)  1373 2 (0.1%)
Palpitations 1362 1 (0.1%)  1373 0 (0.0%)

Eye disorders 1362 1 (0.1%)  1373 0 (0.0%)
Eyelid oedema 1362 1 (0.1%)  1373 0 (0.0%)

Gastrointestinal disorders 1362 4 (0.3%)  1373 3 (0.2%)
Abdominal discomfort 1362 0 (0.0%)  1373 1 (0.1%)
Abdominal pain lower 1362 0 (0.0%)  1373 1 (0.1%)
Constipation 1362 1 (0.1%)  1373 0 (0.0%)
Diarrhoea 1362 3 (0.2%)  1373 1 (0.1%)

General disorders and administration site conditions 1362 2 (0.1%)  1373 1 (0.1%)
Asthenia 1362 0 (0.0%)  1373 1 (0.1%)
Peripheral swelling 1362 1 (0.1%)  1373 0 (0.0%)
Pyrexia 1362 1 (0.1%)  1373 0 (0.0%)

Hepatobiliary disorders 1362 3 (0.2%)  1373 1 (0.1%)
Cholecystitis acute 1362 1 (0.1%)  1373 0 (0.0%)
Cholelithiasis 1362 0 (0.0%)  1373 1 (0.1%)
Hepatic function abnormal 1362 1 (0.1%)  1373 0 (0.0%)
Hepatic mass 1362 1 (0.1%)  1373 0 (0.0%)

Infections and infestations 1362 8 (0.6%)  1373 13 (0.9%)
Encephalitis 1362 0 (0.0%)  1373 1 (0.1%)
Escherichia sepsis 1362 1 (0.1%)  1373 0 (0.0%)
Fungal oesophagitis 1362 0 (0.0%)  1373 1 (0.1%)
Mucormycosis 1362 1 (0.1%)  1373 0 (0.0%)
Pneumonia 1362 1 (0.1%)  1373 0 (0.0%)
Pneumonia influenzal 1362 0 (0.0%)  1373 1 (0.1%)
Pyelonephritis acute 1362 1 (0.1%)  1373 1 (0.1%)
Streptococcal bacteraemia 1362 0 (0.0%)  1373 1 (0.1%)
Urinary tract infection 1362 4 (0.3%)  1373 6 (0.4%)
Vulvovaginal candidiasis 1362 0 (0.0%)  1373 1 (0.1%)
Vulvovaginal mycotic infection 1362 0 (0.0%)  1373 1 (0.1%)

Injury, poisoning and procedural complications 1362 1 (0.1%)  1373 0 (0.0%)
Rib fracture 1362 1 (0.1%)  1373 0 (0.0%)

Investigations 1362 6 (0.4%)  1373 9 (0.7%)
Blood creatinine increased 1362 1 (0.1%)  1373 1 (0.1%)
Blood pressure decreased 1362 0 (0.0%)  1373 1 (0.1%)
Glomerular filtration rate decreased 1362 4 (0.3%)  1373 5 (0.4%)
Haematocrit increased 1362 0 (0.0%)  1373 1 (0.1%)
Liver function test increased 1362 1 (0.1%)  1373 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race  (contd.)      

Asian  (contd.)      
Investigations  (contd.)      

Tumour marker increased 1362 0 (0.0%)  1373 1 (0.1%)
Metabolism and nutrition disorders 1362 10 (0.7%)  1373 4 (0.3%)

Abnormal loss of weight 1362 1 (0.1%)  1373 0 (0.0%)
Diabetic ketosis 1362 1 (0.1%)  1373 0 (0.0%)
Hyperglycaemia 1362 2 (0.1%)  1373 0 (0.0%)
Hyperkalaemia 1362 1 (0.1%)  1373 0 (0.0%)
Hypoglycaemia 1362 2 (0.1%)  1373 2 (0.1%)
Hypovolaemia 1362 2 (0.1%)  1373 2 (0.1%)
Polydipsia 1362 1 (0.1%)  1373 0 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 1362 10 (0.7%)  1373 5 (0.4%)
Bladder cancer 1362 0 (0.0%)  1373 1 (0.1%)
Breast cancer female 1362 0 (0.0%)  1373 1 (0.1%)
Epithelioid mesothelioma 1362 1 (0.1%)  1373 0 (0.0%)
Gallbladder cancer metastatic 1362 1 (0.1%)  1373 0 (0.0%)
Gastric cancer 1362 1 (0.1%)  1373 1 (0.1%)
Gastric cancer stage III 1362 2 (0.1%)  1373 0 (0.0%)
Lung cancer metastatic 1362 1 (0.1%)  1373 0 (0.0%)
Prostate cancer 1362 1 (0.1%)  1373 0 (0.0%)
Prostate cancer metastatic 1362 0 (0.0%)  1373 1 (0.1%)
Renal cell carcinoma 1362 0 (0.0%)  1373 1 (0.1%)
Transitional cell carcinoma 1362 2 (0.1%)  1373 0 (0.0%)
Vaginal cancer 1362 1 (0.1%)  1373 0 (0.0%)

Nervous system disorders 1362 6 (0.4%)  1373 8 (0.6%)
Brain stem haemorrhage 1362 1 (0.1%)  1373 0 (0.0%)
Brain stem infarction 1362 0 (0.0%)  1373 1 (0.1%)
Cerebral haemorrhage 1362 0 (0.0%)  1373 1 (0.1%)
Cerebral infarction 1362 1 (0.1%)  1373 1 (0.1%)
Cognitive disorder 1362 0 (0.0%)  1373 1 (0.1%)
Dizziness 1362 1 (0.1%)  1373 0 (0.0%)
Dizziness postural 1362 0 (0.0%)  1373 1 (0.1%)
Haemorrhagic stroke 1362 1 (0.1%)  1373 0 (0.0%)
Ischaemic cerebral infarction 1362 1 (0.1%)  1373 1 (0.1%)
Lethargy 1362 1 (0.1%)  1373 0 (0.0%)
Loss of consciousness 1362 0 (0.0%)  1373 1 (0.1%)
Somnolence 1362 1 (0.1%)  1373 0 (0.0%)
Subarachnoid haemorrhage 1362 0 (0.0%)  1373 1 (0.1%)

Renal and urinary disorders 1362 18 (1.3%)  1373 24 (1.7%)
Acute kidney injury 1362 0 (0.0%)  1373 4 (0.3%)
Chronic kidney disease 1362 6 (0.4%)  1373 5 (0.4%)
Diabetic nephropathy 1362 0 (0.0%)  1373 3 (0.2%)
Dysuria 1362 0 (0.0%)  1373 1 (0.1%)
End stage renal disease 1362 4 (0.3%)  1373 2 (0.1%)

Page 90 of 4674

28/07/2021



t_dapa_pooled_ae_socpt_desc_dae.pdf generated by dapa_ae_pooled.sas at 19:53:47 on 26 July 2021

DAPA
Table 2.1.9.1 - Pooled IPD analysis: Summary of adverse events leading to discontinuation of study medication (DAE) by SOC and PT, overall and by subgroups (safety analysis set)

Page 55 of 120

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race  (contd.)      

Asian  (contd.)      
Renal and urinary disorders  (contd.)      

Focal segmental glomerulosclerosis 1362 1 (0.1%)  1373 0 (0.0%)
Glomerulonephritis chronic 1362 1 (0.1%)  1373 0 (0.0%)
Nocturia 1362 0 (0.0%)  1373 1 (0.1%)
Pollakiuria 1362 1 (0.1%)  1373 0 (0.0%)
Polyuria 1362 0 (0.0%)  1373 1 (0.1%)
Renal failure 1362 3 (0.2%)  1373 0 (0.0%)
Renal impairment 1362 2 (0.1%)  1373 7 (0.5%)

Respiratory, thoracic and mediastinal disorders 1362 1 (0.1%)  1373 1 (0.1%)
Acute respiratory failure 1362 0 (0.0%)  1373 1 (0.1%)
Respiratory failure 1362 1 (0.1%)  1373 0 (0.0%)

Skin and subcutaneous tissue disorders 1362 3 (0.2%)  1373 6 (0.4%)
Dermal cyst 1362 0 (0.0%)  1373 1 (0.1%)
Drug eruption 1362 0 (0.0%)  1373 1 (0.1%)
Eczema 1362 1 (0.1%)  1373 0 (0.0%)
Pruritus 1362 1 (0.1%)  1373 1 (0.1%)
Purpura 1362 0 (0.0%)  1373 1 (0.1%)
Rash 1362 1 (0.1%)  1373 1 (0.1%)
Seborrhoeic dermatitis 1362 0 (0.0%)  1373 1 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Race  (contd.)      

Other      
Any AE 309 15 (4.9%)  304 19 (6.3%)
Cardiac disorders 309 0 (0.0%)  304 2 (0.7%)

Acute myocardial infarction 309 0 (0.0%)  304 1 (0.3%)
Myocardial ischaemia 309 0 (0.0%)  304 1 (0.3%)

Gastrointestinal disorders 309 0 (0.0%)  304 2 (0.7%)
Diarrhoea 309 0 (0.0%)  304 2 (0.7%)

Hepatobiliary disorders 309 2 (0.6%)  304 0 (0.0%)
Bile duct obstruction 309 1 (0.3%)  304 0 (0.0%)
Cholecystitis acute 309 1 (0.3%)  304 0 (0.0%)

Infections and infestations 309 1 (0.3%)  304 2 (0.7%)
Septic shock 309 0 (0.0%)  304 1 (0.3%)
Urosepsis 309 1 (0.3%)  304 0 (0.0%)
Vulvovaginal candidiasis 309 0 (0.0%)  304 1 (0.3%)

Musculoskeletal and connective tissue disorders 309 0 (0.0%)  304 1 (0.3%)
Musculoskeletal pain 309 0 (0.0%)  304 1 (0.3%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 309 2 (0.6%)  304 3 (1.0%)
Hepatocellular carcinoma 309 0 (0.0%)  304 1 (0.3%)
Laryngeal cancer 309 1 (0.3%)  304 0 (0.0%)
Lung adenocarcinoma 309 1 (0.3%)  304 0 (0.0%)
Metastatic gastric cancer 309 0 (0.0%)  304 1 (0.3%)
Prostate cancer 309 0 (0.0%)  304 1 (0.3%)

Nervous system disorders 309 0 (0.0%)  304 1 (0.3%)
Ischaemic stroke 309 0 (0.0%)  304 1 (0.3%)

Renal and urinary disorders 309 10 (3.2%)  304 5 (1.6%)
Acute kidney injury 309 1 (0.3%)  304 0 (0.0%)
Chronic kidney disease 309 0 (0.0%)  304 2 (0.7%)
Diabetic nephropathy 309 2 (0.6%)  304 0 (0.0%)
End stage renal disease 309 1 (0.3%)  304 2 (0.7%)
Renal impairment 309 6 (1.9%)  304 1 (0.3%)

Reproductive system and breast disorders 309 0 (0.0%)  304 2 (0.7%)
Benign prostatic hyperplasia 309 0 (0.0%)  304 1 (0.3%)
Pruritus genital 309 0 (0.0%)  304 1 (0.3%)

Vascular disorders 309 0 (0.0%)  304 1 (0.3%)
Hypotension 309 0 (0.0%)  304 1 (0.3%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 1      

< 45mL/min/1,73m2      
Any AE 1700 122 (7.2%)  1724 119 (6.9%)
Blood and lymphatic system disorders 1700 0 (0.0%)  1724 1 (0.1%)

Immune thrombocytopenic purpura 1700 0 (0.0%)  1724 1 (0.1%)
Cardiac disorders 1700 15 (0.9%)  1724 9 (0.5%)

Acute left ventricular failure 1700 1 (0.1%)  1724 0 (0.0%)
Acute myocardial infarction 1700 4 (0.2%)  1724 2 (0.1%)
Cardiac failure 1700 7 (0.4%)  1724 5 (0.3%)
Cardiac failure congestive 1700 1 (0.1%)  1724 1 (0.1%)
Cardio-respiratory arrest 1700 1 (0.1%)  1724 0 (0.0%)
Myocardial infarction 1700 1 (0.1%)  1724 0 (0.0%)
Ventricular tachycardia 1700 0 (0.0%)  1724 1 (0.1%)

Eye disorders 1700 0 (0.0%)  1724 1 (0.1%)
Vision blurred 1700 0 (0.0%)  1724 1 (0.1%)

Gastrointestinal disorders 1700 3 (0.2%)  1724 5 (0.3%)
Constipation 1700 1 (0.1%)  1724 0 (0.0%)
Diarrhoea 1700 1 (0.1%)  1724 2 (0.1%)
Dyspepsia 1700 0 (0.0%)  1724 2 (0.1%)
Gastric ulcer haemorrhage 1700 0 (0.0%)  1724 1 (0.1%)
Thrombosis mesenteric vessel 1700 1 (0.1%)  1724 0 (0.0%)

General disorders and administration site conditions 1700 3 (0.2%)  1724 2 (0.1%)
Asthenia 1700 2 (0.1%)  1724 1 (0.1%)
Malaise 1700 0 (0.0%)  1724 1 (0.1%)
Non-cardiac chest pain 1700 1 (0.1%)  1724 0 (0.0%)

Hepatobiliary disorders 1700 1 (0.1%)  1724 1 (0.1%)
Cholelithiasis 1700 0 (0.0%)  1724 1 (0.1%)
Hepatic function abnormal 1700 1 (0.1%)  1724 0 (0.0%)

Infections and infestations 1700 8 (0.5%)  1724 18 (1.0%)
Bronchitis 1700 0 (0.0%)  1724 1 (0.1%)
Cystitis 1700 1 (0.1%)  1724 0 (0.0%)
Device related sepsis 1700 0 (0.0%)  1724 1 (0.1%)
Encephalitis 1700 0 (0.0%)  1724 1 (0.1%)
Escherichia sepsis 1700 1 (0.1%)  1724 0 (0.0%)
Fungaemia 1700 0 (0.0%)  1724 1 (0.1%)
Fungal oesophagitis 1700 0 (0.0%)  1724 1 (0.1%)
Fungal skin infection 1700 0 (0.0%)  1724 1 (0.1%)
Gastroenteritis 1700 1 (0.1%)  1724 0 (0.0%)
Genital candidiasis 1700 0 (0.0%)  1724 1 (0.1%)
Large intestine infection 1700 0 (0.0%)  1724 1 (0.1%)
Liver abscess 1700 0 (0.0%)  1724 1 (0.1%)
Osteomyelitis 1700 1 (0.1%)  1724 1 (0.1%)
Pneumonia 1700 2 (0.1%)  1724 0 (0.0%)
Septic shock 1700 0 (0.0%)  1724 1 (0.1%)
Streptococcal bacteraemia 1700 0 (0.0%)  1724 1 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 1  (contd.)      

< 45mL/min/1,73m2  (contd.)      
Infections and infestations  (contd.)      

Urinary tract infection 1700 1 (0.1%)  1724 5 (0.3%)
Urogenital infection bacterial 1700 0 (0.0%)  1724 1 (0.1%)
Urosepsis 1700 1 (0.1%)  1724 0 (0.0%)

Injury, poisoning and procedural complications 1700 4 (0.2%)  1724 0 (0.0%)
Carbon monoxide poisoning 1700 1 (0.1%)  1724 0 (0.0%)
Periprosthetic fracture 1700 1 (0.1%)  1724 0 (0.0%)
Post procedural haemorrhage 1700 1 (0.1%)  1724 0 (0.0%)
Rib fracture 1700 1 (0.1%)  1724 0 (0.0%)

Investigations 1700 10 (0.6%)  1724 13 (0.8%)
Blood creatinine increased 1700 1 (0.1%)  1724 2 (0.1%)
Blood pressure decreased 1700 0 (0.0%)  1724 1 (0.1%)
Creatinine renal clearance decreased 1700 1 (0.1%)  1724 1 (0.1%)
Glomerular filtration rate decreased 1700 8 (0.5%)  1724 9 (0.5%)

Metabolism and nutrition disorders 1700 8 (0.5%)  1724 4 (0.2%)
Diabetes mellitus 1700 1 (0.1%)  1724 0 (0.0%)
Diabetic ketosis 1700 1 (0.1%)  1724 0 (0.0%)
Diabetic metabolic decompensation 1700 0 (0.0%)  1724 1 (0.1%)
Hyperglycaemia 1700 1 (0.1%)  1724 1 (0.1%)
Hyperkalaemia 1700 2 (0.1%)  1724 1 (0.1%)
Hypoglycaemia 1700 2 (0.1%)  1724 0 (0.0%)
Hypovolaemia 1700 0 (0.0%)  1724 1 (0.1%)
Polydipsia 1700 1 (0.1%)  1724 0 (0.0%)

Musculoskeletal and connective tissue disorders 1700 1 (0.1%)  1724 0 (0.0%)
Muscle spasms 1700 1 (0.1%)  1724 0 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 1700 8 (0.5%)  1724 9 (0.5%)
Adenocarcinoma 1700 0 (0.0%)  1724 1 (0.1%)
Adenocarcinoma gastric 1700 1 (0.1%)  1724 0 (0.0%)
Bladder transitional cell carcinoma 1700 1 (0.1%)  1724 0 (0.0%)
Colon adenoma 1700 1 (0.1%)  1724 0 (0.0%)
Colon cancer 1700 0 (0.0%)  1724 1 (0.1%)
Colon cancer metastatic 1700 1 (0.1%)  1724 0 (0.0%)
Gastric cancer 1700 0 (0.0%)  1724 1 (0.1%)
Laryngeal cancer 1700 1 (0.1%)  1724 1 (0.1%)
Metastases to bladder 1700 0 (0.0%)  1724 1 (0.1%)
Plasma cell myeloma 1700 1 (0.1%)  1724 0 (0.0%)
Prostate cancer 1700 0 (0.0%)  1724 2 (0.1%)
Renal cell carcinoma 1700 0 (0.0%)  1724 1 (0.1%)
Small cell lung cancer 1700 1 (0.1%)  1724 0 (0.0%)
Squamous cell carcinoma of lung 1700 0 (0.0%)  1724 1 (0.1%)
Vaginal cancer 1700 1 (0.1%)  1724 0 (0.0%)

Nervous system disorders 1700 9 (0.5%)  1724 10 (0.6%)
Brain stem haemorrhage 1700 1 (0.1%)  1724 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 1  (contd.)      

< 45mL/min/1,73m2  (contd.)      
Nervous system disorders  (contd.)      

Cerebral infarction 1700 1 (0.1%)  1724 0 (0.0%)
Cerebrovascular accident 1700 1 (0.1%)  1724 0 (0.0%)
Dizziness 1700 1 (0.1%)  1724 1 (0.1%)
Dizziness postural 1700 0 (0.0%)  1724 1 (0.1%)
Haemorrhagic stroke 1700 0 (0.0%)  1724 1 (0.1%)
Ischaemic stroke 1700 1 (0.1%)  1724 3 (0.2%)
Loss of consciousness 1700 0 (0.0%)  1724 1 (0.1%)
Memory impairment 1700 1 (0.1%)  1724 0 (0.0%)
Parkinson's disease 1700 0 (0.0%)  1724 1 (0.1%)
Seizure 1700 1 (0.1%)  1724 0 (0.0%)
Subarachnoid haemorrhage 1700 0 (0.0%)  1724 1 (0.1%)
Syncope 1700 1 (0.1%)  1724 1 (0.1%)
Tremor 1700 1 (0.1%)  1724 0 (0.0%)

Psychiatric disorders 1700 0 (0.0%)  1724 1 (0.1%)
Depression 1700 0 (0.0%)  1724 1 (0.1%)

Renal and urinary disorders 1700 46 (2.7%)  1724 40 (2.3%)
Acute kidney injury 1700 10 (0.6%)  1724 5 (0.3%)
Chronic kidney disease 1700 8 (0.5%)  1724 13 (0.8%)
Diabetic nephropathy 1700 2 (0.1%)  1724 1 (0.1%)
End stage renal disease 1700 5 (0.3%)  1724 7 (0.4%)
Focal segmental glomerulosclerosis 1700 1 (0.1%)  1724 0 (0.0%)
Haematuria 1700 0 (0.0%)  1724 1 (0.1%)
Nephritis 1700 0 (0.0%)  1724 1 (0.1%)
Nephrotic syndrome 1700 1 (0.1%)  1724 0 (0.0%)
Pollakiuria 1700 1 (0.1%)  1724 0 (0.0%)
Proteinuria 1700 1 (0.1%)  1724 0 (0.0%)
Renal failure 1700 2 (0.1%)  1724 3 (0.2%)
Renal impairment 1700 14 (0.8%)  1724 9 (0.5%)
Urinary incontinence 1700 1 (0.1%)  1724 0 (0.0%)

Respiratory, thoracic and mediastinal disorders 1700 4 (0.2%)  1724 1 (0.1%)
Dyspnoea 1700 1 (0.1%)  1724 0 (0.0%)
Pulmonary embolism 1700 1 (0.1%)  1724 1 (0.1%)
Respiratory failure 1700 2 (0.1%)  1724 0 (0.0%)

Skin and subcutaneous tissue disorders 1700 4 (0.2%)  1724 4 (0.2%)
Dermal cyst 1700 0 (0.0%)  1724 1 (0.1%)
Dermatitis allergic 1700 1 (0.1%)  1724 1 (0.1%)
Eczema 1700 1 (0.1%)  1724 0 (0.0%)
Pruritus 1700 1 (0.1%)  1724 0 (0.0%)
Pruritus generalised 1700 1 (0.1%)  1724 0 (0.0%)
Skin ulcer 1700 0 (0.0%)  1724 1 (0.1%)
Urticaria 1700 0 (0.0%)  1724 1 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 1  (contd.)      

< 45mL/min/1,73m2  (contd.)      
Vascular disorders 1700 1 (0.1%)  1724 3 (0.2%)

Deep vein thrombosis 1700 1 (0.1%)  1724 1 (0.1%)
Hypotension 1700 0 (0.0%)  1724 2 (0.1%)

>= 45mL/min/1,73m2      
Any AE 4361 333 (7.6%)  4342 348 (8.0%)
Blood and lymphatic system disorders 4361 2 (0.0%)  4342 1 (0.0%)

Anaemia 4361 2 (0.0%)  4342 0 (0.0%)
Disseminated intravascular coagulation 4361 0 (0.0%)  4342 1 (0.0%)

Cardiac disorders 4361 32 (0.7%)  4342 31 (0.7%)
Acute coronary syndrome 4361 1 (0.0%)  4342 0 (0.0%)
Acute myocardial infarction 4361 7 (0.2%)  4342 6 (0.1%)
Angina unstable 4361 3 (0.1%)  4342 1 (0.0%)
Atrial fibrillation 4361 1 (0.0%)  4342 1 (0.0%)
Atrioventricular block complete 4361 0 (0.0%)  4342 1 (0.0%)
Cardiac arrest 4361 0 (0.0%)  4342 1 (0.0%)
Cardiac failure 4361 2 (0.0%)  4342 10 (0.2%)
Cardiac failure acute 4361 1 (0.0%)  4342 0 (0.0%)
Cardiac failure chronic 4361 1 (0.0%)  4342 1 (0.0%)
Cardiac failure congestive 4361 7 (0.2%)  4342 4 (0.1%)
Cardiogenic shock 4361 0 (0.0%)  4342 1 (0.0%)
Coronary artery disease 4361 1 (0.0%)  4342 2 (0.0%)
Myocardial fibrosis 4361 0 (0.0%)  4342 1 (0.0%)
Myocardial infarction 4361 4 (0.1%)  4342 1 (0.0%)
Myocardial ischaemia 4361 0 (0.0%)  4342 1 (0.0%)
Palpitations 4361 2 (0.0%)  4342 0 (0.0%)
Pericarditis 4361 0 (0.0%)  4342 1 (0.0%)
Tachycardia 4361 1 (0.0%)  4342 0 (0.0%)
Ventricular tachycardia 4361 1 (0.0%)  4342 0 (0.0%)

Eye disorders 4361 1 (0.0%)  4342 0 (0.0%)
Eyelid oedema 4361 1 (0.0%)  4342 0 (0.0%)

Gastrointestinal disorders 4361 20 (0.5%)  4342 14 (0.3%)
Abdominal discomfort 4361 0 (0.0%)  4342 1 (0.0%)
Abdominal distension 4361 1 (0.0%)  4342 0 (0.0%)
Abdominal pain 4361 1 (0.0%)  4342 0 (0.0%)
Abdominal pain lower 4361 0 (0.0%)  4342 1 (0.0%)
Abdominal pain upper 4361 1 (0.0%)  4342 0 (0.0%)
Constipation 4361 2 (0.0%)  4342 1 (0.0%)
Diarrhoea 4361 11 (0.3%)  4342 6 (0.1%)
Gastric disorder 4361 0 (0.0%)  4342 1 (0.0%)
Gastrointestinal disorder 4361 0 (0.0%)  4342 1 (0.0%)
Lower gastrointestinal haemorrhage 4361 1 (0.0%)  4342 0 (0.0%)
Nausea 4361 2 (0.0%)  4342 2 (0.0%)
Pancreatitis 4361 1 (0.0%)  4342 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 1  (contd.)      

>= 45mL/min/1,73m2  (contd.)      
Gastrointestinal disorders  (contd.)      

Stomatitis 4361 0 (0.0%)  4342 1 (0.0%)
General disorders and administration site conditions 4361 8 (0.2%)  4342 6 (0.1%)

Asthenia 4361 1 (0.0%)  4342 1 (0.0%)
Fatigue 4361 3 (0.1%)  4342 2 (0.0%)
Gait disturbance 4361 0 (0.0%)  4342 1 (0.0%)
Non-cardiac chest pain 4361 0 (0.0%)  4342 1 (0.0%)
Peripheral swelling 4361 2 (0.0%)  4342 1 (0.0%)
Pyrexia 4361 1 (0.0%)  4342 0 (0.0%)
Swelling 4361 1 (0.0%)  4342 0 (0.0%)

Hepatobiliary disorders 4361 9 (0.2%)  4342 2 (0.0%)
Autoimmune hepatitis 4361 1 (0.0%)  4342 0 (0.0%)
Bile duct obstruction 4361 2 (0.0%)  4342 0 (0.0%)
Cholecystitis 4361 0 (0.0%)  4342 1 (0.0%)
Cholecystitis acute 4361 2 (0.0%)  4342 0 (0.0%)
Gallbladder enlargement 4361 0 (0.0%)  4342 1 (0.0%)
Hepatic cirrhosis 4361 2 (0.0%)  4342 0 (0.0%)
Hepatic mass 4361 1 (0.0%)  4342 0 (0.0%)
Hepatic steatosis 4361 1 (0.0%)  4342 0 (0.0%)

Immune system disorders 4361 0 (0.0%)  4342 1 (0.0%)
Drug hypersensitivity 4361 0 (0.0%)  4342 1 (0.0%)

Infections and infestations 4361 40 (0.9%)  4342 72 (1.7%)
Bacterial sepsis 4361 1 (0.0%)  4342 0 (0.0%)
Balanoposthitis infective 4361 0 (0.0%)  4342 1 (0.0%)
Candida infection 4361 3 (0.1%)  4342 1 (0.0%)
Cellulitis 4361 1 (0.0%)  4342 0 (0.0%)
Cholecystitis infective 4361 1 (0.0%)  4342 0 (0.0%)
Chronic hepatitis C 4361 0 (0.0%)  4342 1 (0.0%)
Cystitis 4361 2 (0.0%)  4342 3 (0.1%)
Endocarditis staphylococcal 4361 1 (0.0%)  4342 0 (0.0%)
Erysipelas 4361 0 (0.0%)  4342 1 (0.0%)
Eye infection 4361 0 (0.0%)  4342 1 (0.0%)
Folliculitis 4361 0 (0.0%)  4342 1 (0.0%)
Fungal balanitis 4361 0 (0.0%)  4342 1 (0.0%)
Fungal infection 4361 1 (0.0%)  4342 4 (0.1%)
Gangrene 4361 1 (0.0%)  4342 1 (0.0%)
Genital candidiasis 4361 0 (0.0%)  4342 2 (0.0%)
Genital infection 4361 0 (0.0%)  4342 1 (0.0%)
Genital infection fungal 4361 1 (0.0%)  4342 1 (0.0%)
Hepatitis E 4361 1 (0.0%)  4342 0 (0.0%)
Infected skin ulcer 4361 1 (0.0%)  4342 0 (0.0%)
Intervertebral discitis 4361 0 (0.0%)  4342 1 (0.0%)
Mucormycosis 4361 1 (0.0%)  4342 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 1  (contd.)      

>= 45mL/min/1,73m2  (contd.)      
Infections and infestations  (contd.)      

Onychomycosis 4361 1 (0.0%)  4342 0 (0.0%)
Osteomyelitis 4361 0 (0.0%)  4342 1 (0.0%)
Penile infection 4361 0 (0.0%)  4342 1 (0.0%)
Pneumonia 4361 4 (0.1%)  4342 4 (0.1%)
Pneumonia influenzal 4361 0 (0.0%)  4342 1 (0.0%)
Post procedural infection 4361 0 (0.0%)  4342 1 (0.0%)
Pulmonary sepsis 4361 0 (0.0%)  4342 1 (0.0%)
Pyelonephritis 4361 1 (0.0%)  4342 0 (0.0%)
Pyelonephritis acute 4361 2 (0.0%)  4342 2 (0.0%)
Sepsis 4361 2 (0.0%)  4342 1 (0.0%)
Septic shock 4361 0 (0.0%)  4342 1 (0.0%)
Urethritis 4361 0 (0.0%)  4342 3 (0.1%)
Urinary tract infection 4361 11 (0.3%)  4342 22 (0.5%)
Urinary tract infection enterococcal 4361 1 (0.0%)  4342 0 (0.0%)
Urinary tract infection fungal 4361 0 (0.0%)  4342 1 (0.0%)
Urosepsis 4361 2 (0.0%)  4342 1 (0.0%)
Vulvovaginal candidiasis 4361 0 (0.0%)  4342 5 (0.1%)
Vulvovaginal mycotic infection 4361 0 (0.0%)  4342 8 (0.2%)
Wound infection 4361 1 (0.0%)  4342 0 (0.0%)

Injury, poisoning and procedural complications 4361 2 (0.0%)  4342 0 (0.0%)
Multiple injuries 4361 2 (0.0%)  4342 0 (0.0%)

Investigations 4361 16 (0.4%)  4342 20 (0.5%)
Blood alkaline phosphatase increased 4361 1 (0.0%)  4342 0 (0.0%)
Blood creatine increased 4361 1 (0.0%)  4342 0 (0.0%)
Blood creatinine increased 4361 3 (0.1%)  4342 7 (0.2%)
Blood electrolytes decreased 4361 1 (0.0%)  4342 0 (0.0%)
Creatinine renal clearance decreased 4361 2 (0.0%)  4342 2 (0.0%)
Glomerular filtration rate decreased 4361 3 (0.1%)  4342 5 (0.1%)
Glomerular filtration rate increased 4361 1 (0.0%)  4342 0 (0.0%)
Haematocrit increased 4361 0 (0.0%)  4342 1 (0.0%)
Haemoglobin increased 4361 0 (0.0%)  4342 1 (0.0%)
Hepatic enzyme increased 4361 1 (0.0%)  4342 0 (0.0%)
Hepatitis C antibody positive 4361 1 (0.0%)  4342 0 (0.0%)
Liver function test abnormal 4361 0 (0.0%)  4342 1 (0.0%)
Liver function test increased 4361 2 (0.0%)  4342 1 (0.0%)
Tumour marker increased 4361 0 (0.0%)  4342 1 (0.0%)
Urine albumin/creatinine ratio increased 4361 0 (0.0%)  4342 1 (0.0%)

Metabolism and nutrition disorders 4361 23 (0.5%)  4342 15 (0.3%)
Abnormal loss of weight 4361 1 (0.0%)  4342 0 (0.0%)
Dehydration 4361 0 (0.0%)  4342 1 (0.0%)
Diabetes mellitus 4361 4 (0.1%)  4342 0 (0.0%)
Diabetes mellitus inadequate control 4361 2 (0.0%)  4342 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 1  (contd.)      

>= 45mL/min/1,73m2  (contd.)      
Metabolism and nutrition disorders  (contd.)      

Diabetic ketoacidosis 4361 0 (0.0%)  4342 1 (0.0%)
Diabetic metabolic decompensation 4361 0 (0.0%)  4342 1 (0.0%)
Hypercalcaemia 4361 1 (0.0%)  4342 0 (0.0%)
Hyperglycaemia 4361 5 (0.1%)  4342 0 (0.0%)
Hyperkalaemia 4361 0 (0.0%)  4342 1 (0.0%)
Hypoglycaemia 4361 4 (0.1%)  4342 3 (0.1%)
Hypokalaemia 4361 0 (0.0%)  4342 1 (0.0%)
Hypovolaemia 4361 2 (0.0%)  4342 3 (0.1%)
Latent autoimmune diabetes in adults 4361 2 (0.0%)  4342 0 (0.0%)
Polydipsia 4361 0 (0.0%)  4342 1 (0.0%)
Type 1 diabetes mellitus 4361 2 (0.0%)  4342 3 (0.1%)

Musculoskeletal and connective tissue disorders 4361 9 (0.2%)  4342 5 (0.1%)
Back pain 4361 0 (0.0%)  4342 2 (0.0%)
Intervertebral disc degeneration 4361 1 (0.0%)  4342 0 (0.0%)
Muscle spasms 4361 0 (0.0%)  4342 1 (0.0%)
Musculoskeletal pain 4361 0 (0.0%)  4342 1 (0.0%)
Myalgia 4361 4 (0.1%)  4342 0 (0.0%)
Pain in extremity 4361 1 (0.0%)  4342 0 (0.0%)
Rhabdomyolysis 4361 1 (0.0%)  4342 0 (0.0%)
Rheumatoid arthritis 4361 2 (0.0%)  4342 0 (0.0%)
Spinal column stenosis 4361 0 (0.0%)  4342 1 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 4361 56 (1.3%)  4342 57 (1.3%)
Acute myeloid leukaemia 4361 0 (0.0%)  4342 1 (0.0%)
Adenocarcinoma of colon 4361 0 (0.0%)  4342 1 (0.0%)
Adenocarcinoma pancreas 4361 1 (0.0%)  4342 1 (0.0%)
Bile duct cancer 4361 1 (0.0%)  4342 0 (0.0%)
Bladder cancer 4361 5 (0.1%)  4342 5 (0.1%)
Bladder cancer stage II 4361 0 (0.0%)  4342 1 (0.0%)
Bladder transitional cell carcinoma 4361 6 (0.1%)  4342 1 (0.0%)
Brain neoplasm malignant 4361 1 (0.0%)  4342 0 (0.0%)
Breast cancer female 4361 1 (0.0%)  4342 3 (0.1%)
Cervix carcinoma 4361 1 (0.0%)  4342 0 (0.0%)
Cholangiocarcinoma 4361 2 (0.0%)  4342 1 (0.0%)
Diffuse large B-cell lymphoma 4361 0 (0.0%)  4342 1 (0.0%)
Endometrial adenocarcinoma 4361 2 (0.0%)  4342 1 (0.0%)
Epithelioid mesothelioma 4361 1 (0.0%)  4342 0 (0.0%)
Gallbladder cancer metastatic 4361 1 (0.0%)  4342 0 (0.0%)
Gastric cancer 4361 2 (0.0%)  4342 0 (0.0%)
Gastric cancer stage III 4361 2 (0.0%)  4342 0 (0.0%)
Gastrointestinal adenocarcinoma 4361 1 (0.0%)  4342 0 (0.0%)
Gastrointestinal carcinoma 4361 1 (0.0%)  4342 0 (0.0%)
Glioblastoma 4361 1 (0.0%)  4342 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 1  (contd.)      

>= 45mL/min/1,73m2  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Glioblastoma multiforme 4361 0 (0.0%)  4342 1 (0.0%)
Hepatic cancer 4361 1 (0.0%)  4342 0 (0.0%)
Hepatocellular carcinoma 4361 1 (0.0%)  4342 2 (0.0%)
Hypopharyngeal cancer 4361 0 (0.0%)  4342 1 (0.0%)
Intraductal proliferative breast lesion 4361 0 (0.0%)  4342 1 (0.0%)
Lung adenocarcinoma 4361 2 (0.0%)  4342 0 (0.0%)
Lung cancer metastatic 4361 3 (0.1%)  4342 2 (0.0%)
Lung neoplasm malignant 4361 0 (0.0%)  4342 5 (0.1%)
Lung squamous cell carcinoma metastatic 4361 1 (0.0%)  4342 0 (0.0%)
Malignant neoplasm of ampulla of Vater 4361 1 (0.0%)  4342 0 (0.0%)
Malignant peritoneal neoplasm 4361 0 (0.0%)  4342 1 (0.0%)
Metastatic gastric cancer 4361 0 (0.0%)  4342 1 (0.0%)
Non-small cell lung cancer 4361 1 (0.0%)  4342 0 (0.0%)
Non-small cell lung cancer recurrent 4361 0 (0.0%)  4342 1 (0.0%)
Non-small cell lung cancer stage IV 4361 0 (0.0%)  4342 1 (0.0%)
Oesophageal adenocarcinoma 4361 1 (0.0%)  4342 1 (0.0%)
Oesophageal carcinoma 4361 1 (0.0%)  4342 0 (0.0%)
Pancreatic carcinoma 4361 1 (0.0%)  4342 1 (0.0%)
Pancreatic carcinoma metastatic 4361 3 (0.1%)  4342 0 (0.0%)
Pancreatic neuroendocrine tumour 4361 0 (0.0%)  4342 1 (0.0%)
Papillary tumour of renal pelvis 4361 0 (0.0%)  4342 1 (0.0%)
Prostate cancer 4361 1 (0.0%)  4342 5 (0.1%)
Prostate cancer metastatic 4361 1 (0.0%)  4342 1 (0.0%)
Prostate cancer recurrent 4361 0 (0.0%)  4342 1 (0.0%)
Rectal adenocarcinoma 4361 0 (0.0%)  4342 1 (0.0%)
Rectal cancer metastatic 4361 1 (0.0%)  4342 0 (0.0%)
Renal cancer 4361 1 (0.0%)  4342 4 (0.1%)
Renal cell carcinoma 4361 0 (0.0%)  4342 1 (0.0%)
Renal hamartoma 4361 0 (0.0%)  4342 1 (0.0%)
Renal neoplasm 4361 0 (0.0%)  4342 2 (0.0%)
Small intestine adenocarcinoma 4361 1 (0.0%)  4342 0 (0.0%)
Squamous cell carcinoma of lung 4361 0 (0.0%)  4342 2 (0.0%)
Squamous cell carcinoma of the tongue 4361 1 (0.0%)  4342 0 (0.0%)
Transitional cell carcinoma 4361 5 (0.1%)  4342 3 (0.1%)

Nervous system disorders 4361 28 (0.6%)  4342 26 (0.6%)
Brain stem infarction 4361 0 (0.0%)  4342 2 (0.0%)
Brain stem stroke 4361 0 (0.0%)  4342 1 (0.0%)
Cerebral artery occlusion 4361 1 (0.0%)  4342 0 (0.0%)
Cerebral haemorrhage 4361 0 (0.0%)  4342 1 (0.0%)
Cerebral infarction 4361 2 (0.0%)  4342 2 (0.0%)
Cerebrovascular accident 4361 6 (0.1%)  4342 5 (0.1%)
Cognitive disorder 4361 0 (0.0%)  4342 2 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 1  (contd.)      

>= 45mL/min/1,73m2  (contd.)      
Nervous system disorders  (contd.)      

Dementia 4361 3 (0.1%)  4342 1 (0.0%)
Dizziness 4361 3 (0.1%)  4342 6 (0.1%)
Dysgeusia 4361 0 (0.0%)  4342 1 (0.0%)
Haemorrhage intracranial 4361 1 (0.0%)  4342 0 (0.0%)
Haemorrhagic stroke 4361 4 (0.1%)  4342 1 (0.0%)
Ischaemic cerebral infarction 4361 1 (0.0%)  4342 1 (0.0%)
Ischaemic stroke 4361 3 (0.1%)  4342 3 (0.1%)
Lethargy 4361 1 (0.0%)  4342 0 (0.0%)
Myoclonus 4361 1 (0.0%)  4342 0 (0.0%)
Senile dementia 4361 1 (0.0%)  4342 0 (0.0%)
Somnolence 4361 2 (0.0%)  4342 0 (0.0%)

Psychiatric disorders 4361 2 (0.0%)  4342 0 (0.0%)
Confusional state 4361 2 (0.0%)  4342 0 (0.0%)

Renal and urinary disorders 4361 65 (1.5%)  4342 58 (1.3%)
Acute kidney injury 4361 13 (0.3%)  4342 8 (0.2%)
Albuminuria 4361 1 (0.0%)  4342 0 (0.0%)
Chromaturia 4361 1 (0.0%)  4342 0 (0.0%)
Chronic kidney disease 4361 8 (0.2%)  4342 1 (0.0%)
Diabetic nephropathy 4361 3 (0.1%)  4342 3 (0.1%)
Dysuria 4361 1 (0.0%)  4342 4 (0.1%)
End stage renal disease 4361 3 (0.1%)  4342 0 (0.0%)
Glomerulonephritis chronic 4361 1 (0.0%)  4342 0 (0.0%)
Glycosuria 4361 0 (0.0%)  4342 1 (0.0%)
Haematuria 4361 1 (0.0%)  4342 3 (0.1%)
IgA nephropathy 4361 1 (0.0%)  4342 0 (0.0%)
Microalbuminuria 4361 2 (0.0%)  4342 0 (0.0%)
Micturition urgency 4361 1 (0.0%)  4342 1 (0.0%)
Myeloma cast nephropathy 4361 1 (0.0%)  4342 0 (0.0%)
Nephrolithiasis 4361 0 (0.0%)  4342 1 (0.0%)
Nephropathy 4361 2 (0.0%)  4342 0 (0.0%)
Nephrotic syndrome 4361 1 (0.0%)  4342 0 (0.0%)
Nocturia 4361 1 (0.0%)  4342 2 (0.0%)
Pollakiuria 4361 4 (0.1%)  4342 7 (0.2%)
Polyuria 4361 0 (0.0%)  4342 5 (0.1%)
Proteinuria 4361 1 (0.0%)  4342 0 (0.0%)
Renal amyloidosis 4361 1 (0.0%)  4342 0 (0.0%)
Renal failure 4361 4 (0.1%)  4342 7 (0.2%)
Renal impairment 4361 14 (0.3%)  4342 13 (0.3%)
Urinary incontinence 4361 0 (0.0%)  4342 1 (0.0%)
Urinary tract discomfort 4361 0 (0.0%)  4342 1 (0.0%)

Reproductive system and breast disorders 4361 2 (0.0%)  4342 14 (0.3%)
Balanoposthitis 4361 2 (0.0%)  4342 7 (0.2%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 1  (contd.)      

>= 45mL/min/1,73m2  (contd.)      
Reproductive system and breast disorders  (contd.)      

Benign prostatic hyperplasia 4361 0 (0.0%)  4342 1 (0.0%)
Pruritus genital 4361 0 (0.0%)  4342 3 (0.1%)
Vulvovaginal pruritus 4361 0 (0.0%)  4342 3 (0.1%)

Respiratory, thoracic and mediastinal disorders 4361 9 (0.2%)  4342 4 (0.1%)
Acute respiratory distress syndrome 4361 0 (0.0%)  4342 2 (0.0%)
Acute respiratory failure 4361 0 (0.0%)  4342 1 (0.0%)
Chronic obstructive pulmonary disease 4361 2 (0.0%)  4342 0 (0.0%)
Dyspnoea 4361 1 (0.0%)  4342 1 (0.0%)
Lung infiltration 4361 1 (0.0%)  4342 0 (0.0%)
Pneumonia aspiration 4361 1 (0.0%)  4342 0 (0.0%)
Respiratory failure 4361 4 (0.1%)  4342 0 (0.0%)

Skin and subcutaneous tissue disorders 4361 12 (0.3%)  4342 17 (0.4%)
Dermatitis allergic 4361 2 (0.0%)  4342 1 (0.0%)
Diabetic foot 4361 1 (0.0%)  4342 0 (0.0%)
Drug eruption 4361 0 (0.0%)  4342 1 (0.0%)
Eczema 4361 0 (0.0%)  4342 2 (0.0%)
Lichen sclerosus 4361 0 (0.0%)  4342 1 (0.0%)
Petechiae 4361 1 (0.0%)  4342 0 (0.0%)
Pruritus 4361 2 (0.0%)  4342 3 (0.1%)
Pruritus generalised 4361 1 (0.0%)  4342 1 (0.0%)
Psoriasis 4361 1 (0.0%)  4342 0 (0.0%)
Purpura 4361 0 (0.0%)  4342 1 (0.0%)
Rash 4361 3 (0.1%)  4342 2 (0.0%)
Rash generalised 4361 1 (0.0%)  4342 0 (0.0%)
Rash pruritic 4361 0 (0.0%)  4342 1 (0.0%)
Seborrhoeic dermatitis 4361 0 (0.0%)  4342 1 (0.0%)
Skin odour abnormal 4361 0 (0.0%)  4342 1 (0.0%)
Skin ulcer 4361 0 (0.0%)  4342 1 (0.0%)
Urticaria 4361 0 (0.0%)  4342 1 (0.0%)

Surgical and medical procedures 4361 1 (0.0%)  4342 0 (0.0%)
Dialysis 4361 1 (0.0%)  4342 0 (0.0%)

Vascular disorders 4361 2 (0.0%)  4342 10 (0.2%)
Aortic arteriosclerosis 4361 0 (0.0%)  4342 1 (0.0%)
Aortic stenosis 4361 0 (0.0%)  4342 1 (0.0%)
Arterial occlusive disease 4361 1 (0.0%)  4342 0 (0.0%)
Hypertension 4361 0 (0.0%)  4342 1 (0.0%)
Hypotension 4361 1 (0.0%)  4342 7 (0.2%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 2      

< 60mL/min/1,73m2      
Any AE 3549 260 (7.3%)  3479 269 (7.7%)
Blood and lymphatic system disorders 3549 0 (0.0%)  3479 1 (0.0%)

Immune thrombocytopenic purpura 3549 0 (0.0%)  3479 1 (0.0%)
Cardiac disorders 3549 33 (0.9%)  3479 25 (0.7%)

Acute coronary syndrome 3549 1 (0.0%)  3479 0 (0.0%)
Acute left ventricular failure 3549 1 (0.0%)  3479 0 (0.0%)
Acute myocardial infarction 3549 7 (0.2%)  3479 5 (0.1%)
Angina unstable 3549 1 (0.0%)  3479 0 (0.0%)
Atrial fibrillation 3549 1 (0.0%)  3479 1 (0.0%)
Cardiac failure 3549 7 (0.2%)  3479 10 (0.3%)
Cardiac failure acute 3549 1 (0.0%)  3479 0 (0.0%)
Cardiac failure chronic 3549 1 (0.0%)  3479 1 (0.0%)
Cardiac failure congestive 3549 7 (0.2%)  3479 4 (0.1%)
Cardio-respiratory arrest 3549 1 (0.0%)  3479 0 (0.0%)
Cardiogenic shock 3549 0 (0.0%)  3479 1 (0.0%)
Myocardial fibrosis 3549 0 (0.0%)  3479 1 (0.0%)
Myocardial infarction 3549 2 (0.1%)  3479 0 (0.0%)
Myocardial ischaemia 3549 0 (0.0%)  3479 1 (0.0%)
Palpitations 3549 1 (0.0%)  3479 0 (0.0%)
Pericarditis 3549 0 (0.0%)  3479 1 (0.0%)
Tachycardia 3549 1 (0.0%)  3479 0 (0.0%)
Ventricular tachycardia 3549 1 (0.0%)  3479 1 (0.0%)

Eye disorders 3549 0 (0.0%)  3479 1 (0.0%)
Vision blurred 3549 0 (0.0%)  3479 1 (0.0%)

Gastrointestinal disorders 3549 13 (0.4%)  3479 15 (0.4%)
Abdominal discomfort 3549 0 (0.0%)  3479 1 (0.0%)
Abdominal distension 3549 1 (0.0%)  3479 0 (0.0%)
Abdominal pain lower 3549 0 (0.0%)  3479 1 (0.0%)
Constipation 3549 2 (0.1%)  3479 1 (0.0%)
Diarrhoea 3549 7 (0.2%)  3479 4 (0.1%)
Dyspepsia 3549 0 (0.0%)  3479 2 (0.1%)
Gastric disorder 3549 0 (0.0%)  3479 1 (0.0%)
Gastric ulcer haemorrhage 3549 0 (0.0%)  3479 1 (0.0%)
Gastrointestinal disorder 3549 0 (0.0%)  3479 1 (0.0%)
Lower gastrointestinal haemorrhage 3549 1 (0.0%)  3479 0 (0.0%)
Nausea 3549 0 (0.0%)  3479 2 (0.1%)
Pancreatitis 3549 1 (0.0%)  3479 0 (0.0%)
Stomatitis 3549 0 (0.0%)  3479 1 (0.0%)
Thrombosis mesenteric vessel 3549 1 (0.0%)  3479 0 (0.0%)

General disorders and administration site conditions 3549 6 (0.2%)  3479 5 (0.1%)
Asthenia 3549 2 (0.1%)  3479 1 (0.0%)
Fatigue 3549 2 (0.1%)  3479 2 (0.1%)
Gait disturbance 3549 0 (0.0%)  3479 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 2  (contd.)      

< 60mL/min/1,73m2  (contd.)      
General disorders and administration site conditions  (contd.)      

Malaise 3549 0 (0.0%)  3479 1 (0.0%)
Non-cardiac chest pain 3549 1 (0.0%)  3479 0 (0.0%)
Peripheral swelling 3549 1 (0.0%)  3479 0 (0.0%)

Hepatobiliary disorders 3549 4 (0.1%)  3479 3 (0.1%)
Bile duct obstruction 3549 1 (0.0%)  3479 0 (0.0%)
Cholecystitis 3549 0 (0.0%)  3479 1 (0.0%)
Cholecystitis acute 3549 1 (0.0%)  3479 0 (0.0%)
Cholelithiasis 3549 0 (0.0%)  3479 1 (0.0%)
Gallbladder enlargement 3549 0 (0.0%)  3479 1 (0.0%)
Hepatic cirrhosis 3549 1 (0.0%)  3479 0 (0.0%)
Hepatic function abnormal 3549 1 (0.0%)  3479 0 (0.0%)

Infections and infestations 3549 22 (0.6%)  3479 44 (1.3%)
Bacterial sepsis 3549 1 (0.0%)  3479 0 (0.0%)
Bronchitis 3549 0 (0.0%)  3479 1 (0.0%)
Cystitis 3549 3 (0.1%)  3479 3 (0.1%)
Device related sepsis 3549 0 (0.0%)  3479 1 (0.0%)
Encephalitis 3549 0 (0.0%)  3479 1 (0.0%)
Erysipelas 3549 0 (0.0%)  3479 1 (0.0%)
Escherichia sepsis 3549 1 (0.0%)  3479 0 (0.0%)
Eye infection 3549 0 (0.0%)  3479 1 (0.0%)
Folliculitis 3549 0 (0.0%)  3479 1 (0.0%)
Fungaemia 3549 0 (0.0%)  3479 1 (0.0%)
Fungal balanitis 3549 0 (0.0%)  3479 1 (0.0%)
Fungal oesophagitis 3549 0 (0.0%)  3479 1 (0.0%)
Fungal skin infection 3549 0 (0.0%)  3479 1 (0.0%)
Gangrene 3549 0 (0.0%)  3479 1 (0.0%)
Gastroenteritis 3549 1 (0.0%)  3479 0 (0.0%)
Genital candidiasis 3549 0 (0.0%)  3479 1 (0.0%)
Infected skin ulcer 3549 1 (0.0%)  3479 0 (0.0%)
Large intestine infection 3549 0 (0.0%)  3479 1 (0.0%)
Liver abscess 3549 0 (0.0%)  3479 1 (0.0%)
Onychomycosis 3549 1 (0.0%)  3479 0 (0.0%)
Osteomyelitis 3549 1 (0.0%)  3479 2 (0.1%)
Pneumonia 3549 4 (0.1%)  3479 0 (0.0%)
Pneumonia influenzal 3549 0 (0.0%)  3479 1 (0.0%)
Pulmonary sepsis 3549 0 (0.0%)  3479 1 (0.0%)
Pyelonephritis acute 3549 1 (0.0%)  3479 0 (0.0%)
Sepsis 3549 1 (0.0%)  3479 0 (0.0%)
Septic shock 3549 0 (0.0%)  3479 1 (0.0%)
Streptococcal bacteraemia 3549 0 (0.0%)  3479 1 (0.0%)
Urinary tract infection 3549 5 (0.1%)  3479 12 (0.3%)
Urogenital infection bacterial 3549 0 (0.0%)  3479 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 2  (contd.)      

< 60mL/min/1,73m2  (contd.)      
Infections and infestations  (contd.)      

Urosepsis 3549 2 (0.1%)  3479 1 (0.0%)
Vulvovaginal candidiasis 3549 0 (0.0%)  3479 3 (0.1%)
Vulvovaginal mycotic infection 3549 0 (0.0%)  3479 5 (0.1%)

Injury, poisoning and procedural complications 3549 5 (0.1%)  3479 0 (0.0%)
Carbon monoxide poisoning 3549 1 (0.0%)  3479 0 (0.0%)
Multiple injuries 3549 1 (0.0%)  3479 0 (0.0%)
Periprosthetic fracture 3549 1 (0.0%)  3479 0 (0.0%)
Post procedural haemorrhage 3549 1 (0.0%)  3479 0 (0.0%)
Rib fracture 3549 1 (0.0%)  3479 0 (0.0%)

Investigations 3549 19 (0.5%)  3479 22 (0.6%)
Blood creatine increased 3549 1 (0.0%)  3479 0 (0.0%)
Blood creatinine increased 3549 3 (0.1%)  3479 5 (0.1%)
Blood electrolytes decreased 3549 1 (0.0%)  3479 0 (0.0%)
Blood pressure decreased 3549 0 (0.0%)  3479 1 (0.0%)
Creatinine renal clearance decreased 3549 2 (0.1%)  3479 1 (0.0%)
Glomerular filtration rate decreased 3549 10 (0.3%)  3479 12 (0.3%)
Glomerular filtration rate increased 3549 1 (0.0%)  3479 0 (0.0%)
Haematocrit increased 3549 0 (0.0%)  3479 1 (0.0%)
Haemoglobin increased 3549 0 (0.0%)  3479 1 (0.0%)
Hepatitis C antibody positive 3549 1 (0.0%)  3479 0 (0.0%)
Liver function test abnormal 3549 0 (0.0%)  3479 1 (0.0%)

Metabolism and nutrition disorders 3549 18 (0.5%)  3479 10 (0.3%)
Dehydration 3549 0 (0.0%)  3479 1 (0.0%)
Diabetes mellitus 3549 1 (0.0%)  3479 0 (0.0%)
Diabetes mellitus inadequate control 3549 1 (0.0%)  3479 0 (0.0%)
Diabetic ketosis 3549 1 (0.0%)  3479 0 (0.0%)
Diabetic metabolic decompensation 3549 0 (0.0%)  3479 1 (0.0%)
Hypercalcaemia 3549 1 (0.0%)  3479 0 (0.0%)
Hyperglycaemia 3549 3 (0.1%)  3479 1 (0.0%)
Hyperkalaemia 3549 2 (0.1%)  3479 2 (0.1%)
Hypoglycaemia 3549 4 (0.1%)  3479 0 (0.0%)
Hypokalaemia 3549 0 (0.0%)  3479 1 (0.0%)
Hypovolaemia 3549 2 (0.1%)  3479 4 (0.1%)
Latent autoimmune diabetes in adults 3549 2 (0.1%)  3479 0 (0.0%)
Polydipsia 3549 1 (0.0%)  3479 0 (0.0%)

Musculoskeletal and connective tissue disorders 3549 6 (0.2%)  3479 1 (0.0%)
Muscle spasms 3549 1 (0.0%)  3479 0 (0.0%)
Myalgia 3549 3 (0.1%)  3479 0 (0.0%)
Rheumatoid arthritis 3549 2 (0.1%)  3479 0 (0.0%)
Spinal column stenosis 3549 0 (0.0%)  3479 1 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 3549 22 (0.6%)  3479 27 (0.8%)
Adenocarcinoma 3549 0 (0.0%)  3479 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 2  (contd.)      

< 60mL/min/1,73m2  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Adenocarcinoma gastric 3549 1 (0.0%)  3479 0 (0.0%)
Bile duct cancer 3549 1 (0.0%)  3479 0 (0.0%)
Bladder cancer 3549 0 (0.0%)  3479 2 (0.1%)
Bladder transitional cell carcinoma 3549 1 (0.0%)  3479 0 (0.0%)
Brain neoplasm malignant 3549 1 (0.0%)  3479 0 (0.0%)
Breast cancer female 3549 0 (0.0%)  3479 1 (0.0%)
Cervix carcinoma 3549 1 (0.0%)  3479 0 (0.0%)
Cholangiocarcinoma 3549 1 (0.0%)  3479 0 (0.0%)
Colon adenoma 3549 1 (0.0%)  3479 0 (0.0%)
Colon cancer 3549 0 (0.0%)  3479 1 (0.0%)
Colon cancer metastatic 3549 1 (0.0%)  3479 0 (0.0%)
Diffuse large B-cell lymphoma 3549 0 (0.0%)  3479 1 (0.0%)
Endometrial adenocarcinoma 3549 0 (0.0%)  3479 1 (0.0%)
Epithelioid mesothelioma 3549 1 (0.0%)  3479 0 (0.0%)
Gallbladder cancer metastatic 3549 1 (0.0%)  3479 0 (0.0%)
Gastric cancer 3549 1 (0.0%)  3479 1 (0.0%)
Glioblastoma 3549 1 (0.0%)  3479 0 (0.0%)
Hepatocellular carcinoma 3549 0 (0.0%)  3479 1 (0.0%)
Hypopharyngeal cancer 3549 0 (0.0%)  3479 1 (0.0%)
Laryngeal cancer 3549 1 (0.0%)  3479 1 (0.0%)
Lung cancer metastatic 3549 1 (0.0%)  3479 1 (0.0%)
Lung neoplasm malignant 3549 0 (0.0%)  3479 1 (0.0%)
Metastases to bladder 3549 0 (0.0%)  3479 1 (0.0%)
Oesophageal adenocarcinoma 3549 1 (0.0%)  3479 0 (0.0%)
Oesophageal carcinoma 3549 1 (0.0%)  3479 0 (0.0%)
Pancreatic carcinoma 3549 1 (0.0%)  3479 1 (0.0%)
Pancreatic neuroendocrine tumour 3549 0 (0.0%)  3479 1 (0.0%)
Papillary tumour of renal pelvis 3549 0 (0.0%)  3479 1 (0.0%)
Plasma cell myeloma 3549 1 (0.0%)  3479 0 (0.0%)
Prostate cancer 3549 1 (0.0%)  3479 3 (0.1%)
Prostate cancer recurrent 3549 0 (0.0%)  3479 1 (0.0%)
Renal cancer 3549 0 (0.0%)  3479 1 (0.0%)
Renal cell carcinoma 3549 0 (0.0%)  3479 2 (0.1%)
Renal hamartoma 3549 0 (0.0%)  3479 1 (0.0%)
Renal neoplasm 3549 0 (0.0%)  3479 1 (0.0%)
Small cell lung cancer 3549 1 (0.0%)  3479 0 (0.0%)
Squamous cell carcinoma of lung 3549 0 (0.0%)  3479 1 (0.0%)
Transitional cell carcinoma 3549 1 (0.0%)  3479 0 (0.0%)
Vaginal cancer 3549 1 (0.0%)  3479 0 (0.0%)

Nervous system disorders 3549 22 (0.6%)  3479 25 (0.7%)
Brain stem haemorrhage 3549 1 (0.0%)  3479 0 (0.0%)
Cerebral artery occlusion 3549 1 (0.0%)  3479 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 2  (contd.)      

< 60mL/min/1,73m2  (contd.)      
Nervous system disorders  (contd.)      

Cerebral infarction 3549 1 (0.0%)  3479 0 (0.0%)
Cerebrovascular accident 3549 3 (0.1%)  3479 3 (0.1%)
Cognitive disorder 3549 0 (0.0%)  3479 2 (0.1%)
Dementia 3549 2 (0.1%)  3479 0 (0.0%)
Dizziness 3549 4 (0.1%)  3479 6 (0.2%)
Dizziness postural 3549 0 (0.0%)  3479 1 (0.0%)
Haemorrhagic stroke 3549 1 (0.0%)  3479 2 (0.1%)
Ischaemic cerebral infarction 3549 1 (0.0%)  3479 1 (0.0%)
Ischaemic stroke 3549 3 (0.1%)  3479 6 (0.2%)
Loss of consciousness 3549 0 (0.0%)  3479 1 (0.0%)
Memory impairment 3549 1 (0.0%)  3479 0 (0.0%)
Myoclonus 3549 1 (0.0%)  3479 0 (0.0%)
Parkinson's disease 3549 0 (0.0%)  3479 1 (0.0%)
Seizure 3549 1 (0.0%)  3479 0 (0.0%)
Somnolence 3549 1 (0.0%)  3479 0 (0.0%)
Subarachnoid haemorrhage 3549 0 (0.0%)  3479 1 (0.0%)
Syncope 3549 1 (0.0%)  3479 1 (0.0%)
Tremor 3549 1 (0.0%)  3479 0 (0.0%)

Psychiatric disorders 3549 1 (0.0%)  3479 1 (0.0%)
Confusional state 3549 1 (0.0%)  3479 0 (0.0%)
Depression 3549 0 (0.0%)  3479 1 (0.0%)

Renal and urinary disorders 3549 76 (2.1%)  3479 68 (2.0%)
Acute kidney injury 3549 16 (0.5%)  3479 12 (0.3%)
Chronic kidney disease 3549 14 (0.4%)  3479 13 (0.4%)
Diabetic nephropathy 3549 4 (0.1%)  3479 2 (0.1%)
Dysuria 3549 1 (0.0%)  3479 0 (0.0%)
End stage renal disease 3549 7 (0.2%)  3479 7 (0.2%)
Focal segmental glomerulosclerosis 3549 1 (0.0%)  3479 0 (0.0%)
Haematuria 3549 0 (0.0%)  3479 3 (0.1%)
Nephritis 3549 0 (0.0%)  3479 1 (0.0%)
Nephrolithiasis 3549 0 (0.0%)  3479 1 (0.0%)
Nephropathy 3549 1 (0.0%)  3479 0 (0.0%)
Nephrotic syndrome 3549 1 (0.0%)  3479 0 (0.0%)
Pollakiuria 3549 3 (0.1%)  3479 4 (0.1%)
Proteinuria 3549 1 (0.0%)  3479 0 (0.0%)
Renal amyloidosis 3549 1 (0.0%)  3479 0 (0.0%)
Renal failure 3549 3 (0.1%)  3479 5 (0.1%)
Renal impairment 3549 22 (0.6%)  3479 20 (0.6%)
Urinary incontinence 3549 1 (0.0%)  3479 0 (0.0%)

Reproductive system and breast disorders 3549 1 (0.0%)  3479 4 (0.1%)
Balanoposthitis 3549 1 (0.0%)  3479 2 (0.1%)
Benign prostatic hyperplasia 3549 0 (0.0%)  3479 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 2  (contd.)      

< 60mL/min/1,73m2  (contd.)      
Reproductive system and breast disorders  (contd.)      

Pruritus genital 3549 0 (0.0%)  3479 1 (0.0%)
Respiratory, thoracic and mediastinal disorders 3549 8 (0.2%)  3479 3 (0.1%)

Acute respiratory distress syndrome 3549 0 (0.0%)  3479 1 (0.0%)
Chronic obstructive pulmonary disease 3549 2 (0.1%)  3479 0 (0.0%)
Dyspnoea 3549 1 (0.0%)  3479 1 (0.0%)
Pulmonary embolism 3549 1 (0.0%)  3479 1 (0.0%)
Respiratory failure 3549 4 (0.1%)  3479 0 (0.0%)

Skin and subcutaneous tissue disorders 3549 8 (0.2%)  3479 12 (0.3%)
Dermal cyst 3549 0 (0.0%)  3479 1 (0.0%)
Dermatitis allergic 3549 2 (0.1%)  3479 1 (0.0%)
Drug eruption 3549 0 (0.0%)  3479 1 (0.0%)
Eczema 3549 1 (0.0%)  3479 2 (0.1%)
Petechiae 3549 1 (0.0%)  3479 0 (0.0%)
Pruritus 3549 2 (0.1%)  3479 2 (0.1%)
Pruritus generalised 3549 1 (0.0%)  3479 0 (0.0%)
Purpura 3549 0 (0.0%)  3479 1 (0.0%)
Rash 3549 1 (0.0%)  3479 0 (0.0%)
Skin odour abnormal 3549 0 (0.0%)  3479 1 (0.0%)
Skin ulcer 3549 0 (0.0%)  3479 2 (0.1%)
Urticaria 3549 0 (0.0%)  3479 1 (0.0%)

Vascular disorders 3549 2 (0.1%)  3479 8 (0.2%)
Arterial occlusive disease 3549 1 (0.0%)  3479 0 (0.0%)
Deep vein thrombosis 3549 1 (0.0%)  3479 1 (0.0%)
Hypotension 3549 0 (0.0%)  3479 7 (0.2%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 2  (contd.)      

>= 60mL/min/1,73m2      
Any AE 2512 195 (7.8%)  2587 198 (7.7%)
Blood and lymphatic system disorders 2512 2 (0.1%)  2587 1 (0.0%)

Anaemia 2512 2 (0.1%)  2587 0 (0.0%)
Disseminated intravascular coagulation 2512 0 (0.0%)  2587 1 (0.0%)

Cardiac disorders 2512 14 (0.6%)  2587 15 (0.6%)
Acute myocardial infarction 2512 4 (0.2%)  2587 3 (0.1%)
Angina unstable 2512 2 (0.1%)  2587 1 (0.0%)
Atrioventricular block complete 2512 0 (0.0%)  2587 1 (0.0%)
Cardiac arrest 2512 0 (0.0%)  2587 1 (0.0%)
Cardiac failure 2512 2 (0.1%)  2587 5 (0.2%)
Cardiac failure congestive 2512 1 (0.0%)  2587 1 (0.0%)
Coronary artery disease 2512 1 (0.0%)  2587 2 (0.1%)
Myocardial infarction 2512 3 (0.1%)  2587 1 (0.0%)
Palpitations 2512 1 (0.0%)  2587 0 (0.0%)

Eye disorders 2512 1 (0.0%)  2587 0 (0.0%)
Eyelid oedema 2512 1 (0.0%)  2587 0 (0.0%)

Gastrointestinal disorders 2512 10 (0.4%)  2587 4 (0.2%)
Abdominal pain 2512 1 (0.0%)  2587 0 (0.0%)
Abdominal pain upper 2512 1 (0.0%)  2587 0 (0.0%)
Constipation 2512 1 (0.0%)  2587 0 (0.0%)
Diarrhoea 2512 5 (0.2%)  2587 4 (0.2%)
Nausea 2512 2 (0.1%)  2587 0 (0.0%)

General disorders and administration site conditions 2512 5 (0.2%)  2587 3 (0.1%)
Asthenia 2512 1 (0.0%)  2587 1 (0.0%)
Fatigue 2512 1 (0.0%)  2587 0 (0.0%)
Non-cardiac chest pain 2512 0 (0.0%)  2587 1 (0.0%)
Peripheral swelling 2512 1 (0.0%)  2587 1 (0.0%)
Pyrexia 2512 1 (0.0%)  2587 0 (0.0%)
Swelling 2512 1 (0.0%)  2587 0 (0.0%)

Hepatobiliary disorders 2512 6 (0.2%)  2587 0 (0.0%)
Autoimmune hepatitis 2512 1 (0.0%)  2587 0 (0.0%)
Bile duct obstruction 2512 1 (0.0%)  2587 0 (0.0%)
Cholecystitis acute 2512 1 (0.0%)  2587 0 (0.0%)
Hepatic cirrhosis 2512 1 (0.0%)  2587 0 (0.0%)
Hepatic mass 2512 1 (0.0%)  2587 0 (0.0%)
Hepatic steatosis 2512 1 (0.0%)  2587 0 (0.0%)

Immune system disorders 2512 0 (0.0%)  2587 1 (0.0%)
Drug hypersensitivity 2512 0 (0.0%)  2587 1 (0.0%)

Infections and infestations 2512 26 (1.0%)  2587 46 (1.8%)
Balanoposthitis infective 2512 0 (0.0%)  2587 1 (0.0%)
Candida infection 2512 3 (0.1%)  2587 1 (0.0%)
Cellulitis 2512 1 (0.0%)  2587 0 (0.0%)
Cholecystitis infective 2512 1 (0.0%)  2587 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 2  (contd.)      

>= 60mL/min/1,73m2  (contd.)      
Infections and infestations  (contd.)      

Chronic hepatitis C 2512 0 (0.0%)  2587 1 (0.0%)
Endocarditis staphylococcal 2512 1 (0.0%)  2587 0 (0.0%)
Fungal infection 2512 1 (0.0%)  2587 4 (0.2%)
Gangrene 2512 1 (0.0%)  2587 0 (0.0%)
Genital candidiasis 2512 0 (0.0%)  2587 2 (0.1%)
Genital infection 2512 0 (0.0%)  2587 1 (0.0%)
Genital infection fungal 2512 1 (0.0%)  2587 1 (0.0%)
Hepatitis E 2512 1 (0.0%)  2587 0 (0.0%)
Intervertebral discitis 2512 0 (0.0%)  2587 1 (0.0%)
Mucormycosis 2512 1 (0.0%)  2587 0 (0.0%)
Penile infection 2512 0 (0.0%)  2587 1 (0.0%)
Pneumonia 2512 2 (0.1%)  2587 4 (0.2%)
Post procedural infection 2512 0 (0.0%)  2587 1 (0.0%)
Pyelonephritis 2512 1 (0.0%)  2587 0 (0.0%)
Pyelonephritis acute 2512 1 (0.0%)  2587 2 (0.1%)
Sepsis 2512 1 (0.0%)  2587 1 (0.0%)
Septic shock 2512 0 (0.0%)  2587 1 (0.0%)
Urethritis 2512 0 (0.0%)  2587 3 (0.1%)
Urinary tract infection 2512 7 (0.3%)  2587 15 (0.6%)
Urinary tract infection enterococcal 2512 1 (0.0%)  2587 0 (0.0%)
Urinary tract infection fungal 2512 0 (0.0%)  2587 1 (0.0%)
Urosepsis 2512 1 (0.0%)  2587 0 (0.0%)
Vulvovaginal candidiasis 2512 0 (0.0%)  2587 2 (0.1%)
Vulvovaginal mycotic infection 2512 0 (0.0%)  2587 3 (0.1%)
Wound infection 2512 1 (0.0%)  2587 0 (0.0%)

Injury, poisoning and procedural complications 2512 1 (0.0%)  2587 0 (0.0%)
Multiple injuries 2512 1 (0.0%)  2587 0 (0.0%)

Investigations 2512 7 (0.3%)  2587 11 (0.4%)
Blood alkaline phosphatase increased 2512 1 (0.0%)  2587 0 (0.0%)
Blood creatinine increased 2512 1 (0.0%)  2587 4 (0.2%)
Creatinine renal clearance decreased 2512 1 (0.0%)  2587 2 (0.1%)
Glomerular filtration rate decreased 2512 1 (0.0%)  2587 2 (0.1%)
Hepatic enzyme increased 2512 1 (0.0%)  2587 0 (0.0%)
Liver function test increased 2512 2 (0.1%)  2587 1 (0.0%)
Tumour marker increased 2512 0 (0.0%)  2587 1 (0.0%)
Urine albumin/creatinine ratio increased 2512 0 (0.0%)  2587 1 (0.0%)

Metabolism and nutrition disorders 2512 13 (0.5%)  2587 9 (0.3%)
Abnormal loss of weight 2512 1 (0.0%)  2587 0 (0.0%)
Diabetes mellitus 2512 4 (0.2%)  2587 0 (0.0%)
Diabetes mellitus inadequate control 2512 1 (0.0%)  2587 0 (0.0%)
Diabetic ketoacidosis 2512 0 (0.0%)  2587 1 (0.0%)
Diabetic metabolic decompensation 2512 0 (0.0%)  2587 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 2  (contd.)      

>= 60mL/min/1,73m2  (contd.)      
Metabolism and nutrition disorders  (contd.)      

Hyperglycaemia 2512 3 (0.1%)  2587 0 (0.0%)
Hypoglycaemia 2512 2 (0.1%)  2587 3 (0.1%)
Polydipsia 2512 0 (0.0%)  2587 1 (0.0%)
Type 1 diabetes mellitus 2512 2 (0.1%)  2587 3 (0.1%)

Musculoskeletal and connective tissue disorders 2512 4 (0.2%)  2587 4 (0.2%)
Back pain 2512 0 (0.0%)  2587 2 (0.1%)
Intervertebral disc degeneration 2512 1 (0.0%)  2587 0 (0.0%)
Muscle spasms 2512 0 (0.0%)  2587 1 (0.0%)
Musculoskeletal pain 2512 0 (0.0%)  2587 1 (0.0%)
Myalgia 2512 1 (0.0%)  2587 0 (0.0%)
Pain in extremity 2512 1 (0.0%)  2587 0 (0.0%)
Rhabdomyolysis 2512 1 (0.0%)  2587 0 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 2512 42 (1.7%)  2587 39 (1.5%)
Acute myeloid leukaemia 2512 0 (0.0%)  2587 1 (0.0%)
Adenocarcinoma of colon 2512 0 (0.0%)  2587 1 (0.0%)
Adenocarcinoma pancreas 2512 1 (0.0%)  2587 1 (0.0%)
Bladder cancer 2512 5 (0.2%)  2587 3 (0.1%)
Bladder cancer stage II 2512 0 (0.0%)  2587 1 (0.0%)
Bladder transitional cell carcinoma 2512 6 (0.2%)  2587 1 (0.0%)
Breast cancer female 2512 1 (0.0%)  2587 2 (0.1%)
Cholangiocarcinoma 2512 1 (0.0%)  2587 1 (0.0%)
Endometrial adenocarcinoma 2512 2 (0.1%)  2587 0 (0.0%)
Gastric cancer 2512 1 (0.0%)  2587 0 (0.0%)
Gastric cancer stage III 2512 2 (0.1%)  2587 0 (0.0%)
Gastrointestinal adenocarcinoma 2512 1 (0.0%)  2587 0 (0.0%)
Gastrointestinal carcinoma 2512 1 (0.0%)  2587 0 (0.0%)
Glioblastoma multiforme 2512 0 (0.0%)  2587 1 (0.0%)
Hepatic cancer 2512 1 (0.0%)  2587 0 (0.0%)
Hepatocellular carcinoma 2512 1 (0.0%)  2587 1 (0.0%)
Intraductal proliferative breast lesion 2512 0 (0.0%)  2587 1 (0.0%)
Lung adenocarcinoma 2512 2 (0.1%)  2587 0 (0.0%)
Lung cancer metastatic 2512 2 (0.1%)  2587 1 (0.0%)
Lung neoplasm malignant 2512 0 (0.0%)  2587 4 (0.2%)
Lung squamous cell carcinoma metastatic 2512 1 (0.0%)  2587 0 (0.0%)
Malignant neoplasm of ampulla of Vater 2512 1 (0.0%)  2587 0 (0.0%)
Malignant peritoneal neoplasm 2512 0 (0.0%)  2587 1 (0.0%)
Metastatic gastric cancer 2512 0 (0.0%)  2587 1 (0.0%)
Non-small cell lung cancer 2512 1 (0.0%)  2587 0 (0.0%)
Non-small cell lung cancer recurrent 2512 0 (0.0%)  2587 1 (0.0%)
Non-small cell lung cancer stage IV 2512 0 (0.0%)  2587 1 (0.0%)
Oesophageal adenocarcinoma 2512 0 (0.0%)  2587 1 (0.0%)
Pancreatic carcinoma metastatic 2512 3 (0.1%)  2587 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 2  (contd.)      

>= 60mL/min/1,73m2  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Prostate cancer 2512 0 (0.0%)  2587 4 (0.2%)
Prostate cancer metastatic 2512 1 (0.0%)  2587 1 (0.0%)
Rectal adenocarcinoma 2512 0 (0.0%)  2587 1 (0.0%)
Rectal cancer metastatic 2512 1 (0.0%)  2587 0 (0.0%)
Renal cancer 2512 1 (0.0%)  2587 3 (0.1%)
Renal neoplasm 2512 0 (0.0%)  2587 1 (0.0%)
Small intestine adenocarcinoma 2512 1 (0.0%)  2587 0 (0.0%)
Squamous cell carcinoma of lung 2512 0 (0.0%)  2587 2 (0.1%)
Squamous cell carcinoma of the tongue 2512 1 (0.0%)  2587 0 (0.0%)
Transitional cell carcinoma 2512 4 (0.2%)  2587 3 (0.1%)

Nervous system disorders 2512 15 (0.6%)  2587 11 (0.4%)
Brain stem infarction 2512 0 (0.0%)  2587 2 (0.1%)
Brain stem stroke 2512 0 (0.0%)  2587 1 (0.0%)
Cerebral haemorrhage 2512 0 (0.0%)  2587 1 (0.0%)
Cerebral infarction 2512 2 (0.1%)  2587 2 (0.1%)
Cerebrovascular accident 2512 4 (0.2%)  2587 2 (0.1%)
Dementia 2512 1 (0.0%)  2587 1 (0.0%)
Dizziness 2512 0 (0.0%)  2587 1 (0.0%)
Dysgeusia 2512 0 (0.0%)  2587 1 (0.0%)
Haemorrhage intracranial 2512 1 (0.0%)  2587 0 (0.0%)
Haemorrhagic stroke 2512 3 (0.1%)  2587 0 (0.0%)
Ischaemic stroke 2512 1 (0.0%)  2587 0 (0.0%)
Lethargy 2512 1 (0.0%)  2587 0 (0.0%)
Senile dementia 2512 1 (0.0%)  2587 0 (0.0%)
Somnolence 2512 1 (0.0%)  2587 0 (0.0%)

Psychiatric disorders 2512 1 (0.0%)  2587 0 (0.0%)
Confusional state 2512 1 (0.0%)  2587 0 (0.0%)

Renal and urinary disorders 2512 35 (1.4%)  2587 30 (1.2%)
Acute kidney injury 2512 7 (0.3%)  2587 1 (0.0%)
Albuminuria 2512 1 (0.0%)  2587 0 (0.0%)
Chromaturia 2512 1 (0.0%)  2587 0 (0.0%)
Chronic kidney disease 2512 2 (0.1%)  2587 1 (0.0%)
Diabetic nephropathy 2512 1 (0.0%)  2587 2 (0.1%)
Dysuria 2512 0 (0.0%)  2587 4 (0.2%)
End stage renal disease 2512 1 (0.0%)  2587 0 (0.0%)
Glomerulonephritis chronic 2512 1 (0.0%)  2587 0 (0.0%)
Glycosuria 2512 0 (0.0%)  2587 1 (0.0%)
Haematuria 2512 1 (0.0%)  2587 1 (0.0%)
IgA nephropathy 2512 1 (0.0%)  2587 0 (0.0%)
Microalbuminuria 2512 2 (0.1%)  2587 0 (0.0%)
Micturition urgency 2512 1 (0.0%)  2587 1 (0.0%)
Myeloma cast nephropathy 2512 1 (0.0%)  2587 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline eGFR Group 2  (contd.)      

>= 60mL/min/1,73m2  (contd.)      
Renal and urinary disorders  (contd.)      

Nephropathy 2512 1 (0.0%)  2587 0 (0.0%)
Nephrotic syndrome 2512 1 (0.0%)  2587 0 (0.0%)
Nocturia 2512 1 (0.0%)  2587 2 (0.1%)
Pollakiuria 2512 2 (0.1%)  2587 3 (0.1%)
Polyuria 2512 0 (0.0%)  2587 5 (0.2%)
Proteinuria 2512 1 (0.0%)  2587 0 (0.0%)
Renal failure 2512 3 (0.1%)  2587 5 (0.2%)
Renal impairment 2512 6 (0.2%)  2587 2 (0.1%)
Urinary incontinence 2512 0 (0.0%)  2587 1 (0.0%)
Urinary tract discomfort 2512 0 (0.0%)  2587 1 (0.0%)

Reproductive system and breast disorders 2512 1 (0.0%)  2587 10 (0.4%)
Balanoposthitis 2512 1 (0.0%)  2587 5 (0.2%)
Pruritus genital 2512 0 (0.0%)  2587 2 (0.1%)
Vulvovaginal pruritus 2512 0 (0.0%)  2587 3 (0.1%)

Respiratory, thoracic and mediastinal disorders 2512 5 (0.2%)  2587 2 (0.1%)
Acute respiratory distress syndrome 2512 0 (0.0%)  2587 1 (0.0%)
Acute respiratory failure 2512 0 (0.0%)  2587 1 (0.0%)
Dyspnoea 2512 1 (0.0%)  2587 0 (0.0%)
Lung infiltration 2512 1 (0.0%)  2587 0 (0.0%)
Pneumonia aspiration 2512 1 (0.0%)  2587 0 (0.0%)
Respiratory failure 2512 2 (0.1%)  2587 0 (0.0%)

Skin and subcutaneous tissue disorders 2512 8 (0.3%)  2587 9 (0.3%)
Dermatitis allergic 2512 1 (0.0%)  2587 1 (0.0%)
Diabetic foot 2512 1 (0.0%)  2587 0 (0.0%)
Lichen sclerosus 2512 0 (0.0%)  2587 1 (0.0%)
Pruritus 2512 1 (0.0%)  2587 1 (0.0%)
Pruritus generalised 2512 1 (0.0%)  2587 1 (0.0%)
Psoriasis 2512 1 (0.0%)  2587 0 (0.0%)
Rash 2512 2 (0.1%)  2587 2 (0.1%)
Rash generalised 2512 1 (0.0%)  2587 0 (0.0%)
Rash pruritic 2512 0 (0.0%)  2587 1 (0.0%)
Seborrhoeic dermatitis 2512 0 (0.0%)  2587 1 (0.0%)
Urticaria 2512 0 (0.0%)  2587 1 (0.0%)

Surgical and medical procedures 2512 1 (0.0%)  2587 0 (0.0%)
Dialysis 2512 1 (0.0%)  2587 0 (0.0%)

Vascular disorders 2512 1 (0.0%)  2587 5 (0.2%)
Aortic arteriosclerosis 2512 0 (0.0%)  2587 1 (0.0%)
Aortic stenosis 2512 0 (0.0%)  2587 1 (0.0%)
Hypertension 2512 0 (0.0%)  2587 1 (0.0%)
Hypotension 2512 1 (0.0%)  2587 2 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline systolic BP      

<= 130 mmHg      
Any AE 2430 172 (7.1%)  2456 185 (7.5%)
Blood and lymphatic system disorders 2430 1 (0.0%)  2456 2 (0.1%)

Anaemia 2430 1 (0.0%)  2456 0 (0.0%)
Disseminated intravascular coagulation 2430 0 (0.0%)  2456 1 (0.0%)
Immune thrombocytopenic purpura 2430 0 (0.0%)  2456 1 (0.0%)

Cardiac disorders 2430 20 (0.8%)  2456 20 (0.8%)
Acute coronary syndrome 2430 1 (0.0%)  2456 0 (0.0%)
Acute myocardial infarction 2430 1 (0.0%)  2456 2 (0.1%)
Angina unstable 2430 1 (0.0%)  2456 1 (0.0%)
Atrioventricular block complete 2430 0 (0.0%)  2456 1 (0.0%)
Cardiac failure 2430 7 (0.3%)  2456 10 (0.4%)
Cardiac failure acute 2430 1 (0.0%)  2456 0 (0.0%)
Cardiac failure chronic 2430 1 (0.0%)  2456 1 (0.0%)
Cardiac failure congestive 2430 5 (0.2%)  2456 1 (0.0%)
Cardiogenic shock 2430 0 (0.0%)  2456 1 (0.0%)
Coronary artery disease 2430 0 (0.0%)  2456 1 (0.0%)
Myocardial fibrosis 2430 0 (0.0%)  2456 1 (0.0%)
Myocardial infarction 2430 1 (0.0%)  2456 0 (0.0%)
Tachycardia 2430 1 (0.0%)  2456 0 (0.0%)
Ventricular tachycardia 2430 1 (0.0%)  2456 1 (0.0%)

Eye disorders 2430 0 (0.0%)  2456 1 (0.0%)
Vision blurred 2430 0 (0.0%)  2456 1 (0.0%)

Gastrointestinal disorders 2430 9 (0.4%)  2456 7 (0.3%)
Abdominal distension 2430 1 (0.0%)  2456 0 (0.0%)
Abdominal pain 2430 1 (0.0%)  2456 0 (0.0%)
Abdominal pain lower 2430 0 (0.0%)  2456 1 (0.0%)
Constipation 2430 1 (0.0%)  2456 0 (0.0%)
Diarrhoea 2430 4 (0.2%)  2456 2 (0.1%)
Dyspepsia 2430 0 (0.0%)  2456 1 (0.0%)
Gastric disorder 2430 0 (0.0%)  2456 1 (0.0%)
Gastrointestinal disorder 2430 0 (0.0%)  2456 1 (0.0%)
Lower gastrointestinal haemorrhage 2430 1 (0.0%)  2456 0 (0.0%)
Nausea 2430 0 (0.0%)  2456 1 (0.0%)
Thrombosis mesenteric vessel 2430 1 (0.0%)  2456 0 (0.0%)

General disorders and administration site conditions 2430 6 (0.2%)  2456 4 (0.2%)
Asthenia 2430 1 (0.0%)  2456 1 (0.0%)
Fatigue 2430 2 (0.1%)  2456 1 (0.0%)
Gait disturbance 2430 0 (0.0%)  2456 1 (0.0%)
Malaise 2430 0 (0.0%)  2456 1 (0.0%)
Non-cardiac chest pain 2430 1 (0.0%)  2456 0 (0.0%)
Peripheral swelling 2430 1 (0.0%)  2456 0 (0.0%)
Pyrexia 2430 1 (0.0%)  2456 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline systolic BP  (contd.)      

<= 130 mmHg  (contd.)      
Hepatobiliary disorders 2430 6 (0.2%)  2456 3 (0.1%)

Autoimmune hepatitis 2430 1 (0.0%)  2456 0 (0.0%)
Cholecystitis 2430 0 (0.0%)  2456 1 (0.0%)
Cholecystitis acute 2430 2 (0.1%)  2456 0 (0.0%)
Cholelithiasis 2430 0 (0.0%)  2456 1 (0.0%)
Gallbladder enlargement 2430 0 (0.0%)  2456 1 (0.0%)
Hepatic cirrhosis 2430 1 (0.0%)  2456 0 (0.0%)
Hepatic function abnormal 2430 1 (0.0%)  2456 0 (0.0%)
Hepatic steatosis 2430 1 (0.0%)  2456 0 (0.0%)

Infections and infestations 2430 22 (0.9%)  2456 36 (1.5%)
Bronchitis 2430 0 (0.0%)  2456 1 (0.0%)
Candida infection 2430 1 (0.0%)  2456 1 (0.0%)
Cellulitis 2430 1 (0.0%)  2456 0 (0.0%)
Cholecystitis infective 2430 1 (0.0%)  2456 0 (0.0%)
Cystitis 2430 3 (0.1%)  2456 3 (0.1%)
Escherichia sepsis 2430 1 (0.0%)  2456 0 (0.0%)
Eye infection 2430 0 (0.0%)  2456 1 (0.0%)
Fungaemia 2430 0 (0.0%)  2456 1 (0.0%)
Fungal infection 2430 1 (0.0%)  2456 2 (0.1%)
Fungal skin infection 2430 0 (0.0%)  2456 1 (0.0%)
Genital candidiasis 2430 0 (0.0%)  2456 1 (0.0%)
Hepatitis E 2430 1 (0.0%)  2456 0 (0.0%)
Large intestine infection 2430 0 (0.0%)  2456 1 (0.0%)
Osteomyelitis 2430 1 (0.0%)  2456 2 (0.1%)
Pneumonia 2430 3 (0.1%)  2456 1 (0.0%)
Pneumonia influenzal 2430 0 (0.0%)  2456 1 (0.0%)
Pyelonephritis 2430 1 (0.0%)  2456 0 (0.0%)
Pyelonephritis acute 2430 2 (0.1%)  2456 1 (0.0%)
Sepsis 2430 2 (0.1%)  2456 0 (0.0%)
Septic shock 2430 0 (0.0%)  2456 1 (0.0%)
Streptococcal bacteraemia 2430 0 (0.0%)  2456 1 (0.0%)
Urethritis 2430 0 (0.0%)  2456 1 (0.0%)
Urinary tract infection 2430 2 (0.1%)  2456 11 (0.4%)
Urosepsis 2430 2 (0.1%)  2456 0 (0.0%)
Vulvovaginal candidiasis 2430 0 (0.0%)  2456 2 (0.1%)
Vulvovaginal mycotic infection 2430 0 (0.0%)  2456 4 (0.2%)

Injury, poisoning and procedural complications 2430 2 (0.1%)  2456 0 (0.0%)
Periprosthetic fracture 2430 1 (0.0%)  2456 0 (0.0%)
Rib fracture 2430 1 (0.0%)  2456 0 (0.0%)

Investigations 2430 10 (0.4%)  2456 11 (0.4%)
Blood creatine increased 2430 1 (0.0%)  2456 0 (0.0%)
Blood creatinine increased 2430 1 (0.0%)  2456 4 (0.2%)
Blood pressure decreased 2430 0 (0.0%)  2456 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline systolic BP  (contd.)      

<= 130 mmHg  (contd.)      
Investigations  (contd.)      

Creatinine renal clearance decreased 2430 1 (0.0%)  2456 1 (0.0%)
Glomerular filtration rate decreased 2430 4 (0.2%)  2456 3 (0.1%)
Glomerular filtration rate increased 2430 1 (0.0%)  2456 0 (0.0%)
Haemoglobin increased 2430 0 (0.0%)  2456 1 (0.0%)
Hepatic enzyme increased 2430 1 (0.0%)  2456 0 (0.0%)
Liver function test increased 2430 1 (0.0%)  2456 1 (0.0%)

Metabolism and nutrition disorders 2430 13 (0.5%)  2456 8 (0.3%)
Dehydration 2430 0 (0.0%)  2456 1 (0.0%)
Diabetes mellitus 2430 2 (0.1%)  2456 0 (0.0%)
Diabetic ketosis 2430 1 (0.0%)  2456 0 (0.0%)
Diabetic metabolic decompensation 2430 0 (0.0%)  2456 1 (0.0%)
Hyperglycaemia 2430 4 (0.2%)  2456 0 (0.0%)
Hyperkalaemia 2430 1 (0.0%)  2456 0 (0.0%)
Hypoglycaemia 2430 3 (0.1%)  2456 1 (0.0%)
Hypovolaemia 2430 1 (0.0%)  2456 4 (0.2%)
Latent autoimmune diabetes in adults 2430 1 (0.0%)  2456 0 (0.0%)
Type 1 diabetes mellitus 2430 0 (0.0%)  2456 1 (0.0%)

Musculoskeletal and connective tissue disorders 2430 4 (0.2%)  2456 1 (0.0%)
Muscle spasms 2430 1 (0.0%)  2456 1 (0.0%)
Myalgia 2430 2 (0.1%)  2456 0 (0.0%)
Rhabdomyolysis 2430 1 (0.0%)  2456 0 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 2430 20 (0.8%)  2456 24 (1.0%)
Adenocarcinoma 2430 0 (0.0%)  2456 1 (0.0%)
Adenocarcinoma gastric 2430 1 (0.0%)  2456 0 (0.0%)
Adenocarcinoma of colon 2430 0 (0.0%)  2456 1 (0.0%)
Bladder cancer 2430 2 (0.1%)  2456 2 (0.1%)
Bladder transitional cell carcinoma 2430 3 (0.1%)  2456 0 (0.0%)
Breast cancer female 2430 0 (0.0%)  2456 1 (0.0%)
Cholangiocarcinoma 2430 2 (0.1%)  2456 1 (0.0%)
Colon cancer 2430 0 (0.0%)  2456 1 (0.0%)
Colon cancer metastatic 2430 1 (0.0%)  2456 0 (0.0%)
Diffuse large B-cell lymphoma 2430 0 (0.0%)  2456 1 (0.0%)
Endometrial adenocarcinoma 2430 1 (0.0%)  2456 0 (0.0%)
Epithelioid mesothelioma 2430 1 (0.0%)  2456 0 (0.0%)
Gastric cancer 2430 1 (0.0%)  2456 1 (0.0%)
Gastric cancer stage III 2430 1 (0.0%)  2456 0 (0.0%)
Hypopharyngeal cancer 2430 0 (0.0%)  2456 1 (0.0%)
Intraductal proliferative breast lesion 2430 0 (0.0%)  2456 1 (0.0%)
Laryngeal cancer 2430 0 (0.0%)  2456 1 (0.0%)
Lung neoplasm malignant 2430 0 (0.0%)  2456 2 (0.1%)
Malignant neoplasm of ampulla of Vater 2430 1 (0.0%)  2456 0 (0.0%)
Non-small cell lung cancer 2430 1 (0.0%)  2456 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline systolic BP  (contd.)      

<= 130 mmHg  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Oesophageal adenocarcinoma 2430 0 (0.0%)  2456 1 (0.0%)
Pancreatic carcinoma 2430 1 (0.0%)  2456 1 (0.0%)
Pancreatic carcinoma metastatic 2430 1 (0.0%)  2456 0 (0.0%)
Pancreatic neuroendocrine tumour 2430 0 (0.0%)  2456 1 (0.0%)
Prostate cancer 2430 0 (0.0%)  2456 2 (0.1%)
Prostate cancer recurrent 2430 0 (0.0%)  2456 1 (0.0%)
Rectal cancer metastatic 2430 1 (0.0%)  2456 0 (0.0%)
Renal cancer 2430 0 (0.0%)  2456 1 (0.0%)
Renal hamartoma 2430 0 (0.0%)  2456 1 (0.0%)
Squamous cell carcinoma of lung 2430 0 (0.0%)  2456 1 (0.0%)
Transitional cell carcinoma 2430 1 (0.0%)  2456 1 (0.0%)
Vaginal cancer 2430 1 (0.0%)  2456 0 (0.0%)

Nervous system disorders 2430 14 (0.6%)  2456 12 (0.5%)
Brain stem infarction 2430 0 (0.0%)  2456 1 (0.0%)
Cerebral infarction 2430 2 (0.1%)  2456 1 (0.0%)
Cerebrovascular accident 2430 1 (0.0%)  2456 0 (0.0%)
Cognitive disorder 2430 0 (0.0%)  2456 2 (0.1%)
Dementia 2430 1 (0.0%)  2456 0 (0.0%)
Dizziness 2430 4 (0.2%)  2456 4 (0.2%)
Dizziness postural 2430 0 (0.0%)  2456 1 (0.0%)
Dysgeusia 2430 0 (0.0%)  2456 1 (0.0%)
Haemorrhagic stroke 2430 2 (0.1%)  2456 0 (0.0%)
Ischaemic stroke 2430 0 (0.0%)  2456 1 (0.0%)
Myoclonus 2430 1 (0.0%)  2456 0 (0.0%)
Parkinson's disease 2430 0 (0.0%)  2456 1 (0.0%)
Senile dementia 2430 1 (0.0%)  2456 0 (0.0%)
Somnolence 2430 2 (0.1%)  2456 0 (0.0%)
Syncope 2430 1 (0.0%)  2456 0 (0.0%)

Renal and urinary disorders 2430 35 (1.4%)  2456 35 (1.4%)
Acute kidney injury 2430 6 (0.2%)  2456 5 (0.2%)
Chronic kidney disease 2430 7 (0.3%)  2456 2 (0.1%)
Dysuria 2430 1 (0.0%)  2456 2 (0.1%)
End stage renal disease 2430 1 (0.0%)  2456 3 (0.1%)
Focal segmental glomerulosclerosis 2430 1 (0.0%)  2456 0 (0.0%)
Haematuria 2430 1 (0.0%)  2456 2 (0.1%)
IgA nephropathy 2430 1 (0.0%)  2456 0 (0.0%)
Nephrolithiasis 2430 0 (0.0%)  2456 1 (0.0%)
Nephropathy 2430 2 (0.1%)  2456 0 (0.0%)
Nephrotic syndrome 2430 1 (0.0%)  2456 0 (0.0%)
Nocturia 2430 0 (0.0%)  2456 2 (0.1%)
Pollakiuria 2430 1 (0.0%)  2456 2 (0.1%)
Polyuria 2430 0 (0.0%)  2456 3 (0.1%)

Page 117 of 4674

28/07/2021



t_dapa_pooled_ae_socpt_desc_dae.pdf generated by dapa_ae_pooled.sas at 19:53:47 on 26 July 2021

DAPA
Table 2.1.9.1 - Pooled IPD analysis: Summary of adverse events leading to discontinuation of study medication (DAE) by SOC and PT, overall and by subgroups (safety analysis set)

Page 82 of 120

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline systolic BP  (contd.)      

<= 130 mmHg  (contd.)      
Renal and urinary disorders  (contd.)      

Renal failure 2430 0 (0.0%)  2456 5 (0.2%)
Renal impairment 2430 13 (0.5%)  2456 7 (0.3%)
Urinary tract discomfort 2430 0 (0.0%)  2456 1 (0.0%)

Reproductive system and breast disorders 2430 2 (0.1%)  2456 4 (0.2%)
Balanoposthitis 2430 2 (0.1%)  2456 1 (0.0%)
Benign prostatic hyperplasia 2430 0 (0.0%)  2456 1 (0.0%)
Vulvovaginal pruritus 2430 0 (0.0%)  2456 2 (0.1%)

Respiratory, thoracic and mediastinal disorders 2430 3 (0.1%)  2456 2 (0.1%)
Acute respiratory distress syndrome 2430 0 (0.0%)  2456 1 (0.0%)
Lung infiltration 2430 1 (0.0%)  2456 0 (0.0%)
Pulmonary embolism 2430 0 (0.0%)  2456 1 (0.0%)
Respiratory failure 2430 2 (0.1%)  2456 0 (0.0%)

Skin and subcutaneous tissue disorders 2430 8 (0.3%)  2456 9 (0.4%)
Dermal cyst 2430 0 (0.0%)  2456 1 (0.0%)
Dermatitis allergic 2430 1 (0.0%)  2456 2 (0.1%)
Diabetic foot 2430 1 (0.0%)  2456 0 (0.0%)
Drug eruption 2430 0 (0.0%)  2456 1 (0.0%)
Eczema 2430 1 (0.0%)  2456 1 (0.0%)
Petechiae 2430 1 (0.0%)  2456 0 (0.0%)
Pruritus 2430 1 (0.0%)  2456 2 (0.1%)
Pruritus generalised 2430 1 (0.0%)  2456 0 (0.0%)
Rash 2430 1 (0.0%)  2456 0 (0.0%)
Rash generalised 2430 1 (0.0%)  2456 0 (0.0%)
Skin odour abnormal 2430 0 (0.0%)  2456 1 (0.0%)
Urticaria 2430 0 (0.0%)  2456 1 (0.0%)

Vascular disorders 2430 0 (0.0%)  2456 9 (0.4%)
Aortic stenosis 2430 0 (0.0%)  2456 1 (0.0%)
Deep vein thrombosis 2430 0 (0.0%)  2456 1 (0.0%)
Hypertension 2430 0 (0.0%)  2456 1 (0.0%)
Hypotension 2430 0 (0.0%)  2456 6 (0.2%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline systolic BP  (contd.)      

> 130 mmHg      
Any AE 3631 283 (7.8%)  3611 282 (7.8%)
Blood and lymphatic system disorders 3631 1 (0.0%)  3611 0 (0.0%)

Anaemia 3631 1 (0.0%)  3611 0 (0.0%)
Cardiac disorders 3631 27 (0.7%)  3611 20 (0.6%)

Acute left ventricular failure 3631 1 (0.0%)  3611 0 (0.0%)
Acute myocardial infarction 3631 10 (0.3%)  3611 6 (0.2%)
Angina unstable 3631 2 (0.1%)  3611 0 (0.0%)
Atrial fibrillation 3631 1 (0.0%)  3611 1 (0.0%)
Cardiac arrest 3631 0 (0.0%)  3611 1 (0.0%)
Cardiac failure 3631 2 (0.1%)  3611 5 (0.1%)
Cardiac failure congestive 3631 3 (0.1%)  3611 4 (0.1%)
Cardio-respiratory arrest 3631 1 (0.0%)  3611 0 (0.0%)
Coronary artery disease 3631 1 (0.0%)  3611 1 (0.0%)
Myocardial infarction 3631 4 (0.1%)  3611 1 (0.0%)
Myocardial ischaemia 3631 0 (0.0%)  3611 1 (0.0%)
Palpitations 3631 2 (0.1%)  3611 0 (0.0%)
Pericarditis 3631 0 (0.0%)  3611 1 (0.0%)

Eye disorders 3631 1 (0.0%)  3611 0 (0.0%)
Eyelid oedema 3631 1 (0.0%)  3611 0 (0.0%)

Gastrointestinal disorders 3631 14 (0.4%)  3611 12 (0.3%)
Abdominal discomfort 3631 0 (0.0%)  3611 1 (0.0%)
Abdominal pain upper 3631 1 (0.0%)  3611 0 (0.0%)
Constipation 3631 2 (0.1%)  3611 1 (0.0%)
Diarrhoea 3631 8 (0.2%)  3611 6 (0.2%)
Dyspepsia 3631 0 (0.0%)  3611 1 (0.0%)
Gastric ulcer haemorrhage 3631 0 (0.0%)  3611 1 (0.0%)
Nausea 3631 2 (0.1%)  3611 1 (0.0%)
Pancreatitis 3631 1 (0.0%)  3611 0 (0.0%)
Stomatitis 3631 0 (0.0%)  3611 1 (0.0%)

General disorders and administration site conditions 3631 5 (0.1%)  3611 4 (0.1%)
Asthenia 3631 2 (0.1%)  3611 1 (0.0%)
Fatigue 3631 1 (0.0%)  3611 1 (0.0%)
Non-cardiac chest pain 3631 0 (0.0%)  3611 1 (0.0%)
Peripheral swelling 3631 1 (0.0%)  3611 1 (0.0%)
Swelling 3631 1 (0.0%)  3611 0 (0.0%)

Hepatobiliary disorders 3631 4 (0.1%)  3611 0 (0.0%)
Bile duct obstruction 3631 2 (0.1%)  3611 0 (0.0%)
Hepatic cirrhosis 3631 1 (0.0%)  3611 0 (0.0%)
Hepatic mass 3631 1 (0.0%)  3611 0 (0.0%)

Immune system disorders 3631 0 (0.0%)  3611 1 (0.0%)
Drug hypersensitivity 3631 0 (0.0%)  3611 1 (0.0%)

Infections and infestations 3631 26 (0.7%)  3611 54 (1.5%)
Bacterial sepsis 3631 1 (0.0%)  3611 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline systolic BP  (contd.)      

> 130 mmHg  (contd.)      
Infections and infestations  (contd.)      

Balanoposthitis infective 3631 0 (0.0%)  3611 1 (0.0%)
Candida infection 3631 2 (0.1%)  3611 0 (0.0%)
Chronic hepatitis C 3631 0 (0.0%)  3611 1 (0.0%)
Device related sepsis 3631 0 (0.0%)  3611 1 (0.0%)
Encephalitis 3631 0 (0.0%)  3611 1 (0.0%)
Endocarditis staphylococcal 3631 1 (0.0%)  3611 0 (0.0%)
Erysipelas 3631 0 (0.0%)  3611 1 (0.0%)
Folliculitis 3631 0 (0.0%)  3611 1 (0.0%)
Fungal balanitis 3631 0 (0.0%)  3611 1 (0.0%)
Fungal infection 3631 0 (0.0%)  3611 2 (0.1%)
Fungal oesophagitis 3631 0 (0.0%)  3611 1 (0.0%)
Gangrene 3631 1 (0.0%)  3611 1 (0.0%)
Gastroenteritis 3631 1 (0.0%)  3611 0 (0.0%)
Genital candidiasis 3631 0 (0.0%)  3611 2 (0.1%)
Genital infection 3631 0 (0.0%)  3611 1 (0.0%)
Genital infection fungal 3631 1 (0.0%)  3611 1 (0.0%)
Infected skin ulcer 3631 1 (0.0%)  3611 0 (0.0%)
Intervertebral discitis 3631 0 (0.0%)  3611 1 (0.0%)
Liver abscess 3631 0 (0.0%)  3611 1 (0.0%)
Mucormycosis 3631 1 (0.0%)  3611 0 (0.0%)
Onychomycosis 3631 1 (0.0%)  3611 0 (0.0%)
Penile infection 3631 0 (0.0%)  3611 1 (0.0%)
Pneumonia 3631 3 (0.1%)  3611 3 (0.1%)
Post procedural infection 3631 0 (0.0%)  3611 1 (0.0%)
Pulmonary sepsis 3631 0 (0.0%)  3611 1 (0.0%)
Pyelonephritis acute 3631 0 (0.0%)  3611 1 (0.0%)
Sepsis 3631 0 (0.0%)  3611 1 (0.0%)
Septic shock 3631 0 (0.0%)  3611 1 (0.0%)
Urethritis 3631 0 (0.0%)  3611 2 (0.1%)
Urinary tract infection 3631 10 (0.3%)  3611 16 (0.4%)
Urinary tract infection enterococcal 3631 1 (0.0%)  3611 0 (0.0%)
Urinary tract infection fungal 3631 0 (0.0%)  3611 1 (0.0%)
Urogenital infection bacterial 3631 0 (0.0%)  3611 1 (0.0%)
Urosepsis 3631 1 (0.0%)  3611 1 (0.0%)
Vulvovaginal candidiasis 3631 0 (0.0%)  3611 3 (0.1%)
Vulvovaginal mycotic infection 3631 0 (0.0%)  3611 4 (0.1%)
Wound infection 3631 1 (0.0%)  3611 0 (0.0%)

Injury, poisoning and procedural complications 3631 4 (0.1%)  3611 0 (0.0%)
Carbon monoxide poisoning 3631 1 (0.0%)  3611 0 (0.0%)
Multiple injuries 3631 2 (0.1%)  3611 0 (0.0%)
Post procedural haemorrhage 3631 1 (0.0%)  3611 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline systolic BP  (contd.)      

> 130 mmHg  (contd.)      
Investigations 3631 16 (0.4%)  3611 22 (0.6%)

Blood alkaline phosphatase increased 3631 1 (0.0%)  3611 0 (0.0%)
Blood creatinine increased 3631 3 (0.1%)  3611 5 (0.1%)
Blood electrolytes decreased 3631 1 (0.0%)  3611 0 (0.0%)
Creatinine renal clearance decreased 3631 2 (0.1%)  3611 2 (0.1%)
Glomerular filtration rate decreased 3631 7 (0.2%)  3611 11 (0.3%)
Haematocrit increased 3631 0 (0.0%)  3611 1 (0.0%)
Hepatitis C antibody positive 3631 1 (0.0%)  3611 0 (0.0%)
Liver function test abnormal 3631 0 (0.0%)  3611 1 (0.0%)
Liver function test increased 3631 1 (0.0%)  3611 0 (0.0%)
Tumour marker increased 3631 0 (0.0%)  3611 1 (0.0%)
Urine albumin/creatinine ratio increased 3631 0 (0.0%)  3611 1 (0.0%)

Metabolism and nutrition disorders 3631 18 (0.5%)  3611 11 (0.3%)
Abnormal loss of weight 3631 1 (0.0%)  3611 0 (0.0%)
Diabetes mellitus 3631 3 (0.1%)  3611 0 (0.0%)
Diabetes mellitus inadequate control 3631 2 (0.1%)  3611 0 (0.0%)
Diabetic ketoacidosis 3631 0 (0.0%)  3611 1 (0.0%)
Diabetic metabolic decompensation 3631 0 (0.0%)  3611 1 (0.0%)
Hypercalcaemia 3631 1 (0.0%)  3611 0 (0.0%)
Hyperglycaemia 3631 2 (0.1%)  3611 1 (0.0%)
Hyperkalaemia 3631 1 (0.0%)  3611 2 (0.1%)
Hypoglycaemia 3631 3 (0.1%)  3611 2 (0.1%)
Hypokalaemia 3631 0 (0.0%)  3611 1 (0.0%)
Hypovolaemia 3631 1 (0.0%)  3611 0 (0.0%)
Latent autoimmune diabetes in adults 3631 1 (0.0%)  3611 0 (0.0%)
Polydipsia 3631 1 (0.0%)  3611 1 (0.0%)
Type 1 diabetes mellitus 3631 2 (0.1%)  3611 2 (0.1%)

Musculoskeletal and connective tissue disorders 3631 6 (0.2%)  3611 4 (0.1%)
Back pain 3631 0 (0.0%)  3611 2 (0.1%)
Intervertebral disc degeneration 3631 1 (0.0%)  3611 0 (0.0%)
Musculoskeletal pain 3631 0 (0.0%)  3611 1 (0.0%)
Myalgia 3631 2 (0.1%)  3611 0 (0.0%)
Pain in extremity 3631 1 (0.0%)  3611 0 (0.0%)
Rheumatoid arthritis 3631 2 (0.1%)  3611 0 (0.0%)
Spinal column stenosis 3631 0 (0.0%)  3611 1 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 3631 44 (1.2%)  3611 42 (1.2%)
Acute myeloid leukaemia 3631 0 (0.0%)  3611 1 (0.0%)
Adenocarcinoma pancreas 3631 1 (0.0%)  3611 1 (0.0%)
Bile duct cancer 3631 1 (0.0%)  3611 0 (0.0%)
Bladder cancer 3631 3 (0.1%)  3611 3 (0.1%)
Bladder cancer stage II 3631 0 (0.0%)  3611 1 (0.0%)
Bladder transitional cell carcinoma 3631 4 (0.1%)  3611 1 (0.0%)
Brain neoplasm malignant 3631 1 (0.0%)  3611 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline systolic BP  (contd.)      

> 130 mmHg  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Breast cancer female 3631 1 (0.0%)  3611 2 (0.1%)
Cervix carcinoma 3631 1 (0.0%)  3611 0 (0.0%)
Colon adenoma 3631 1 (0.0%)  3611 0 (0.0%)
Endometrial adenocarcinoma 3631 1 (0.0%)  3611 1 (0.0%)
Gallbladder cancer metastatic 3631 1 (0.0%)  3611 0 (0.0%)
Gastric cancer 3631 1 (0.0%)  3611 0 (0.0%)
Gastric cancer stage III 3631 1 (0.0%)  3611 0 (0.0%)
Gastrointestinal adenocarcinoma 3631 1 (0.0%)  3611 0 (0.0%)
Gastrointestinal carcinoma 3631 1 (0.0%)  3611 0 (0.0%)
Glioblastoma 3631 1 (0.0%)  3611 0 (0.0%)
Glioblastoma multiforme 3631 0 (0.0%)  3611 1 (0.0%)
Hepatic cancer 3631 1 (0.0%)  3611 0 (0.0%)
Hepatocellular carcinoma 3631 1 (0.0%)  3611 2 (0.1%)
Laryngeal cancer 3631 1 (0.0%)  3611 0 (0.0%)
Lung adenocarcinoma 3631 2 (0.1%)  3611 0 (0.0%)
Lung cancer metastatic 3631 3 (0.1%)  3611 2 (0.1%)
Lung neoplasm malignant 3631 0 (0.0%)  3611 3 (0.1%)
Lung squamous cell carcinoma metastatic 3631 1 (0.0%)  3611 0 (0.0%)
Malignant peritoneal neoplasm 3631 0 (0.0%)  3611 1 (0.0%)
Metastases to bladder 3631 0 (0.0%)  3611 1 (0.0%)
Metastatic gastric cancer 3631 0 (0.0%)  3611 1 (0.0%)
Non-small cell lung cancer recurrent 3631 0 (0.0%)  3611 1 (0.0%)
Non-small cell lung cancer stage IV 3631 0 (0.0%)  3611 1 (0.0%)
Oesophageal adenocarcinoma 3631 1 (0.0%)  3611 0 (0.0%)
Oesophageal carcinoma 3631 1 (0.0%)  3611 0 (0.0%)
Pancreatic carcinoma metastatic 3631 2 (0.1%)  3611 0 (0.0%)
Papillary tumour of renal pelvis 3631 0 (0.0%)  3611 1 (0.0%)
Plasma cell myeloma 3631 1 (0.0%)  3611 0 (0.0%)
Prostate cancer 3631 1 (0.0%)  3611 5 (0.1%)
Prostate cancer metastatic 3631 1 (0.0%)  3611 1 (0.0%)
Rectal adenocarcinoma 3631 0 (0.0%)  3611 1 (0.0%)
Renal cancer 3631 1 (0.0%)  3611 3 (0.1%)
Renal cell carcinoma 3631 0 (0.0%)  3611 2 (0.1%)
Renal neoplasm 3631 0 (0.0%)  3611 2 (0.1%)
Small cell lung cancer 3631 1 (0.0%)  3611 0 (0.0%)
Small intestine adenocarcinoma 3631 1 (0.0%)  3611 0 (0.0%)
Squamous cell carcinoma of lung 3631 0 (0.0%)  3611 2 (0.1%)
Squamous cell carcinoma of the tongue 3631 1 (0.0%)  3611 0 (0.0%)
Transitional cell carcinoma 3631 4 (0.1%)  3611 2 (0.1%)

Nervous system disorders 3631 23 (0.6%)  3611 24 (0.7%)
Brain stem haemorrhage 3631 1 (0.0%)  3611 0 (0.0%)
Brain stem infarction 3631 0 (0.0%)  3611 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline systolic BP  (contd.)      

> 130 mmHg  (contd.)      
Nervous system disorders  (contd.)      

Brain stem stroke 3631 0 (0.0%)  3611 1 (0.0%)
Cerebral artery occlusion 3631 1 (0.0%)  3611 0 (0.0%)
Cerebral haemorrhage 3631 0 (0.0%)  3611 1 (0.0%)
Cerebral infarction 3631 1 (0.0%)  3611 1 (0.0%)
Cerebrovascular accident 3631 6 (0.2%)  3611 5 (0.1%)
Dementia 3631 2 (0.1%)  3611 1 (0.0%)
Dizziness 3631 0 (0.0%)  3611 3 (0.1%)
Haemorrhage intracranial 3631 1 (0.0%)  3611 0 (0.0%)
Haemorrhagic stroke 3631 2 (0.1%)  3611 2 (0.1%)
Ischaemic cerebral infarction 3631 1 (0.0%)  3611 1 (0.0%)
Ischaemic stroke 3631 4 (0.1%)  3611 5 (0.1%)
Lethargy 3631 1 (0.0%)  3611 0 (0.0%)
Loss of consciousness 3631 0 (0.0%)  3611 1 (0.0%)
Memory impairment 3631 1 (0.0%)  3611 0 (0.0%)
Seizure 3631 1 (0.0%)  3611 0 (0.0%)
Subarachnoid haemorrhage 3631 0 (0.0%)  3611 1 (0.0%)
Syncope 3631 0 (0.0%)  3611 1 (0.0%)
Tremor 3631 1 (0.0%)  3611 0 (0.0%)

Psychiatric disorders 3631 2 (0.1%)  3611 1 (0.0%)
Confusional state 3631 2 (0.1%)  3611 0 (0.0%)
Depression 3631 0 (0.0%)  3611 1 (0.0%)

Renal and urinary disorders 3631 76 (2.1%)  3611 63 (1.7%)
Acute kidney injury 3631 17 (0.5%)  3611 8 (0.2%)
Albuminuria 3631 1 (0.0%)  3611 0 (0.0%)
Chromaturia 3631 1 (0.0%)  3611 0 (0.0%)
Chronic kidney disease 3631 9 (0.2%)  3611 12 (0.3%)
Diabetic nephropathy 3631 5 (0.1%)  3611 4 (0.1%)
Dysuria 3631 0 (0.0%)  3611 2 (0.1%)
End stage renal disease 3631 7 (0.2%)  3611 4 (0.1%)
Glomerulonephritis chronic 3631 1 (0.0%)  3611 0 (0.0%)
Glycosuria 3631 0 (0.0%)  3611 1 (0.0%)
Haematuria 3631 0 (0.0%)  3611 2 (0.1%)
Microalbuminuria 3631 2 (0.1%)  3611 0 (0.0%)
Micturition urgency 3631 1 (0.0%)  3611 1 (0.0%)
Myeloma cast nephropathy 3631 1 (0.0%)  3611 0 (0.0%)
Nephritis 3631 0 (0.0%)  3611 1 (0.0%)
Nephrotic syndrome 3631 1 (0.0%)  3611 0 (0.0%)
Nocturia 3631 1 (0.0%)  3611 0 (0.0%)
Pollakiuria 3631 4 (0.1%)  3611 5 (0.1%)
Polyuria 3631 0 (0.0%)  3611 2 (0.1%)
Proteinuria 3631 2 (0.1%)  3611 0 (0.0%)
Renal amyloidosis 3631 1 (0.0%)  3611 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline systolic BP  (contd.)      

> 130 mmHg  (contd.)      
Renal and urinary disorders  (contd.)      

Renal failure 3631 6 (0.2%)  3611 5 (0.1%)
Renal impairment 3631 15 (0.4%)  3611 15 (0.4%)
Urinary incontinence 3631 1 (0.0%)  3611 1 (0.0%)

Reproductive system and breast disorders 3631 0 (0.0%)  3611 10 (0.3%)
Balanoposthitis 3631 0 (0.0%)  3611 6 (0.2%)
Pruritus genital 3631 0 (0.0%)  3611 3 (0.1%)
Vulvovaginal pruritus 3631 0 (0.0%)  3611 1 (0.0%)

Respiratory, thoracic and mediastinal disorders 3631 10 (0.3%)  3611 3 (0.1%)
Acute respiratory distress syndrome 3631 0 (0.0%)  3611 1 (0.0%)
Acute respiratory failure 3631 0 (0.0%)  3611 1 (0.0%)
Chronic obstructive pulmonary disease 3631 2 (0.1%)  3611 0 (0.0%)
Dyspnoea 3631 2 (0.1%)  3611 1 (0.0%)
Pneumonia aspiration 3631 1 (0.0%)  3611 0 (0.0%)
Pulmonary embolism 3631 1 (0.0%)  3611 0 (0.0%)
Respiratory failure 3631 4 (0.1%)  3611 0 (0.0%)

Skin and subcutaneous tissue disorders 3631 8 (0.2%)  3611 12 (0.3%)
Dermatitis allergic 3631 2 (0.1%)  3611 0 (0.0%)
Eczema 3631 0 (0.0%)  3611 1 (0.0%)
Lichen sclerosus 3631 0 (0.0%)  3611 1 (0.0%)
Pruritus 3631 2 (0.1%)  3611 1 (0.0%)
Pruritus generalised 3631 1 (0.0%)  3611 1 (0.0%)
Psoriasis 3631 1 (0.0%)  3611 0 (0.0%)
Purpura 3631 0 (0.0%)  3611 1 (0.0%)
Rash 3631 2 (0.1%)  3611 2 (0.1%)
Rash pruritic 3631 0 (0.0%)  3611 1 (0.0%)
Seborrhoeic dermatitis 3631 0 (0.0%)  3611 1 (0.0%)
Skin ulcer 3631 0 (0.0%)  3611 2 (0.1%)
Urticaria 3631 0 (0.0%)  3611 1 (0.0%)

Surgical and medical procedures 3631 1 (0.0%)  3611 0 (0.0%)
Dialysis 3631 1 (0.0%)  3611 0 (0.0%)

Vascular disorders 3631 3 (0.1%)  3611 4 (0.1%)
Aortic arteriosclerosis 3631 0 (0.0%)  3611 1 (0.0%)
Arterial occlusive disease 3631 1 (0.0%)  3611 0 (0.0%)
Deep vein thrombosis 3631 1 (0.0%)  3611 0 (0.0%)
Hypotension 3631 1 (0.0%)  3611 3 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Heart Failure      

Yes      
Any AE 1567 112 (7.1%)  1549 109 (7.0%)
Cardiac disorders 1567 23 (1.5%)  1549 20 (1.3%)

Acute myocardial infarction 1567 0 (0.0%)  1549 2 (0.1%)
Angina unstable 1567 0 (0.0%)  1549 1 (0.1%)
Atrial fibrillation 1567 1 (0.1%)  1549 0 (0.0%)
Cardiac failure 1567 8 (0.5%)  1549 11 (0.7%)
Cardiac failure acute 1567 1 (0.1%)  1549 0 (0.0%)
Cardiac failure chronic 1567 1 (0.1%)  1549 1 (0.1%)
Cardiac failure congestive 1567 7 (0.4%)  1549 3 (0.2%)
Cardio-respiratory arrest 1567 1 (0.1%)  1549 0 (0.0%)
Myocardial fibrosis 1567 0 (0.0%)  1549 1 (0.1%)
Myocardial infarction 1567 1 (0.1%)  1549 0 (0.0%)
Palpitations 1567 1 (0.1%)  1549 0 (0.0%)
Tachycardia 1567 1 (0.1%)  1549 0 (0.0%)
Ventricular tachycardia 1567 1 (0.1%)  1549 1 (0.1%)

Gastrointestinal disorders 1567 9 (0.6%)  1549 6 (0.4%)
Abdominal discomfort 1567 0 (0.0%)  1549 1 (0.1%)
Abdominal distension 1567 1 (0.1%)  1549 0 (0.0%)
Abdominal pain lower 1567 0 (0.0%)  1549 1 (0.1%)
Constipation 1567 1 (0.1%)  1549 1 (0.1%)
Diarrhoea 1567 3 (0.2%)  1549 0 (0.0%)
Gastric disorder 1567 0 (0.0%)  1549 1 (0.1%)
Gastric ulcer haemorrhage 1567 0 (0.0%)  1549 1 (0.1%)
Lower gastrointestinal haemorrhage 1567 1 (0.1%)  1549 0 (0.0%)
Nausea 1567 1 (0.1%)  1549 1 (0.1%)
Pancreatitis 1567 1 (0.1%)  1549 0 (0.0%)
Thrombosis mesenteric vessel 1567 1 (0.1%)  1549 0 (0.0%)

General disorders and administration site conditions 1567 4 (0.3%)  1549 3 (0.2%)
Fatigue 1567 2 (0.1%)  1549 1 (0.1%)
Gait disturbance 1567 0 (0.0%)  1549 1 (0.1%)
Malaise 1567 0 (0.0%)  1549 1 (0.1%)
Non-cardiac chest pain 1567 1 (0.1%)  1549 0 (0.0%)
Peripheral swelling 1567 1 (0.1%)  1549 0 (0.0%)

Hepatobiliary disorders 1567 0 (0.0%)  1549 2 (0.1%)
Cholecystitis 1567 0 (0.0%)  1549 1 (0.1%)
Gallbladder enlargement 1567 0 (0.0%)  1549 1 (0.1%)

Infections and infestations 1567 10 (0.6%)  1549 13 (0.8%)
Bacterial sepsis 1567 1 (0.1%)  1549 0 (0.0%)
Bronchitis 1567 0 (0.0%)  1549 1 (0.1%)
Cholecystitis infective 1567 1 (0.1%)  1549 0 (0.0%)
Chronic hepatitis C 1567 0 (0.0%)  1549 1 (0.1%)
Cystitis 1567 3 (0.2%)  1549 1 (0.1%)
Device related sepsis 1567 0 (0.0%)  1549 1 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Heart Failure  (contd.)      

Yes  (contd.)      
Infections and infestations  (contd.)      

Erysipelas 1567 0 (0.0%)  1549 1 (0.1%)
Fungal balanitis 1567 0 (0.0%)  1549 1 (0.1%)
Gastroenteritis 1567 1 (0.1%)  1549 0 (0.0%)
Pneumonia 1567 1 (0.1%)  1549 0 (0.0%)
Sepsis 1567 1 (0.1%)  1549 0 (0.0%)
Septic shock 1567 0 (0.0%)  1549 1 (0.1%)
Urinary tract infection 1567 1 (0.1%)  1549 5 (0.3%)
Urosepsis 1567 1 (0.1%)  1549 0 (0.0%)
Vulvovaginal mycotic infection 1567 0 (0.0%)  1549 1 (0.1%)

Injury, poisoning and procedural complications 1567 2 (0.1%)  1549 0 (0.0%)
Carbon monoxide poisoning 1567 1 (0.1%)  1549 0 (0.0%)
Post procedural haemorrhage 1567 1 (0.1%)  1549 0 (0.0%)

Investigations 1567 7 (0.4%)  1549 4 (0.3%)
Blood creatinine increased 1567 2 (0.1%)  1549 0 (0.0%)
Blood pressure decreased 1567 0 (0.0%)  1549 1 (0.1%)
Creatinine renal clearance decreased 1567 2 (0.1%)  1549 0 (0.0%)
Glomerular filtration rate decreased 1567 2 (0.1%)  1549 2 (0.1%)
Haemoglobin increased 1567 0 (0.0%)  1549 1 (0.1%)
Hepatitis C antibody positive 1567 1 (0.1%)  1549 0 (0.0%)

Metabolism and nutrition disorders 1567 8 (0.5%)  1549 6 (0.4%)
Dehydration 1567 0 (0.0%)  1549 1 (0.1%)
Diabetes mellitus 1567 3 (0.2%)  1549 0 (0.0%)
Diabetic ketosis 1567 1 (0.1%)  1549 0 (0.0%)
Diabetic metabolic decompensation 1567 0 (0.0%)  1549 2 (0.1%)
Hypoglycaemia 1567 3 (0.2%)  1549 1 (0.1%)
Hypovolaemia 1567 1 (0.1%)  1549 2 (0.1%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 1567 9 (0.6%)  1549 8 (0.5%)
Adenocarcinoma 1567 0 (0.0%)  1549 1 (0.1%)
Bladder cancer 1567 1 (0.1%)  1549 0 (0.0%)
Bladder cancer stage II 1567 0 (0.0%)  1549 1 (0.1%)
Bladder transitional cell carcinoma 1567 1 (0.1%)  1549 0 (0.0%)
Breast cancer female 1567 1 (0.1%)  1549 0 (0.0%)
Cervix carcinoma 1567 1 (0.1%)  1549 0 (0.0%)
Gastric cancer 1567 1 (0.1%)  1549 0 (0.0%)
Gastrointestinal carcinoma 1567 1 (0.1%)  1549 0 (0.0%)
Lung cancer metastatic 1567 1 (0.1%)  1549 0 (0.0%)
Lung neoplasm malignant 1567 0 (0.0%)  1549 1 (0.1%)
Non-small cell lung cancer recurrent 1567 0 (0.0%)  1549 1 (0.1%)
Pancreatic carcinoma 1567 1 (0.1%)  1549 0 (0.0%)
Prostate cancer 1567 0 (0.0%)  1549 1 (0.1%)
Prostate cancer recurrent 1567 0 (0.0%)  1549 1 (0.1%)
Rectal cancer metastatic 1567 1 (0.1%)  1549 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Heart Failure  (contd.)      

Yes  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Renal neoplasm 1567 0 (0.0%)  1549 1 (0.1%)
Transitional cell carcinoma 1567 0 (0.0%)  1549 1 (0.1%)

Nervous system disorders 1567 13 (0.8%)  1549 7 (0.5%)
Cerebral artery occlusion 1567 1 (0.1%)  1549 0 (0.0%)
Cerebral infarction 1567 2 (0.1%)  1549 0 (0.0%)
Cerebrovascular accident 1567 2 (0.1%)  1549 1 (0.1%)
Cognitive disorder 1567 0 (0.0%)  1549 1 (0.1%)
Dizziness 1567 3 (0.2%)  1549 3 (0.2%)
Haemorrhagic stroke 1567 1 (0.1%)  1549 1 (0.1%)
Ischaemic stroke 1567 1 (0.1%)  1549 1 (0.1%)
Myoclonus 1567 1 (0.1%)  1549 0 (0.0%)
Senile dementia 1567 1 (0.1%)  1549 0 (0.0%)
Somnolence 1567 1 (0.1%)  1549 0 (0.0%)
Syncope 1567 1 (0.1%)  1549 0 (0.0%)

Renal and urinary disorders 1567 20 (1.3%)  1549 25 (1.6%)
Acute kidney injury 1567 7 (0.4%)  1549 3 (0.2%)
Chronic kidney disease 1567 4 (0.3%)  1549 3 (0.2%)
Dysuria 1567 1 (0.1%)  1549 0 (0.0%)
End stage renal disease 1567 0 (0.0%)  1549 1 (0.1%)
Haematuria 1567 0 (0.0%)  1549 2 (0.1%)
Micturition urgency 1567 0 (0.0%)  1549 1 (0.1%)
Nephritis 1567 0 (0.0%)  1549 1 (0.1%)
Pollakiuria 1567 0 (0.0%)  1549 4 (0.3%)
Polyuria 1567 0 (0.0%)  1549 3 (0.2%)
Renal failure 1567 0 (0.0%)  1549 5 (0.3%)
Renal impairment 1567 8 (0.5%)  1549 2 (0.1%)

Reproductive system and breast disorders 1567 0 (0.0%)  1549 1 (0.1%)
Balanoposthitis 1567 0 (0.0%)  1549 1 (0.1%)

Respiratory, thoracic and mediastinal disorders 1567 5 (0.3%)  1549 1 (0.1%)
Dyspnoea 1567 2 (0.1%)  1549 0 (0.0%)
Pneumonia aspiration 1567 1 (0.1%)  1549 0 (0.0%)
Pulmonary embolism 1567 0 (0.0%)  1549 1 (0.1%)
Respiratory failure 1567 2 (0.1%)  1549 0 (0.0%)

Skin and subcutaneous tissue disorders 1567 3 (0.2%)  1549 7 (0.5%)
Dermal cyst 1567 0 (0.0%)  1549 1 (0.1%)
Drug eruption 1567 0 (0.0%)  1549 1 (0.1%)
Eczema 1567 0 (0.0%)  1549 1 (0.1%)
Petechiae 1567 1 (0.1%)  1549 0 (0.0%)
Pruritus 1567 1 (0.1%)  1549 2 (0.1%)
Rash 1567 1 (0.1%)  1549 0 (0.0%)
Skin ulcer 1567 0 (0.0%)  1549 1 (0.1%)
Urticaria 1567 0 (0.0%)  1549 1 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Heart Failure  (contd.)      

Yes  (contd.)      
Vascular disorders 1567 0 (0.0%)  1549 8 (0.5%)

Deep vein thrombosis 1567 0 (0.0%)  1549 1 (0.1%)
Hypertension 1567 0 (0.0%)  1549 1 (0.1%)
Hypotension 1567 0 (0.0%)  1549 6 (0.4%)

No      
Any AE 4494 343 (7.6%)  4518 358 (7.9%)
Blood and lymphatic system disorders 4494 2 (0.0%)  4518 2 (0.0%)

Anaemia 4494 2 (0.0%)  4518 0 (0.0%)
Disseminated intravascular coagulation 4494 0 (0.0%)  4518 1 (0.0%)
Immune thrombocytopenic purpura 4494 0 (0.0%)  4518 1 (0.0%)

Cardiac disorders 4494 24 (0.5%)  4518 20 (0.4%)
Acute coronary syndrome 4494 1 (0.0%)  4518 0 (0.0%)
Acute left ventricular failure 4494 1 (0.0%)  4518 0 (0.0%)
Acute myocardial infarction 4494 11 (0.2%)  4518 6 (0.1%)
Angina unstable 4494 3 (0.1%)  4518 0 (0.0%)
Atrial fibrillation 4494 0 (0.0%)  4518 1 (0.0%)
Atrioventricular block complete 4494 0 (0.0%)  4518 1 (0.0%)
Cardiac arrest 4494 0 (0.0%)  4518 1 (0.0%)
Cardiac failure 4494 1 (0.0%)  4518 4 (0.1%)
Cardiac failure congestive 4494 1 (0.0%)  4518 2 (0.0%)
Cardiogenic shock 4494 0 (0.0%)  4518 1 (0.0%)
Coronary artery disease 4494 1 (0.0%)  4518 2 (0.0%)
Myocardial infarction 4494 4 (0.1%)  4518 1 (0.0%)
Myocardial ischaemia 4494 0 (0.0%)  4518 1 (0.0%)
Palpitations 4494 1 (0.0%)  4518 0 (0.0%)
Pericarditis 4494 0 (0.0%)  4518 1 (0.0%)

Eye disorders 4494 1 (0.0%)  4518 1 (0.0%)
Eyelid oedema 4494 1 (0.0%)  4518 0 (0.0%)
Vision blurred 4494 0 (0.0%)  4518 1 (0.0%)

Gastrointestinal disorders 4494 14 (0.3%)  4518 13 (0.3%)
Abdominal pain 4494 1 (0.0%)  4518 0 (0.0%)
Abdominal pain upper 4494 1 (0.0%)  4518 0 (0.0%)
Constipation 4494 2 (0.0%)  4518 0 (0.0%)
Diarrhoea 4494 9 (0.2%)  4518 8 (0.2%)
Dyspepsia 4494 0 (0.0%)  4518 2 (0.0%)
Gastrointestinal disorder 4494 0 (0.0%)  4518 1 (0.0%)
Nausea 4494 1 (0.0%)  4518 1 (0.0%)
Stomatitis 4494 0 (0.0%)  4518 1 (0.0%)

General disorders and administration site conditions 4494 7 (0.2%)  4518 5 (0.1%)
Asthenia 4494 3 (0.1%)  4518 2 (0.0%)
Fatigue 4494 1 (0.0%)  4518 1 (0.0%)
Non-cardiac chest pain 4494 0 (0.0%)  4518 1 (0.0%)
Peripheral swelling 4494 1 (0.0%)  4518 1 (0.0%)

Page 128 of 4674

28/07/2021



t_dapa_pooled_ae_socpt_desc_dae.pdf generated by dapa_ae_pooled.sas at 19:53:47 on 26 July 2021

DAPA
Table 2.1.9.1 - Pooled IPD analysis: Summary of adverse events leading to discontinuation of study medication (DAE) by SOC and PT, overall and by subgroups (safety analysis set)

Page 93 of 120

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Heart Failure  (contd.)      

No  (contd.)      
General disorders and administration site conditions  (contd.)      

Pyrexia 4494 1 (0.0%)  4518 0 (0.0%)
Swelling 4494 1 (0.0%)  4518 0 (0.0%)

Hepatobiliary disorders 4494 10 (0.2%)  4518 1 (0.0%)
Autoimmune hepatitis 4494 1 (0.0%)  4518 0 (0.0%)
Bile duct obstruction 4494 2 (0.0%)  4518 0 (0.0%)
Cholecystitis acute 4494 2 (0.0%)  4518 0 (0.0%)
Cholelithiasis 4494 0 (0.0%)  4518 1 (0.0%)
Hepatic cirrhosis 4494 2 (0.0%)  4518 0 (0.0%)
Hepatic function abnormal 4494 1 (0.0%)  4518 0 (0.0%)
Hepatic mass 4494 1 (0.0%)  4518 0 (0.0%)
Hepatic steatosis 4494 1 (0.0%)  4518 0 (0.0%)

Immune system disorders 4494 0 (0.0%)  4518 1 (0.0%)
Drug hypersensitivity 4494 0 (0.0%)  4518 1 (0.0%)

Infections and infestations 4494 38 (0.8%)  4518 77 (1.7%)
Balanoposthitis infective 4494 0 (0.0%)  4518 1 (0.0%)
Candida infection 4494 3 (0.1%)  4518 1 (0.0%)
Cellulitis 4494 1 (0.0%)  4518 0 (0.0%)
Cystitis 4494 0 (0.0%)  4518 2 (0.0%)
Encephalitis 4494 0 (0.0%)  4518 1 (0.0%)
Endocarditis staphylococcal 4494 1 (0.0%)  4518 0 (0.0%)
Escherichia sepsis 4494 1 (0.0%)  4518 0 (0.0%)
Eye infection 4494 0 (0.0%)  4518 1 (0.0%)
Folliculitis 4494 0 (0.0%)  4518 1 (0.0%)
Fungaemia 4494 0 (0.0%)  4518 1 (0.0%)
Fungal infection 4494 1 (0.0%)  4518 4 (0.1%)
Fungal oesophagitis 4494 0 (0.0%)  4518 1 (0.0%)
Fungal skin infection 4494 0 (0.0%)  4518 1 (0.0%)
Gangrene 4494 1 (0.0%)  4518 1 (0.0%)
Genital candidiasis 4494 0 (0.0%)  4518 3 (0.1%)
Genital infection 4494 0 (0.0%)  4518 1 (0.0%)
Genital infection fungal 4494 1 (0.0%)  4518 1 (0.0%)
Hepatitis E 4494 1 (0.0%)  4518 0 (0.0%)
Infected skin ulcer 4494 1 (0.0%)  4518 0 (0.0%)
Intervertebral discitis 4494 0 (0.0%)  4518 1 (0.0%)
Large intestine infection 4494 0 (0.0%)  4518 1 (0.0%)
Liver abscess 4494 0 (0.0%)  4518 1 (0.0%)
Mucormycosis 4494 1 (0.0%)  4518 0 (0.0%)
Onychomycosis 4494 1 (0.0%)  4518 0 (0.0%)
Osteomyelitis 4494 1 (0.0%)  4518 2 (0.0%)
Penile infection 4494 0 (0.0%)  4518 1 (0.0%)
Pneumonia 4494 5 (0.1%)  4518 4 (0.1%)
Pneumonia influenzal 4494 0 (0.0%)  4518 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Heart Failure  (contd.)      

No  (contd.)      
Infections and infestations  (contd.)      

Post procedural infection 4494 0 (0.0%)  4518 1 (0.0%)
Pulmonary sepsis 4494 0 (0.0%)  4518 1 (0.0%)
Pyelonephritis 4494 1 (0.0%)  4518 0 (0.0%)
Pyelonephritis acute 4494 2 (0.0%)  4518 2 (0.0%)
Sepsis 4494 1 (0.0%)  4518 1 (0.0%)
Septic shock 4494 0 (0.0%)  4518 1 (0.0%)
Streptococcal bacteraemia 4494 0 (0.0%)  4518 1 (0.0%)
Urethritis 4494 0 (0.0%)  4518 3 (0.1%)
Urinary tract infection 4494 11 (0.2%)  4518 22 (0.5%)
Urinary tract infection enterococcal 4494 1 (0.0%)  4518 0 (0.0%)
Urinary tract infection fungal 4494 0 (0.0%)  4518 1 (0.0%)
Urogenital infection bacterial 4494 0 (0.0%)  4518 1 (0.0%)
Urosepsis 4494 2 (0.0%)  4518 1 (0.0%)
Vulvovaginal candidiasis 4494 0 (0.0%)  4518 5 (0.1%)
Vulvovaginal mycotic infection 4494 0 (0.0%)  4518 7 (0.2%)
Wound infection 4494 1 (0.0%)  4518 0 (0.0%)

Injury, poisoning and procedural complications 4494 4 (0.1%)  4518 0 (0.0%)
Multiple injuries 4494 2 (0.0%)  4518 0 (0.0%)
Periprosthetic fracture 4494 1 (0.0%)  4518 0 (0.0%)
Rib fracture 4494 1 (0.0%)  4518 0 (0.0%)

Investigations 4494 19 (0.4%)  4518 29 (0.6%)
Blood alkaline phosphatase increased 4494 1 (0.0%)  4518 0 (0.0%)
Blood creatine increased 4494 1 (0.0%)  4518 0 (0.0%)
Blood creatinine increased 4494 2 (0.0%)  4518 9 (0.2%)
Blood electrolytes decreased 4494 1 (0.0%)  4518 0 (0.0%)
Creatinine renal clearance decreased 4494 1 (0.0%)  4518 3 (0.1%)
Glomerular filtration rate decreased 4494 9 (0.2%)  4518 12 (0.3%)
Glomerular filtration rate increased 4494 1 (0.0%)  4518 0 (0.0%)
Haematocrit increased 4494 0 (0.0%)  4518 1 (0.0%)
Hepatic enzyme increased 4494 1 (0.0%)  4518 0 (0.0%)
Liver function test abnormal 4494 0 (0.0%)  4518 1 (0.0%)
Liver function test increased 4494 2 (0.0%)  4518 1 (0.0%)
Tumour marker increased 4494 0 (0.0%)  4518 1 (0.0%)
Urine albumin/creatinine ratio increased 4494 0 (0.0%)  4518 1 (0.0%)

Metabolism and nutrition disorders 4494 23 (0.5%)  4518 13 (0.3%)
Abnormal loss of weight 4494 1 (0.0%)  4518 0 (0.0%)
Diabetes mellitus 4494 2 (0.0%)  4518 0 (0.0%)
Diabetes mellitus inadequate control 4494 2 (0.0%)  4518 0 (0.0%)
Diabetic ketoacidosis 4494 0 (0.0%)  4518 1 (0.0%)
Hypercalcaemia 4494 1 (0.0%)  4518 0 (0.0%)
Hyperglycaemia 4494 6 (0.1%)  4518 1 (0.0%)
Hyperkalaemia 4494 2 (0.0%)  4518 2 (0.0%)

Page 130 of 4674

28/07/2021



t_dapa_pooled_ae_socpt_desc_dae.pdf generated by dapa_ae_pooled.sas at 19:53:47 on 26 July 2021

DAPA
Table 2.1.9.1 - Pooled IPD analysis: Summary of adverse events leading to discontinuation of study medication (DAE) by SOC and PT, overall and by subgroups (safety analysis set)

Page 95 of 120

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Heart Failure  (contd.)      

No  (contd.)      
Metabolism and nutrition disorders  (contd.)      

Hypoglycaemia 4494 3 (0.1%)  4518 2 (0.0%)
Hypokalaemia 4494 0 (0.0%)  4518 1 (0.0%)
Hypovolaemia 4494 1 (0.0%)  4518 2 (0.0%)
Latent autoimmune diabetes in adults 4494 2 (0.0%)  4518 0 (0.0%)
Polydipsia 4494 1 (0.0%)  4518 1 (0.0%)
Type 1 diabetes mellitus 4494 2 (0.0%)  4518 3 (0.1%)

Musculoskeletal and connective tissue disorders 4494 10 (0.2%)  4518 5 (0.1%)
Back pain 4494 0 (0.0%)  4518 2 (0.0%)
Intervertebral disc degeneration 4494 1 (0.0%)  4518 0 (0.0%)
Muscle spasms 4494 1 (0.0%)  4518 1 (0.0%)
Musculoskeletal pain 4494 0 (0.0%)  4518 1 (0.0%)
Myalgia 4494 4 (0.1%)  4518 0 (0.0%)
Pain in extremity 4494 1 (0.0%)  4518 0 (0.0%)
Rhabdomyolysis 4494 1 (0.0%)  4518 0 (0.0%)
Rheumatoid arthritis 4494 2 (0.0%)  4518 0 (0.0%)
Spinal column stenosis 4494 0 (0.0%)  4518 1 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 4494 55 (1.2%)  4518 58 (1.3%)
Acute myeloid leukaemia 4494 0 (0.0%)  4518 1 (0.0%)
Adenocarcinoma gastric 4494 1 (0.0%)  4518 0 (0.0%)
Adenocarcinoma of colon 4494 0 (0.0%)  4518 1 (0.0%)
Adenocarcinoma pancreas 4494 1 (0.0%)  4518 1 (0.0%)
Bile duct cancer 4494 1 (0.0%)  4518 0 (0.0%)
Bladder cancer 4494 4 (0.1%)  4518 5 (0.1%)
Bladder transitional cell carcinoma 4494 6 (0.1%)  4518 1 (0.0%)
Brain neoplasm malignant 4494 1 (0.0%)  4518 0 (0.0%)
Breast cancer female 4494 0 (0.0%)  4518 3 (0.1%)
Cholangiocarcinoma 4494 2 (0.0%)  4518 1 (0.0%)
Colon adenoma 4494 1 (0.0%)  4518 0 (0.0%)
Colon cancer 4494 0 (0.0%)  4518 1 (0.0%)
Colon cancer metastatic 4494 1 (0.0%)  4518 0 (0.0%)
Diffuse large B-cell lymphoma 4494 0 (0.0%)  4518 1 (0.0%)
Endometrial adenocarcinoma 4494 2 (0.0%)  4518 1 (0.0%)
Epithelioid mesothelioma 4494 1 (0.0%)  4518 0 (0.0%)
Gallbladder cancer metastatic 4494 1 (0.0%)  4518 0 (0.0%)
Gastric cancer 4494 1 (0.0%)  4518 1 (0.0%)
Gastric cancer stage III 4494 2 (0.0%)  4518 0 (0.0%)
Gastrointestinal adenocarcinoma 4494 1 (0.0%)  4518 0 (0.0%)
Glioblastoma 4494 1 (0.0%)  4518 0 (0.0%)
Glioblastoma multiforme 4494 0 (0.0%)  4518 1 (0.0%)
Hepatic cancer 4494 1 (0.0%)  4518 0 (0.0%)
Hepatocellular carcinoma 4494 1 (0.0%)  4518 2 (0.0%)
Hypopharyngeal cancer 4494 0 (0.0%)  4518 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Heart Failure  (contd.)      

No  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Intraductal proliferative breast lesion 4494 0 (0.0%)  4518 1 (0.0%)
Laryngeal cancer 4494 1 (0.0%)  4518 1 (0.0%)
Lung adenocarcinoma 4494 2 (0.0%)  4518 0 (0.0%)
Lung cancer metastatic 4494 2 (0.0%)  4518 2 (0.0%)
Lung neoplasm malignant 4494 0 (0.0%)  4518 4 (0.1%)
Lung squamous cell carcinoma metastatic 4494 1 (0.0%)  4518 0 (0.0%)
Malignant neoplasm of ampulla of Vater 4494 1 (0.0%)  4518 0 (0.0%)
Malignant peritoneal neoplasm 4494 0 (0.0%)  4518 1 (0.0%)
Metastases to bladder 4494 0 (0.0%)  4518 1 (0.0%)
Metastatic gastric cancer 4494 0 (0.0%)  4518 1 (0.0%)
Non-small cell lung cancer 4494 1 (0.0%)  4518 0 (0.0%)
Non-small cell lung cancer stage IV 4494 0 (0.0%)  4518 1 (0.0%)
Oesophageal adenocarcinoma 4494 1 (0.0%)  4518 1 (0.0%)
Oesophageal carcinoma 4494 1 (0.0%)  4518 0 (0.0%)
Pancreatic carcinoma 4494 0 (0.0%)  4518 1 (0.0%)
Pancreatic carcinoma metastatic 4494 3 (0.1%)  4518 0 (0.0%)
Pancreatic neuroendocrine tumour 4494 0 (0.0%)  4518 1 (0.0%)
Papillary tumour of renal pelvis 4494 0 (0.0%)  4518 1 (0.0%)
Plasma cell myeloma 4494 1 (0.0%)  4518 0 (0.0%)
Prostate cancer 4494 1 (0.0%)  4518 6 (0.1%)
Prostate cancer metastatic 4494 1 (0.0%)  4518 1 (0.0%)
Rectal adenocarcinoma 4494 0 (0.0%)  4518 1 (0.0%)
Renal cancer 4494 1 (0.0%)  4518 4 (0.1%)
Renal cell carcinoma 4494 0 (0.0%)  4518 2 (0.0%)
Renal hamartoma 4494 0 (0.0%)  4518 1 (0.0%)
Renal neoplasm 4494 0 (0.0%)  4518 1 (0.0%)
Small cell lung cancer 4494 1 (0.0%)  4518 0 (0.0%)
Small intestine adenocarcinoma 4494 1 (0.0%)  4518 0 (0.0%)
Squamous cell carcinoma of lung 4494 0 (0.0%)  4518 3 (0.1%)
Squamous cell carcinoma of the tongue 4494 1 (0.0%)  4518 0 (0.0%)
Transitional cell carcinoma 4494 5 (0.1%)  4518 2 (0.0%)
Vaginal cancer 4494 1 (0.0%)  4518 0 (0.0%)

Nervous system disorders 4494 24 (0.5%)  4518 29 (0.6%)
Brain stem haemorrhage 4494 1 (0.0%)  4518 0 (0.0%)
Brain stem infarction 4494 0 (0.0%)  4518 2 (0.0%)
Brain stem stroke 4494 0 (0.0%)  4518 1 (0.0%)
Cerebral haemorrhage 4494 0 (0.0%)  4518 1 (0.0%)
Cerebral infarction 4494 1 (0.0%)  4518 2 (0.0%)
Cerebrovascular accident 4494 5 (0.1%)  4518 4 (0.1%)
Cognitive disorder 4494 0 (0.0%)  4518 1 (0.0%)
Dementia 4494 3 (0.1%)  4518 1 (0.0%)
Dizziness 4494 1 (0.0%)  4518 4 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Heart Failure  (contd.)      

No  (contd.)      
Nervous system disorders  (contd.)      

Dizziness postural 4494 0 (0.0%)  4518 1 (0.0%)
Dysgeusia 4494 0 (0.0%)  4518 1 (0.0%)
Haemorrhage intracranial 4494 1 (0.0%)  4518 0 (0.0%)
Haemorrhagic stroke 4494 3 (0.1%)  4518 1 (0.0%)
Ischaemic cerebral infarction 4494 1 (0.0%)  4518 1 (0.0%)
Ischaemic stroke 4494 3 (0.1%)  4518 5 (0.1%)
Lethargy 4494 1 (0.0%)  4518 0 (0.0%)
Loss of consciousness 4494 0 (0.0%)  4518 1 (0.0%)
Memory impairment 4494 1 (0.0%)  4518 0 (0.0%)
Parkinson's disease 4494 0 (0.0%)  4518 1 (0.0%)
Seizure 4494 1 (0.0%)  4518 0 (0.0%)
Somnolence 4494 1 (0.0%)  4518 0 (0.0%)
Subarachnoid haemorrhage 4494 0 (0.0%)  4518 1 (0.0%)
Syncope 4494 0 (0.0%)  4518 1 (0.0%)
Tremor 4494 1 (0.0%)  4518 0 (0.0%)

Psychiatric disorders 4494 2 (0.0%)  4518 1 (0.0%)
Confusional state 4494 2 (0.0%)  4518 0 (0.0%)
Depression 4494 0 (0.0%)  4518 1 (0.0%)

Renal and urinary disorders 4494 91 (2.0%)  4518 73 (1.6%)
Acute kidney injury 4494 16 (0.4%)  4518 10 (0.2%)
Albuminuria 4494 1 (0.0%)  4518 0 (0.0%)
Chromaturia 4494 1 (0.0%)  4518 0 (0.0%)
Chronic kidney disease 4494 12 (0.3%)  4518 11 (0.2%)
Diabetic nephropathy 4494 5 (0.1%)  4518 4 (0.1%)
Dysuria 4494 0 (0.0%)  4518 4 (0.1%)
End stage renal disease 4494 8 (0.2%)  4518 6 (0.1%)
Focal segmental glomerulosclerosis 4494 1 (0.0%)  4518 0 (0.0%)
Glomerulonephritis chronic 4494 1 (0.0%)  4518 0 (0.0%)
Glycosuria 4494 0 (0.0%)  4518 1 (0.0%)
Haematuria 4494 1 (0.0%)  4518 2 (0.0%)
IgA nephropathy 4494 1 (0.0%)  4518 0 (0.0%)
Microalbuminuria 4494 2 (0.0%)  4518 0 (0.0%)
Micturition urgency 4494 1 (0.0%)  4518 0 (0.0%)
Myeloma cast nephropathy 4494 1 (0.0%)  4518 0 (0.0%)
Nephrolithiasis 4494 0 (0.0%)  4518 1 (0.0%)
Nephropathy 4494 2 (0.0%)  4518 0 (0.0%)
Nephrotic syndrome 4494 2 (0.0%)  4518 0 (0.0%)
Nocturia 4494 1 (0.0%)  4518 2 (0.0%)
Pollakiuria 4494 5 (0.1%)  4518 3 (0.1%)
Polyuria 4494 0 (0.0%)  4518 2 (0.0%)
Proteinuria 4494 2 (0.0%)  4518 0 (0.0%)
Renal amyloidosis 4494 1 (0.0%)  4518 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Heart Failure  (contd.)      

No  (contd.)      
Renal and urinary disorders  (contd.)      

Renal failure 4494 6 (0.1%)  4518 5 (0.1%)
Renal impairment 4494 20 (0.4%)  4518 20 (0.4%)
Urinary incontinence 4494 1 (0.0%)  4518 1 (0.0%)
Urinary tract discomfort 4494 0 (0.0%)  4518 1 (0.0%)

Reproductive system and breast disorders 4494 2 (0.0%)  4518 13 (0.3%)
Balanoposthitis 4494 2 (0.0%)  4518 6 (0.1%)
Benign prostatic hyperplasia 4494 0 (0.0%)  4518 1 (0.0%)
Pruritus genital 4494 0 (0.0%)  4518 3 (0.1%)
Vulvovaginal pruritus 4494 0 (0.0%)  4518 3 (0.1%)

Respiratory, thoracic and mediastinal disorders 4494 8 (0.2%)  4518 4 (0.1%)
Acute respiratory distress syndrome 4494 0 (0.0%)  4518 2 (0.0%)
Acute respiratory failure 4494 0 (0.0%)  4518 1 (0.0%)
Chronic obstructive pulmonary disease 4494 2 (0.0%)  4518 0 (0.0%)
Dyspnoea 4494 0 (0.0%)  4518 1 (0.0%)
Lung infiltration 4494 1 (0.0%)  4518 0 (0.0%)
Pulmonary embolism 4494 1 (0.0%)  4518 0 (0.0%)
Respiratory failure 4494 4 (0.1%)  4518 0 (0.0%)

Skin and subcutaneous tissue disorders 4494 13 (0.3%)  4518 14 (0.3%)
Dermatitis allergic 4494 3 (0.1%)  4518 2 (0.0%)
Diabetic foot 4494 1 (0.0%)  4518 0 (0.0%)
Eczema 4494 1 (0.0%)  4518 1 (0.0%)
Lichen sclerosus 4494 0 (0.0%)  4518 1 (0.0%)
Pruritus 4494 2 (0.0%)  4518 1 (0.0%)
Pruritus generalised 4494 2 (0.0%)  4518 1 (0.0%)
Psoriasis 4494 1 (0.0%)  4518 0 (0.0%)
Purpura 4494 0 (0.0%)  4518 1 (0.0%)
Rash 4494 2 (0.0%)  4518 2 (0.0%)
Rash generalised 4494 1 (0.0%)  4518 0 (0.0%)
Rash pruritic 4494 0 (0.0%)  4518 1 (0.0%)
Seborrhoeic dermatitis 4494 0 (0.0%)  4518 1 (0.0%)
Skin odour abnormal 4494 0 (0.0%)  4518 1 (0.0%)
Skin ulcer 4494 0 (0.0%)  4518 1 (0.0%)
Urticaria 4494 0 (0.0%)  4518 1 (0.0%)

Surgical and medical procedures 4494 1 (0.0%)  4518 0 (0.0%)
Dialysis 4494 1 (0.0%)  4518 0 (0.0%)

Vascular disorders 4494 3 (0.1%)  4518 5 (0.1%)
Aortic arteriosclerosis 4494 0 (0.0%)  4518 1 (0.0%)
Aortic stenosis 4494 0 (0.0%)  4518 1 (0.0%)
Arterial occlusive disease 4494 1 (0.0%)  4518 0 (0.0%)
Deep vein thrombosis 4494 1 (0.0%)  4518 0 (0.0%)
Hypotension 4494 1 (0.0%)  4518 3 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Type 2 Diabetes      

Yes      
Any AE 4900 400 (8.2%)  4892 402 (8.2%)
Blood and lymphatic system disorders 4900 2 (0.0%)  4892 2 (0.0%)

Anaemia 4900 2 (0.0%)  4892 0 (0.0%)
Disseminated intravascular coagulation 4900 0 (0.0%)  4892 1 (0.0%)
Immune thrombocytopenic purpura 4900 0 (0.0%)  4892 1 (0.0%)

Cardiac disorders 4900 37 (0.8%)  4892 35 (0.7%)
Acute coronary syndrome 4900 1 (0.0%)  4892 0 (0.0%)
Acute left ventricular failure 4900 1 (0.0%)  4892 0 (0.0%)
Acute myocardial infarction 4900 10 (0.2%)  4892 7 (0.1%)
Angina unstable 4900 3 (0.1%)  4892 1 (0.0%)
Atrial fibrillation 4900 0 (0.0%)  4892 1 (0.0%)
Atrioventricular block complete 4900 0 (0.0%)  4892 1 (0.0%)
Cardiac arrest 4900 0 (0.0%)  4892 1 (0.0%)
Cardiac failure 4900 7 (0.1%)  4892 11 (0.2%)
Cardiac failure acute 4900 1 (0.0%)  4892 0 (0.0%)
Cardiac failure chronic 4900 0 (0.0%)  4892 1 (0.0%)
Cardiac failure congestive 4900 6 (0.1%)  4892 5 (0.1%)
Cardiogenic shock 4900 0 (0.0%)  4892 1 (0.0%)
Coronary artery disease 4900 1 (0.0%)  4892 2 (0.0%)
Myocardial fibrosis 4900 0 (0.0%)  4892 1 (0.0%)
Myocardial infarction 4900 5 (0.1%)  4892 1 (0.0%)
Myocardial ischaemia 4900 0 (0.0%)  4892 1 (0.0%)
Palpitations 4900 2 (0.0%)  4892 0 (0.0%)
Pericarditis 4900 0 (0.0%)  4892 1 (0.0%)
Ventricular tachycardia 4900 0 (0.0%)  4892 1 (0.0%)

Eye disorders 4900 1 (0.0%)  4892 0 (0.0%)
Eyelid oedema 4900 1 (0.0%)  4892 0 (0.0%)

Gastrointestinal disorders 4900 21 (0.4%)  4892 16 (0.3%)
Abdominal discomfort 4900 0 (0.0%)  4892 1 (0.0%)
Abdominal distension 4900 1 (0.0%)  4892 0 (0.0%)
Abdominal pain 4900 1 (0.0%)  4892 0 (0.0%)
Abdominal pain upper 4900 1 (0.0%)  4892 0 (0.0%)
Constipation 4900 2 (0.0%)  4892 1 (0.0%)
Diarrhoea 4900 11 (0.2%)  4892 8 (0.2%)
Dyspepsia 4900 0 (0.0%)  4892 1 (0.0%)
Gastric disorder 4900 0 (0.0%)  4892 1 (0.0%)
Gastric ulcer haemorrhage 4900 0 (0.0%)  4892 1 (0.0%)
Gastrointestinal disorder 4900 0 (0.0%)  4892 1 (0.0%)
Lower gastrointestinal haemorrhage 4900 1 (0.0%)  4892 0 (0.0%)
Nausea 4900 2 (0.0%)  4892 1 (0.0%)
Pancreatitis 4900 1 (0.0%)  4892 0 (0.0%)
Stomatitis 4900 0 (0.0%)  4892 1 (0.0%)
Thrombosis mesenteric vessel 4900 1 (0.0%)  4892 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Type 2 Diabetes  (contd.)      

Yes  (contd.)      
General disorders and administration site conditions 4900 9 (0.2%)  4892 7 (0.1%)

Asthenia 4900 3 (0.1%)  4892 2 (0.0%)
Fatigue 4900 2 (0.0%)  4892 1 (0.0%)
Gait disturbance 4900 0 (0.0%)  4892 1 (0.0%)
Malaise 4900 0 (0.0%)  4892 1 (0.0%)
Non-cardiac chest pain 4900 0 (0.0%)  4892 1 (0.0%)
Peripheral swelling 4900 2 (0.0%)  4892 1 (0.0%)
Pyrexia 4900 1 (0.0%)  4892 0 (0.0%)
Swelling 4900 1 (0.0%)  4892 0 (0.0%)

Hepatobiliary disorders 4900 10 (0.2%)  4892 1 (0.0%)
Autoimmune hepatitis 4900 1 (0.0%)  4892 0 (0.0%)
Bile duct obstruction 4900 2 (0.0%)  4892 0 (0.0%)
Cholecystitis acute 4900 2 (0.0%)  4892 0 (0.0%)
Cholelithiasis 4900 0 (0.0%)  4892 1 (0.0%)
Hepatic cirrhosis 4900 2 (0.0%)  4892 0 (0.0%)
Hepatic function abnormal 4900 1 (0.0%)  4892 0 (0.0%)
Hepatic mass 4900 1 (0.0%)  4892 0 (0.0%)
Hepatic steatosis 4900 1 (0.0%)  4892 0 (0.0%)

Immune system disorders 4900 0 (0.0%)  4892 1 (0.0%)
Drug hypersensitivity 4900 0 (0.0%)  4892 1 (0.0%)

Infections and infestations 4900 45 (0.9%)  4892 81 (1.7%)
Balanoposthitis infective 4900 0 (0.0%)  4892 1 (0.0%)
Candida infection 4900 3 (0.1%)  4892 1 (0.0%)
Cellulitis 4900 1 (0.0%)  4892 0 (0.0%)
Cholecystitis infective 4900 1 (0.0%)  4892 0 (0.0%)
Chronic hepatitis C 4900 0 (0.0%)  4892 1 (0.0%)
Cystitis 4900 1 (0.0%)  4892 2 (0.0%)
Endocarditis staphylococcal 4900 1 (0.0%)  4892 0 (0.0%)
Erysipelas 4900 0 (0.0%)  4892 1 (0.0%)
Escherichia sepsis 4900 1 (0.0%)  4892 0 (0.0%)
Eye infection 4900 0 (0.0%)  4892 1 (0.0%)
Folliculitis 4900 0 (0.0%)  4892 1 (0.0%)
Fungal balanitis 4900 0 (0.0%)  4892 1 (0.0%)
Fungal infection 4900 1 (0.0%)  4892 4 (0.1%)
Fungal oesophagitis 4900 0 (0.0%)  4892 1 (0.0%)
Gangrene 4900 1 (0.0%)  4892 1 (0.0%)
Gastroenteritis 4900 1 (0.0%)  4892 0 (0.0%)
Genital candidiasis 4900 0 (0.0%)  4892 3 (0.1%)
Genital infection 4900 0 (0.0%)  4892 1 (0.0%)
Genital infection fungal 4900 1 (0.0%)  4892 1 (0.0%)
Hepatitis E 4900 1 (0.0%)  4892 0 (0.0%)
Infected skin ulcer 4900 1 (0.0%)  4892 0 (0.0%)
Intervertebral discitis 4900 0 (0.0%)  4892 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Type 2 Diabetes  (contd.)      

Yes  (contd.)      
Infections and infestations  (contd.)      

Large intestine infection 4900 0 (0.0%)  4892 1 (0.0%)
Liver abscess 4900 0 (0.0%)  4892 1 (0.0%)
Mucormycosis 4900 1 (0.0%)  4892 0 (0.0%)
Onychomycosis 4900 1 (0.0%)  4892 0 (0.0%)
Osteomyelitis 4900 1 (0.0%)  4892 2 (0.0%)
Penile infection 4900 0 (0.0%)  4892 1 (0.0%)
Pneumonia 4900 6 (0.1%)  4892 4 (0.1%)
Pneumonia influenzal 4900 0 (0.0%)  4892 1 (0.0%)
Post procedural infection 4900 0 (0.0%)  4892 1 (0.0%)
Pulmonary sepsis 4900 0 (0.0%)  4892 1 (0.0%)
Pyelonephritis 4900 1 (0.0%)  4892 0 (0.0%)
Pyelonephritis acute 4900 2 (0.0%)  4892 2 (0.0%)
Sepsis 4900 2 (0.0%)  4892 1 (0.0%)
Septic shock 4900 0 (0.0%)  4892 2 (0.0%)
Streptococcal bacteraemia 4900 0 (0.0%)  4892 1 (0.0%)
Urethritis 4900 0 (0.0%)  4892 3 (0.1%)
Urinary tract infection 4900 12 (0.2%)  4892 25 (0.5%)
Urinary tract infection enterococcal 4900 1 (0.0%)  4892 0 (0.0%)
Urinary tract infection fungal 4900 0 (0.0%)  4892 1 (0.0%)
Urogenital infection bacterial 4900 0 (0.0%)  4892 1 (0.0%)
Urosepsis 4900 3 (0.1%)  4892 1 (0.0%)
Vulvovaginal candidiasis 4900 0 (0.0%)  4892 5 (0.1%)
Vulvovaginal mycotic infection 4900 0 (0.0%)  4892 7 (0.1%)
Wound infection 4900 1 (0.0%)  4892 0 (0.0%)

Injury, poisoning and procedural complications 4900 6 (0.1%)  4892 0 (0.0%)
Carbon monoxide poisoning 4900 1 (0.0%)  4892 0 (0.0%)
Multiple injuries 4900 2 (0.0%)  4892 0 (0.0%)
Periprosthetic fracture 4900 1 (0.0%)  4892 0 (0.0%)
Post procedural haemorrhage 4900 1 (0.0%)  4892 0 (0.0%)
Rib fracture 4900 1 (0.0%)  4892 0 (0.0%)

Investigations 4900 22 (0.4%)  4892 23 (0.5%)
Blood alkaline phosphatase increased 4900 1 (0.0%)  4892 0 (0.0%)
Blood creatine increased 4900 1 (0.0%)  4892 0 (0.0%)
Blood creatinine increased 4900 3 (0.1%)  4892 7 (0.1%)
Blood electrolytes decreased 4900 1 (0.0%)  4892 0 (0.0%)
Creatinine renal clearance decreased 4900 3 (0.1%)  4892 3 (0.1%)
Glomerular filtration rate decreased 4900 8 (0.2%)  4892 8 (0.2%)
Glomerular filtration rate increased 4900 1 (0.0%)  4892 0 (0.0%)
Haemoglobin increased 4900 0 (0.0%)  4892 1 (0.0%)
Hepatic enzyme increased 4900 1 (0.0%)  4892 0 (0.0%)
Hepatitis C antibody positive 4900 1 (0.0%)  4892 0 (0.0%)
Liver function test abnormal 4900 0 (0.0%)  4892 1 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Type 2 Diabetes  (contd.)      

Yes  (contd.)      
Investigations  (contd.)      

Liver function test increased 4900 2 (0.0%)  4892 1 (0.0%)
Tumour marker increased 4900 0 (0.0%)  4892 1 (0.0%)
Urine albumin/creatinine ratio increased 4900 0 (0.0%)  4892 1 (0.0%)

Metabolism and nutrition disorders 4900 28 (0.6%)  4892 17 (0.3%)
Abnormal loss of weight 4900 1 (0.0%)  4892 0 (0.0%)
Dehydration 4900 0 (0.0%)  4892 1 (0.0%)
Diabetes mellitus 4900 5 (0.1%)  4892 0 (0.0%)
Diabetes mellitus inadequate control 4900 2 (0.0%)  4892 0 (0.0%)
Diabetic ketoacidosis 4900 0 (0.0%)  4892 1 (0.0%)
Diabetic ketosis 4900 1 (0.0%)  4892 0 (0.0%)
Diabetic metabolic decompensation 4900 0 (0.0%)  4892 2 (0.0%)
Hypercalcaemia 4900 1 (0.0%)  4892 0 (0.0%)
Hyperglycaemia 4900 6 (0.1%)  4892 1 (0.0%)
Hyperkalaemia 4900 1 (0.0%)  4892 2 (0.0%)
Hypoglycaemia 4900 6 (0.1%)  4892 3 (0.1%)
Hypokalaemia 4900 0 (0.0%)  4892 1 (0.0%)
Hypovolaemia 4900 1 (0.0%)  4892 2 (0.0%)
Latent autoimmune diabetes in adults 4900 2 (0.0%)  4892 0 (0.0%)
Polydipsia 4900 0 (0.0%)  4892 1 (0.0%)
Type 1 diabetes mellitus 4900 2 (0.0%)  4892 3 (0.1%)

Musculoskeletal and connective tissue disorders 4900 9 (0.2%)  4892 5 (0.1%)
Back pain 4900 0 (0.0%)  4892 2 (0.0%)
Intervertebral disc degeneration 4900 1 (0.0%)  4892 0 (0.0%)
Muscle spasms 4900 0 (0.0%)  4892 1 (0.0%)
Musculoskeletal pain 4900 0 (0.0%)  4892 1 (0.0%)
Myalgia 4900 4 (0.1%)  4892 0 (0.0%)
Pain in extremity 4900 1 (0.0%)  4892 0 (0.0%)
Rhabdomyolysis 4900 1 (0.0%)  4892 0 (0.0%)
Rheumatoid arthritis 4900 2 (0.0%)  4892 0 (0.0%)
Spinal column stenosis 4900 0 (0.0%)  4892 1 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 4900 58 (1.2%)  4892 59 (1.2%)
Acute myeloid leukaemia 4900 0 (0.0%)  4892 1 (0.0%)
Adenocarcinoma 4900 0 (0.0%)  4892 1 (0.0%)
Adenocarcinoma of colon 4900 0 (0.0%)  4892 1 (0.0%)
Adenocarcinoma pancreas 4900 1 (0.0%)  4892 1 (0.0%)
Bile duct cancer 4900 1 (0.0%)  4892 0 (0.0%)
Bladder cancer 4900 5 (0.1%)  4892 4 (0.1%)
Bladder cancer stage II 4900 0 (0.0%)  4892 1 (0.0%)
Bladder transitional cell carcinoma 4900 7 (0.1%)  4892 1 (0.0%)
Brain neoplasm malignant 4900 1 (0.0%)  4892 0 (0.0%)
Breast cancer female 4900 1 (0.0%)  4892 3 (0.1%)
Cervix carcinoma 4900 1 (0.0%)  4892 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Type 2 Diabetes  (contd.)      

Yes  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Cholangiocarcinoma 4900 2 (0.0%)  4892 1 (0.0%)
Colon adenoma 4900 1 (0.0%)  4892 0 (0.0%)
Colon cancer 4900 0 (0.0%)  4892 1 (0.0%)
Colon cancer metastatic 4900 1 (0.0%)  4892 0 (0.0%)
Diffuse large B-cell lymphoma 4900 0 (0.0%)  4892 1 (0.0%)
Endometrial adenocarcinoma 4900 2 (0.0%)  4892 1 (0.0%)
Gallbladder cancer metastatic 4900 1 (0.0%)  4892 0 (0.0%)
Gastric cancer 4900 2 (0.0%)  4892 0 (0.0%)
Gastric cancer stage III 4900 2 (0.0%)  4892 0 (0.0%)
Gastrointestinal adenocarcinoma 4900 1 (0.0%)  4892 0 (0.0%)
Gastrointestinal carcinoma 4900 1 (0.0%)  4892 0 (0.0%)
Glioblastoma 4900 1 (0.0%)  4892 0 (0.0%)
Glioblastoma multiforme 4900 0 (0.0%)  4892 1 (0.0%)
Hepatic cancer 4900 1 (0.0%)  4892 0 (0.0%)
Hepatocellular carcinoma 4900 1 (0.0%)  4892 2 (0.0%)
Hypopharyngeal cancer 4900 0 (0.0%)  4892 1 (0.0%)
Intraductal proliferative breast lesion 4900 0 (0.0%)  4892 1 (0.0%)
Lung adenocarcinoma 4900 2 (0.0%)  4892 0 (0.0%)
Lung cancer metastatic 4900 3 (0.1%)  4892 2 (0.0%)
Lung neoplasm malignant 4900 0 (0.0%)  4892 4 (0.1%)
Lung squamous cell carcinoma metastatic 4900 1 (0.0%)  4892 0 (0.0%)
Malignant neoplasm of ampulla of Vater 4900 1 (0.0%)  4892 0 (0.0%)
Malignant peritoneal neoplasm 4900 0 (0.0%)  4892 1 (0.0%)
Metastatic gastric cancer 4900 0 (0.0%)  4892 1 (0.0%)
Non-small cell lung cancer 4900 1 (0.0%)  4892 0 (0.0%)
Non-small cell lung cancer recurrent 4900 0 (0.0%)  4892 1 (0.0%)
Non-small cell lung cancer stage IV 4900 0 (0.0%)  4892 1 (0.0%)
Oesophageal adenocarcinoma 4900 1 (0.0%)  4892 1 (0.0%)
Oesophageal carcinoma 4900 1 (0.0%)  4892 0 (0.0%)
Pancreatic carcinoma 4900 1 (0.0%)  4892 1 (0.0%)
Pancreatic carcinoma metastatic 4900 3 (0.1%)  4892 0 (0.0%)
Pancreatic neuroendocrine tumour 4900 0 (0.0%)  4892 1 (0.0%)
Papillary tumour of renal pelvis 4900 0 (0.0%)  4892 1 (0.0%)
Prostate cancer 4900 1 (0.0%)  4892 7 (0.1%)
Prostate cancer metastatic 4900 1 (0.0%)  4892 1 (0.0%)
Prostate cancer recurrent 4900 0 (0.0%)  4892 1 (0.0%)
Rectal adenocarcinoma 4900 0 (0.0%)  4892 1 (0.0%)
Rectal cancer metastatic 4900 1 (0.0%)  4892 0 (0.0%)
Renal cancer 4900 1 (0.0%)  4892 4 (0.1%)
Renal cell carcinoma 4900 0 (0.0%)  4892 1 (0.0%)
Renal hamartoma 4900 0 (0.0%)  4892 1 (0.0%)
Renal neoplasm 4900 0 (0.0%)  4892 2 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Type 2 Diabetes  (contd.)      

Yes  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Small intestine adenocarcinoma 4900 1 (0.0%)  4892 0 (0.0%)
Squamous cell carcinoma of lung 4900 0 (0.0%)  4892 2 (0.0%)
Squamous cell carcinoma of the tongue 4900 1 (0.0%)  4892 0 (0.0%)
Transitional cell carcinoma 4900 5 (0.1%)  4892 3 (0.1%)

Nervous system disorders 4900 32 (0.7%)  4892 30 (0.6%)
Brain stem haemorrhage 4900 1 (0.0%)  4892 0 (0.0%)
Brain stem infarction 4900 0 (0.0%)  4892 2 (0.0%)
Brain stem stroke 4900 0 (0.0%)  4892 1 (0.0%)
Cerebral artery occlusion 4900 1 (0.0%)  4892 0 (0.0%)
Cerebral haemorrhage 4900 0 (0.0%)  4892 1 (0.0%)
Cerebral infarction 4900 3 (0.1%)  4892 2 (0.0%)
Cerebrovascular accident 4900 7 (0.1%)  4892 5 (0.1%)
Cognitive disorder 4900 0 (0.0%)  4892 2 (0.0%)
Dementia 4900 3 (0.1%)  4892 1 (0.0%)
Dizziness 4900 1 (0.0%)  4892 4 (0.1%)
Dizziness postural 4900 0 (0.0%)  4892 1 (0.0%)
Dysgeusia 4900 0 (0.0%)  4892 1 (0.0%)
Haemorrhage intracranial 4900 1 (0.0%)  4892 0 (0.0%)
Haemorrhagic stroke 4900 4 (0.1%)  4892 1 (0.0%)
Ischaemic cerebral infarction 4900 1 (0.0%)  4892 1 (0.0%)
Ischaemic stroke 4900 3 (0.1%)  4892 5 (0.1%)
Lethargy 4900 1 (0.0%)  4892 0 (0.0%)
Loss of consciousness 4900 0 (0.0%)  4892 1 (0.0%)
Memory impairment 4900 1 (0.0%)  4892 0 (0.0%)
Myoclonus 4900 1 (0.0%)  4892 0 (0.0%)
Senile dementia 4900 1 (0.0%)  4892 0 (0.0%)
Somnolence 4900 1 (0.0%)  4892 0 (0.0%)
Subarachnoid haemorrhage 4900 0 (0.0%)  4892 1 (0.0%)
Syncope 4900 1 (0.0%)  4892 1 (0.0%)
Tremor 4900 1 (0.0%)  4892 0 (0.0%)

Psychiatric disorders 4900 2 (0.0%)  4892 1 (0.0%)
Confusional state 4900 2 (0.0%)  4892 0 (0.0%)
Depression 4900 0 (0.0%)  4892 1 (0.0%)

Renal and urinary disorders 4900 95 (1.9%)  4892 84 (1.7%)
Acute kidney injury 4900 20 (0.4%)  4892 9 (0.2%)
Albuminuria 4900 1 (0.0%)  4892 0 (0.0%)
Chromaturia 4900 1 (0.0%)  4892 0 (0.0%)
Chronic kidney disease 4900 13 (0.3%)  4892 10 (0.2%)
Diabetic nephropathy 4900 5 (0.1%)  4892 4 (0.1%)
Dysuria 4900 0 (0.0%)  4892 4 (0.1%)
End stage renal disease 4900 8 (0.2%)  4892 6 (0.1%)
Focal segmental glomerulosclerosis 4900 1 (0.0%)  4892 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Type 2 Diabetes  (contd.)      

Yes  (contd.)      
Renal and urinary disorders  (contd.)      

Glomerulonephritis chronic 4900 1 (0.0%)  4892 0 (0.0%)
Glycosuria 4900 0 (0.0%)  4892 1 (0.0%)
Haematuria 4900 1 (0.0%)  4892 3 (0.1%)
Microalbuminuria 4900 2 (0.0%)  4892 0 (0.0%)
Micturition urgency 4900 1 (0.0%)  4892 1 (0.0%)
Myeloma cast nephropathy 4900 1 (0.0%)  4892 0 (0.0%)
Nephritis 4900 0 (0.0%)  4892 1 (0.0%)
Nephrolithiasis 4900 0 (0.0%)  4892 1 (0.0%)
Nephropathy 4900 1 (0.0%)  4892 0 (0.0%)
Nephrotic syndrome 4900 2 (0.0%)  4892 0 (0.0%)
Nocturia 4900 1 (0.0%)  4892 2 (0.0%)
Pollakiuria 4900 5 (0.1%)  4892 6 (0.1%)
Polyuria 4900 0 (0.0%)  4892 5 (0.1%)
Proteinuria 4900 2 (0.0%)  4892 0 (0.0%)
Renal amyloidosis 4900 1 (0.0%)  4892 0 (0.0%)
Renal failure 4900 4 (0.1%)  4892 10 (0.2%)
Renal impairment 4900 23 (0.5%)  4892 19 (0.4%)
Urinary incontinence 4900 1 (0.0%)  4892 1 (0.0%)
Urinary tract discomfort 4900 0 (0.0%)  4892 1 (0.0%)

Reproductive system and breast disorders 4900 2 (0.0%)  4892 14 (0.3%)
Balanoposthitis 4900 2 (0.0%)  4892 7 (0.1%)
Benign prostatic hyperplasia 4900 0 (0.0%)  4892 1 (0.0%)
Pruritus genital 4900 0 (0.0%)  4892 3 (0.1%)
Vulvovaginal pruritus 4900 0 (0.0%)  4892 3 (0.1%)

Respiratory, thoracic and mediastinal disorders 4900 12 (0.2%)  4892 4 (0.1%)
Acute respiratory distress syndrome 4900 0 (0.0%)  4892 2 (0.0%)
Acute respiratory failure 4900 0 (0.0%)  4892 1 (0.0%)
Chronic obstructive pulmonary disease 4900 2 (0.0%)  4892 0 (0.0%)
Dyspnoea 4900 2 (0.0%)  4892 1 (0.0%)
Lung infiltration 4900 1 (0.0%)  4892 0 (0.0%)
Pneumonia aspiration 4900 1 (0.0%)  4892 0 (0.0%)
Pulmonary embolism 4900 1 (0.0%)  4892 0 (0.0%)
Respiratory failure 4900 5 (0.1%)  4892 0 (0.0%)

Skin and subcutaneous tissue disorders 4900 13 (0.3%)  4892 18 (0.4%)
Dermal cyst 4900 0 (0.0%)  4892 1 (0.0%)
Dermatitis allergic 4900 3 (0.1%)  4892 2 (0.0%)
Diabetic foot 4900 1 (0.0%)  4892 0 (0.0%)
Drug eruption 4900 0 (0.0%)  4892 1 (0.0%)
Eczema 4900 1 (0.0%)  4892 1 (0.0%)
Lichen sclerosus 4900 0 (0.0%)  4892 1 (0.0%)
Petechiae 4900 1 (0.0%)  4892 0 (0.0%)
Pruritus 4900 1 (0.0%)  4892 2 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Type 2 Diabetes  (contd.)      

Yes  (contd.)      
Skin and subcutaneous tissue disorders  (contd.)      

Pruritus generalised 4900 2 (0.0%)  4892 1 (0.0%)
Psoriasis 4900 1 (0.0%)  4892 0 (0.0%)
Rash 4900 2 (0.0%)  4892 2 (0.0%)
Rash generalised 4900 1 (0.0%)  4892 0 (0.0%)
Rash pruritic 4900 0 (0.0%)  4892 1 (0.0%)
Seborrhoeic dermatitis 4900 0 (0.0%)  4892 1 (0.0%)
Skin odour abnormal 4900 0 (0.0%)  4892 1 (0.0%)
Skin ulcer 4900 0 (0.0%)  4892 2 (0.0%)
Urticaria 4900 0 (0.0%)  4892 2 (0.0%)

Surgical and medical procedures 4900 1 (0.0%)  4892 0 (0.0%)
Dialysis 4900 1 (0.0%)  4892 0 (0.0%)

Vascular disorders 4900 3 (0.1%)  4892 10 (0.2%)
Aortic arteriosclerosis 4900 0 (0.0%)  4892 1 (0.0%)
Aortic stenosis 4900 0 (0.0%)  4892 1 (0.0%)
Arterial occlusive disease 4900 1 (0.0%)  4892 0 (0.0%)
Deep vein thrombosis 4900 1 (0.0%)  4892 0 (0.0%)
Hypertension 4900 0 (0.0%)  4892 1 (0.0%)
Hypotension 4900 1 (0.0%)  4892 7 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Type 2 Diabetes  (contd.)      

No      
Any AE 1161 55 (4.7%)  1175 65 (5.5%)
Cardiac disorders 1161 10 (0.9%)  1175 5 (0.4%)

Acute myocardial infarction 1161 1 (0.1%)  1175 1 (0.1%)
Atrial fibrillation 1161 1 (0.1%)  1175 0 (0.0%)
Cardiac failure 1161 2 (0.2%)  1175 4 (0.3%)
Cardiac failure chronic 1161 1 (0.1%)  1175 0 (0.0%)
Cardiac failure congestive 1161 2 (0.2%)  1175 0 (0.0%)
Cardio-respiratory arrest 1161 1 (0.1%)  1175 0 (0.0%)
Tachycardia 1161 1 (0.1%)  1175 0 (0.0%)
Ventricular tachycardia 1161 1 (0.1%)  1175 0 (0.0%)

Eye disorders 1161 0 (0.0%)  1175 1 (0.1%)
Vision blurred 1161 0 (0.0%)  1175 1 (0.1%)

Gastrointestinal disorders 1161 2 (0.2%)  1175 3 (0.3%)
Abdominal pain lower 1161 0 (0.0%)  1175 1 (0.1%)
Constipation 1161 1 (0.1%)  1175 0 (0.0%)
Diarrhoea 1161 1 (0.1%)  1175 0 (0.0%)
Dyspepsia 1161 0 (0.0%)  1175 1 (0.1%)
Nausea 1161 0 (0.0%)  1175 1 (0.1%)

General disorders and administration site conditions 1161 2 (0.2%)  1175 1 (0.1%)
Fatigue 1161 1 (0.1%)  1175 1 (0.1%)
Non-cardiac chest pain 1161 1 (0.1%)  1175 0 (0.0%)

Hepatobiliary disorders 1161 0 (0.0%)  1175 2 (0.2%)
Cholecystitis 1161 0 (0.0%)  1175 1 (0.1%)
Gallbladder enlargement 1161 0 (0.0%)  1175 1 (0.1%)

Infections and infestations 1161 3 (0.3%)  1175 9 (0.8%)
Bacterial sepsis 1161 1 (0.1%)  1175 0 (0.0%)
Bronchitis 1161 0 (0.0%)  1175 1 (0.1%)
Cystitis 1161 2 (0.2%)  1175 1 (0.1%)
Device related sepsis 1161 0 (0.0%)  1175 1 (0.1%)
Encephalitis 1161 0 (0.0%)  1175 1 (0.1%)
Fungaemia 1161 0 (0.0%)  1175 1 (0.1%)
Fungal skin infection 1161 0 (0.0%)  1175 1 (0.1%)
Urinary tract infection 1161 0 (0.0%)  1175 2 (0.2%)
Vulvovaginal mycotic infection 1161 0 (0.0%)  1175 1 (0.1%)

Investigations 1161 4 (0.3%)  1175 10 (0.9%)
Blood creatinine increased 1161 1 (0.1%)  1175 2 (0.2%)
Blood pressure decreased 1161 0 (0.0%)  1175 1 (0.1%)
Glomerular filtration rate decreased 1161 3 (0.3%)  1175 6 (0.5%)
Haematocrit increased 1161 0 (0.0%)  1175 1 (0.1%)

Metabolism and nutrition disorders 1161 3 (0.3%)  1175 2 (0.2%)
Hyperkalaemia 1161 1 (0.1%)  1175 0 (0.0%)
Hypovolaemia 1161 1 (0.1%)  1175 2 (0.2%)
Polydipsia 1161 1 (0.1%)  1175 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Type 2 Diabetes  (contd.)      

No  (contd.)      
Musculoskeletal and connective tissue disorders 1161 1 (0.1%)  1175 0 (0.0%)

Muscle spasms 1161 1 (0.1%)  1175 0 (0.0%)
Neoplasms benign, malignant and unspecified (incl cysts and polyps) 1161 6 (0.5%)  1175 7 (0.6%)

Adenocarcinoma gastric 1161 1 (0.1%)  1175 0 (0.0%)
Bladder cancer 1161 0 (0.0%)  1175 1 (0.1%)
Epithelioid mesothelioma 1161 1 (0.1%)  1175 0 (0.0%)
Gastric cancer 1161 0 (0.0%)  1175 1 (0.1%)
Laryngeal cancer 1161 1 (0.1%)  1175 1 (0.1%)
Lung neoplasm malignant 1161 0 (0.0%)  1175 1 (0.1%)
Metastases to bladder 1161 0 (0.0%)  1175 1 (0.1%)
Plasma cell myeloma 1161 1 (0.1%)  1175 0 (0.0%)
Renal cell carcinoma 1161 0 (0.0%)  1175 1 (0.1%)
Small cell lung cancer 1161 1 (0.1%)  1175 0 (0.0%)
Squamous cell carcinoma of lung 1161 0 (0.0%)  1175 1 (0.1%)
Vaginal cancer 1161 1 (0.1%)  1175 0 (0.0%)

Nervous system disorders 1161 5 (0.4%)  1175 6 (0.5%)
Dizziness 1161 3 (0.3%)  1175 3 (0.3%)
Haemorrhagic stroke 1161 0 (0.0%)  1175 1 (0.1%)
Ischaemic stroke 1161 1 (0.1%)  1175 1 (0.1%)
Parkinson's disease 1161 0 (0.0%)  1175 1 (0.1%)
Seizure 1161 1 (0.1%)  1175 0 (0.0%)
Somnolence 1161 1 (0.1%)  1175 0 (0.0%)

Renal and urinary disorders 1161 16 (1.4%)  1175 14 (1.2%)
Acute kidney injury 1161 3 (0.3%)  1175 4 (0.3%)
Chronic kidney disease 1161 3 (0.3%)  1175 4 (0.3%)
Dysuria 1161 1 (0.1%)  1175 0 (0.0%)
End stage renal disease 1161 0 (0.0%)  1175 1 (0.1%)
Haematuria 1161 0 (0.0%)  1175 1 (0.1%)
IgA nephropathy 1161 1 (0.1%)  1175 0 (0.0%)
Nephropathy 1161 1 (0.1%)  1175 0 (0.0%)
Pollakiuria 1161 0 (0.0%)  1175 1 (0.1%)
Renal failure 1161 2 (0.2%)  1175 0 (0.0%)
Renal impairment 1161 5 (0.4%)  1175 3 (0.3%)

Respiratory, thoracic and mediastinal disorders 1161 1 (0.1%)  1175 1 (0.1%)
Pulmonary embolism 1161 0 (0.0%)  1175 1 (0.1%)
Respiratory failure 1161 1 (0.1%)  1175 0 (0.0%)

Skin and subcutaneous tissue disorders 1161 3 (0.3%)  1175 3 (0.3%)
Eczema 1161 0 (0.0%)  1175 1 (0.1%)
Pruritus 1161 2 (0.2%)  1175 1 (0.1%)
Purpura 1161 0 (0.0%)  1175 1 (0.1%)
Rash 1161 1 (0.1%)  1175 0 (0.0%)

Vascular disorders 1161 0 (0.0%)  1175 3 (0.3%)
Deep vein thrombosis 1161 0 (0.0%)  1175 1 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Type 2 Diabetes  (contd.)      

No  (contd.)      
Vascular disorders  (contd.)      

Hypotension 1161 0 (0.0%)  1175 2 (0.2%)
Baseline UACR      

<30      
Any AE 352 41 (11.6%)  334 47 (14.1%)
Blood and lymphatic system disorders 352 0 (0.0%)  334 1 (0.3%)

Immune thrombocytopenic purpura 352 0 (0.0%)  334 1 (0.3%)
Cardiac disorders 352 3 (0.9%)  334 3 (0.9%)

Acute coronary syndrome 352 1 (0.3%)  334 0 (0.0%)
Acute myocardial infarction 352 1 (0.3%)  334 1 (0.3%)
Cardiac failure congestive 352 0 (0.0%)  334 2 (0.6%)
Myocardial infarction 352 1 (0.3%)  334 0 (0.0%)

Gastrointestinal disorders 352 4 (1.1%)  334 3 (0.9%)
Constipation 352 1 (0.3%)  334 0 (0.0%)
Diarrhoea 352 2 (0.6%)  334 0 (0.0%)
Dyspepsia 352 0 (0.0%)  334 1 (0.3%)
Gastrointestinal disorder 352 0 (0.0%)  334 1 (0.3%)
Lower gastrointestinal haemorrhage 352 1 (0.3%)  334 0 (0.0%)
Stomatitis 352 0 (0.0%)  334 1 (0.3%)

Hepatobiliary disorders 352 1 (0.3%)  334 0 (0.0%)
Cholecystitis acute 352 1 (0.3%)  334 0 (0.0%)

Infections and infestations 352 2 (0.6%)  334 7 (2.1%)
Cystitis 352 0 (0.0%)  334 1 (0.3%)
Eye infection 352 0 (0.0%)  334 1 (0.3%)
Genital candidiasis 352 0 (0.0%)  334 1 (0.3%)
Onychomycosis 352 1 (0.3%)  334 0 (0.0%)
Pneumonia 352 1 (0.3%)  334 0 (0.0%)
Urinary tract infection 352 0 (0.0%)  334 1 (0.3%)
Vulvovaginal candidiasis 352 0 (0.0%)  334 3 (0.9%)
Vulvovaginal mycotic infection 352 0 (0.0%)  334 1 (0.3%)

Injury, poisoning and procedural complications 352 1 (0.3%)  334 0 (0.0%)
Multiple injuries 352 1 (0.3%)  334 0 (0.0%)

Investigations 352 3 (0.9%)  334 4 (1.2%)
Blood creatine increased 352 1 (0.3%)  334 0 (0.0%)
Blood creatinine increased 352 1 (0.3%)  334 1 (0.3%)
Creatinine renal clearance decreased 352 0 (0.0%)  334 1 (0.3%)
Glomerular filtration rate decreased 352 0 (0.0%)  334 2 (0.6%)
Glomerular filtration rate increased 352 1 (0.3%)  334 0 (0.0%)

Metabolism and nutrition disorders 352 4 (1.1%)  334 1 (0.3%)
Hyperglycaemia 352 2 (0.6%)  334 0 (0.0%)
Hypokalaemia 352 0 (0.0%)  334 1 (0.3%)
Latent autoimmune diabetes in adults 352 2 (0.6%)  334 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline UACR  (contd.)      

<30  (contd.)      
Musculoskeletal and connective tissue disorders 352 3 (0.9%)  334 0 (0.0%)

Myalgia 352 2 (0.6%)  334 0 (0.0%)
Rheumatoid arthritis 352 1 (0.3%)  334 0 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 352 5 (1.4%)  334 8 (2.4%)
Bladder cancer 352 0 (0.0%)  334 1 (0.3%)
Brain neoplasm malignant 352 1 (0.3%)  334 0 (0.0%)
Breast cancer female 352 0 (0.0%)  334 1 (0.3%)
Cervix carcinoma 352 1 (0.3%)  334 0 (0.0%)
Diffuse large B-cell lymphoma 352 0 (0.0%)  334 1 (0.3%)
Gastric cancer 352 1 (0.3%)  334 0 (0.0%)
Glioblastoma 352 1 (0.3%)  334 0 (0.0%)
Hepatocellular carcinoma 352 0 (0.0%)  334 1 (0.3%)
Lung cancer metastatic 352 0 (0.0%)  334 1 (0.3%)
Oesophageal carcinoma 352 1 (0.3%)  334 0 (0.0%)
Pancreatic carcinoma 352 0 (0.0%)  334 1 (0.3%)
Pancreatic neuroendocrine tumour 352 0 (0.0%)  334 1 (0.3%)
Papillary tumour of renal pelvis 352 0 (0.0%)  334 1 (0.3%)

Nervous system disorders 352 3 (0.9%)  334 5 (1.5%)
Cerebrovascular accident 352 0 (0.0%)  334 2 (0.6%)
Dementia 352 1 (0.3%)  334 0 (0.0%)
Dizziness 352 0 (0.0%)  334 2 (0.6%)
Ischaemic stroke 352 1 (0.3%)  334 1 (0.3%)
Myoclonus 352 1 (0.3%)  334 0 (0.0%)

Renal and urinary disorders 352 9 (2.6%)  334 11 (3.3%)
Acute kidney injury 352 2 (0.6%)  334 3 (0.9%)
Chronic kidney disease 352 1 (0.3%)  334 0 (0.0%)
Diabetic nephropathy 352 0 (0.0%)  334 1 (0.3%)
Nephritis 352 0 (0.0%)  334 1 (0.3%)
Pollakiuria 352 2 (0.6%)  334 1 (0.3%)
Renal failure 352 0 (0.0%)  334 2 (0.6%)
Renal impairment 352 4 (1.1%)  334 3 (0.9%)

Reproductive system and breast disorders 352 1 (0.3%)  334 1 (0.3%)
Balanoposthitis 352 1 (0.3%)  334 1 (0.3%)

Respiratory, thoracic and mediastinal disorders 352 1 (0.3%)  334 0 (0.0%)
Pulmonary embolism 352 1 (0.3%)  334 0 (0.0%)

Skin and subcutaneous tissue disorders 352 1 (0.3%)  334 3 (0.9%)
Dermatitis allergic 352 1 (0.3%)  334 1 (0.3%)
Skin odour abnormal 352 0 (0.0%)  334 1 (0.3%)
Urticaria 352 0 (0.0%)  334 1 (0.3%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline UACR  (contd.)      

>=30 - <=300      
Any AE 2216 170 (7.7%)  2255 194 (8.6%)
Blood and lymphatic system disorders 2216 2 (0.1%)  2255 1 (0.0%)

Anaemia 2216 2 (0.1%)  2255 0 (0.0%)
Disseminated intravascular coagulation 2216 0 (0.0%)  2255 1 (0.0%)

Cardiac disorders 2216 14 (0.6%)  2255 11 (0.5%)
Acute myocardial infarction 2216 4 (0.2%)  2255 2 (0.1%)
Angina unstable 2216 2 (0.1%)  2255 1 (0.0%)
Atrioventricular block complete 2216 0 (0.0%)  2255 1 (0.0%)
Cardiac failure 2216 1 (0.0%)  2255 3 (0.1%)
Cardiac failure congestive 2216 2 (0.1%)  2255 1 (0.0%)
Cardiogenic shock 2216 0 (0.0%)  2255 1 (0.0%)
Coronary artery disease 2216 1 (0.0%)  2255 2 (0.1%)
Myocardial infarction 2216 3 (0.1%)  2255 0 (0.0%)
Palpitations 2216 1 (0.0%)  2255 0 (0.0%)

Gastrointestinal disorders 2216 7 (0.3%)  2255 6 (0.3%)
Abdominal pain upper 2216 1 (0.0%)  2255 0 (0.0%)
Constipation 2216 1 (0.0%)  2255 1 (0.0%)
Diarrhoea 2216 4 (0.2%)  2255 3 (0.1%)
Dyspepsia 2216 0 (0.0%)  2255 1 (0.0%)
Nausea 2216 1 (0.0%)  2255 1 (0.0%)

General disorders and administration site conditions 2216 4 (0.2%)  2255 3 (0.1%)
Asthenia 2216 1 (0.0%)  2255 1 (0.0%)
Fatigue 2216 1 (0.0%)  2255 1 (0.0%)
Non-cardiac chest pain 2216 0 (0.0%)  2255 1 (0.0%)
Pyrexia 2216 1 (0.0%)  2255 0 (0.0%)
Swelling 2216 1 (0.0%)  2255 0 (0.0%)

Hepatobiliary disorders 2216 6 (0.3%)  2255 0 (0.0%)
Autoimmune hepatitis 2216 1 (0.0%)  2255 0 (0.0%)
Bile duct obstruction 2216 1 (0.0%)  2255 0 (0.0%)
Cholecystitis acute 2216 1 (0.0%)  2255 0 (0.0%)
Hepatic cirrhosis 2216 1 (0.0%)  2255 0 (0.0%)
Hepatic mass 2216 1 (0.0%)  2255 0 (0.0%)
Hepatic steatosis 2216 1 (0.0%)  2255 0 (0.0%)

Infections and infestations 2216 27 (1.2%)  2255 51 (2.3%)
Balanoposthitis infective 2216 0 (0.0%)  2255 1 (0.0%)
Candida infection 2216 3 (0.1%)  2255 1 (0.0%)
Chronic hepatitis C 2216 0 (0.0%)  2255 1 (0.0%)
Cystitis 2216 0 (0.0%)  2255 1 (0.0%)
Endocarditis staphylococcal 2216 1 (0.0%)  2255 0 (0.0%)
Folliculitis 2216 0 (0.0%)  2255 1 (0.0%)
Fungal infection 2216 1 (0.0%)  2255 3 (0.1%)
Fungal oesophagitis 2216 0 (0.0%)  2255 1 (0.0%)
Gangrene 2216 1 (0.0%)  2255 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline UACR  (contd.)      

>=30 - <=300  (contd.)      
Infections and infestations  (contd.)      

Genital candidiasis 2216 0 (0.0%)  2255 1 (0.0%)
Genital infection 2216 0 (0.0%)  2255 1 (0.0%)
Genital infection fungal 2216 1 (0.0%)  2255 1 (0.0%)
Hepatitis E 2216 1 (0.0%)  2255 0 (0.0%)
Intervertebral discitis 2216 0 (0.0%)  2255 1 (0.0%)
Large intestine infection 2216 0 (0.0%)  2255 1 (0.0%)
Mucormycosis 2216 1 (0.0%)  2255 0 (0.0%)
Osteomyelitis 2216 1 (0.0%)  2255 1 (0.0%)
Penile infection 2216 0 (0.0%)  2255 1 (0.0%)
Pneumonia 2216 2 (0.1%)  2255 3 (0.1%)
Post procedural infection 2216 0 (0.0%)  2255 1 (0.0%)
Pulmonary sepsis 2216 0 (0.0%)  2255 1 (0.0%)
Pyelonephritis 2216 1 (0.0%)  2255 0 (0.0%)
Pyelonephritis acute 2216 2 (0.1%)  2255 1 (0.0%)
Sepsis 2216 1 (0.0%)  2255 1 (0.0%)
Septic shock 2216 0 (0.0%)  2255 1 (0.0%)
Urethritis 2216 0 (0.0%)  2255 3 (0.1%)
Urinary tract infection 2216 9 (0.4%)  2255 16 (0.7%)
Urinary tract infection enterococcal 2216 1 (0.0%)  2255 0 (0.0%)
Urinary tract infection fungal 2216 0 (0.0%)  2255 1 (0.0%)
Urosepsis 2216 1 (0.0%)  2255 0 (0.0%)
Vulvovaginal candidiasis 2216 0 (0.0%)  2255 2 (0.1%)
Vulvovaginal mycotic infection 2216 0 (0.0%)  2255 5 (0.2%)

Injury, poisoning and procedural complications 2216 2 (0.1%)  2255 0 (0.0%)
Multiple injuries 2216 1 (0.0%)  2255 0 (0.0%)
Post procedural haemorrhage 2216 1 (0.0%)  2255 0 (0.0%)

Investigations 2216 3 (0.1%)  2255 12 (0.5%)
Blood creatinine increased 2216 0 (0.0%)  2255 6 (0.3%)
Blood electrolytes decreased 2216 1 (0.0%)  2255 0 (0.0%)
Glomerular filtration rate decreased 2216 0 (0.0%)  2255 2 (0.1%)
Haemoglobin increased 2216 0 (0.0%)  2255 1 (0.0%)
Hepatic enzyme increased 2216 1 (0.0%)  2255 0 (0.0%)
Liver function test abnormal 2216 0 (0.0%)  2255 1 (0.0%)
Liver function test increased 2216 1 (0.0%)  2255 1 (0.0%)
Tumour marker increased 2216 0 (0.0%)  2255 1 (0.0%)

Metabolism and nutrition disorders 2216 14 (0.6%)  2255 9 (0.4%)
Abnormal loss of weight 2216 1 (0.0%)  2255 0 (0.0%)
Diabetes mellitus 2216 2 (0.1%)  2255 0 (0.0%)
Diabetes mellitus inadequate control 2216 2 (0.1%)  2255 0 (0.0%)
Diabetic ketoacidosis 2216 0 (0.0%)  2255 1 (0.0%)
Diabetic metabolic decompensation 2216 0 (0.0%)  2255 1 (0.0%)
Hyperglycaemia 2216 2 (0.1%)  2255 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline UACR  (contd.)      

>=30 - <=300  (contd.)      
Metabolism and nutrition disorders  (contd.)      

Hypoglycaemia 2216 3 (0.1%)  2255 3 (0.1%)
Hypovolaemia 2216 1 (0.0%)  2255 1 (0.0%)
Polydipsia 2216 1 (0.0%)  2255 1 (0.0%)
Type 1 diabetes mellitus 2216 2 (0.1%)  2255 2 (0.1%)

Musculoskeletal and connective tissue disorders 2216 5 (0.2%)  2255 2 (0.1%)
Back pain 2216 0 (0.0%)  2255 1 (0.0%)
Intervertebral disc degeneration 2216 1 (0.0%)  2255 0 (0.0%)
Muscle spasms 2216 0 (0.0%)  2255 1 (0.0%)
Myalgia 2216 1 (0.0%)  2255 0 (0.0%)
Pain in extremity 2216 1 (0.0%)  2255 0 (0.0%)
Rhabdomyolysis 2216 1 (0.0%)  2255 0 (0.0%)
Rheumatoid arthritis 2216 1 (0.0%)  2255 0 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 2216 40 (1.8%)  2255 35 (1.6%)
Acute myeloid leukaemia 2216 0 (0.0%)  2255 1 (0.0%)
Adenocarcinoma of colon 2216 0 (0.0%)  2255 1 (0.0%)
Adenocarcinoma pancreas 2216 1 (0.0%)  2255 1 (0.0%)
Bladder cancer 2216 5 (0.2%)  2255 2 (0.1%)
Bladder cancer stage II 2216 0 (0.0%)  2255 1 (0.0%)
Bladder transitional cell carcinoma 2216 4 (0.2%)  2255 0 (0.0%)
Breast cancer female 2216 0 (0.0%)  2255 2 (0.1%)
Cholangiocarcinoma 2216 2 (0.1%)  2255 1 (0.0%)
Endometrial adenocarcinoma 2216 2 (0.1%)  2255 0 (0.0%)
Gallbladder cancer metastatic 2216 1 (0.0%)  2255 0 (0.0%)
Gastric cancer 2216 1 (0.0%)  2255 0 (0.0%)
Gastric cancer stage III 2216 2 (0.1%)  2255 0 (0.0%)
Gastrointestinal carcinoma 2216 1 (0.0%)  2255 0 (0.0%)
Glioblastoma multiforme 2216 0 (0.0%)  2255 1 (0.0%)
Hepatic cancer 2216 1 (0.0%)  2255 0 (0.0%)
Hepatocellular carcinoma 2216 1 (0.0%)  2255 0 (0.0%)
Intraductal proliferative breast lesion 2216 0 (0.0%)  2255 1 (0.0%)
Lung adenocarcinoma 2216 2 (0.1%)  2255 0 (0.0%)
Lung cancer metastatic 2216 2 (0.1%)  2255 1 (0.0%)
Lung neoplasm malignant 2216 0 (0.0%)  2255 4 (0.2%)
Lung squamous cell carcinoma metastatic 2216 1 (0.0%)  2255 0 (0.0%)
Malignant neoplasm of ampulla of Vater 2216 1 (0.0%)  2255 0 (0.0%)
Malignant peritoneal neoplasm 2216 0 (0.0%)  2255 1 (0.0%)
Non-small cell lung cancer 2216 1 (0.0%)  2255 0 (0.0%)
Non-small cell lung cancer recurrent 2216 0 (0.0%)  2255 1 (0.0%)
Oesophageal adenocarcinoma 2216 1 (0.0%)  2255 1 (0.0%)
Pancreatic carcinoma metastatic 2216 3 (0.1%)  2255 0 (0.0%)
Prostate cancer 2216 0 (0.0%)  2255 4 (0.2%)
Prostate cancer metastatic 2216 1 (0.0%)  2255 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline UACR  (contd.)      

>=30 - <=300  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Prostate cancer recurrent 2216 0 (0.0%)  2255 1 (0.0%)
Rectal adenocarcinoma 2216 0 (0.0%)  2255 1 (0.0%)
Rectal cancer metastatic 2216 1 (0.0%)  2255 0 (0.0%)
Renal cancer 2216 1 (0.0%)  2255 3 (0.1%)
Renal neoplasm 2216 0 (0.0%)  2255 2 (0.1%)
Small intestine adenocarcinoma 2216 1 (0.0%)  2255 0 (0.0%)
Squamous cell carcinoma of lung 2216 0 (0.0%)  2255 2 (0.1%)
Transitional cell carcinoma 2216 4 (0.2%)  2255 3 (0.1%)

Nervous system disorders 2216 13 (0.6%)  2255 9 (0.4%)
Brain stem infarction 2216 0 (0.0%)  2255 1 (0.0%)
Brain stem stroke 2216 0 (0.0%)  2255 1 (0.0%)
Cerebral artery occlusion 2216 1 (0.0%)  2255 0 (0.0%)
Cerebral infarction 2216 2 (0.1%)  2255 1 (0.0%)
Cerebrovascular accident 2216 3 (0.1%)  2255 1 (0.0%)
Dementia 2216 1 (0.0%)  2255 1 (0.0%)
Dizziness 2216 0 (0.0%)  2255 1 (0.0%)
Dysgeusia 2216 0 (0.0%)  2255 1 (0.0%)
Haemorrhage intracranial 2216 1 (0.0%)  2255 0 (0.0%)
Haemorrhagic stroke 2216 1 (0.0%)  2255 1 (0.0%)
Ischaemic cerebral infarction 2216 1 (0.0%)  2255 0 (0.0%)
Ischaemic stroke 2216 2 (0.1%)  2255 1 (0.0%)
Somnolence 2216 1 (0.0%)  2255 0 (0.0%)

Psychiatric disorders 2216 1 (0.0%)  2255 0 (0.0%)
Confusional state 2216 1 (0.0%)  2255 0 (0.0%)

Renal and urinary disorders 2216 23 (1.0%)  2255 30 (1.3%)
Acute kidney injury 2216 6 (0.3%)  2255 1 (0.0%)
Chromaturia 2216 1 (0.0%)  2255 0 (0.0%)
Chronic kidney disease 2216 4 (0.2%)  2255 1 (0.0%)
Diabetic nephropathy 2216 0 (0.0%)  2255 1 (0.0%)
Dysuria 2216 0 (0.0%)  2255 2 (0.1%)
Glomerulonephritis chronic 2216 1 (0.0%)  2255 0 (0.0%)
Glycosuria 2216 0 (0.0%)  2255 1 (0.0%)
Haematuria 2216 1 (0.0%)  2255 1 (0.0%)
Microalbuminuria 2216 1 (0.0%)  2255 0 (0.0%)
Micturition urgency 2216 1 (0.0%)  2255 1 (0.0%)
Myeloma cast nephropathy 2216 1 (0.0%)  2255 0 (0.0%)
Nephrolithiasis 2216 0 (0.0%)  2255 1 (0.0%)
Nocturia 2216 0 (0.0%)  2255 1 (0.0%)
Pollakiuria 2216 2 (0.1%)  2255 5 (0.2%)
Polyuria 2216 0 (0.0%)  2255 4 (0.2%)
Renal failure 2216 1 (0.0%)  2255 4 (0.2%)
Renal impairment 2216 4 (0.2%)  2255 5 (0.2%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline UACR  (contd.)      

>=30 - <=300  (contd.)      
Renal and urinary disorders  (contd.)      

Urinary incontinence 2216 0 (0.0%)  2255 1 (0.0%)
Urinary tract discomfort 2216 0 (0.0%)  2255 1 (0.0%)

Reproductive system and breast disorders 2216 0 (0.0%)  2255 8 (0.4%)
Balanoposthitis 2216 0 (0.0%)  2255 4 (0.2%)
Pruritus genital 2216 0 (0.0%)  2255 2 (0.1%)
Vulvovaginal pruritus 2216 0 (0.0%)  2255 2 (0.1%)

Respiratory, thoracic and mediastinal disorders 2216 4 (0.2%)  2255 2 (0.1%)
Acute respiratory distress syndrome 2216 0 (0.0%)  2255 2 (0.1%)
Dyspnoea 2216 1 (0.0%)  2255 0 (0.0%)
Lung infiltration 2216 1 (0.0%)  2255 0 (0.0%)
Pneumonia aspiration 2216 1 (0.0%)  2255 0 (0.0%)
Respiratory failure 2216 1 (0.0%)  2255 0 (0.0%)

Skin and subcutaneous tissue disorders 2216 6 (0.3%)  2255 10 (0.4%)
Dermatitis allergic 2216 1 (0.0%)  2255 1 (0.0%)
Lichen sclerosus 2216 0 (0.0%)  2255 1 (0.0%)
Pruritus 2216 1 (0.0%)  2255 1 (0.0%)
Pruritus generalised 2216 2 (0.1%)  2255 1 (0.0%)
Rash 2216 1 (0.0%)  2255 1 (0.0%)
Rash generalised 2216 1 (0.0%)  2255 0 (0.0%)
Rash pruritic 2216 0 (0.0%)  2255 1 (0.0%)
Seborrhoeic dermatitis 2216 0 (0.0%)  2255 1 (0.0%)
Skin ulcer 2216 0 (0.0%)  2255 2 (0.1%)
Urticaria 2216 0 (0.0%)  2255 1 (0.0%)

Surgical and medical procedures 2216 1 (0.0%)  2255 0 (0.0%)
Dialysis 2216 1 (0.0%)  2255 0 (0.0%)

Vascular disorders 2216 1 (0.0%)  2255 6 (0.3%)
Aortic arteriosclerosis 2216 0 (0.0%)  2255 1 (0.0%)
Aortic stenosis 2216 0 (0.0%)  2255 1 (0.0%)
Hypertension 2216 0 (0.0%)  2255 1 (0.0%)
Hypotension 2216 1 (0.0%)  2255 3 (0.1%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline UACR  (contd.)      

>300      
Any AE 2518 184 (7.3%)  2501 166 (6.6%)
Cardiac disorders 2518 13 (0.5%)  2501 14 (0.6%)

Acute left ventricular failure 2518 1 (0.0%)  2501 0 (0.0%)
Acute myocardial infarction 2518 6 (0.2%)  2501 4 (0.2%)
Angina unstable 2518 1 (0.0%)  2501 0 (0.0%)
Atrial fibrillation 2518 0 (0.0%)  2501 1 (0.0%)
Cardiac arrest 2518 0 (0.0%)  2501 1 (0.0%)
Cardiac failure 2518 2 (0.1%)  2501 4 (0.2%)
Cardiac failure congestive 2518 2 (0.1%)  2501 2 (0.1%)
Myocardial infarction 2518 1 (0.0%)  2501 1 (0.0%)
Myocardial ischaemia 2518 0 (0.0%)  2501 1 (0.0%)
Pericarditis 2518 0 (0.0%)  2501 1 (0.0%)

Eye disorders 2518 1 (0.0%)  2501 1 (0.0%)
Eyelid oedema 2518 1 (0.0%)  2501 0 (0.0%)
Vision blurred 2518 0 (0.0%)  2501 1 (0.0%)

Gastrointestinal disorders 2518 8 (0.3%)  2501 6 (0.2%)
Abdominal pain 2518 1 (0.0%)  2501 0 (0.0%)
Diarrhoea 2518 5 (0.2%)  2501 5 (0.2%)
Gastric ulcer haemorrhage 2518 0 (0.0%)  2501 1 (0.0%)
Nausea 2518 1 (0.0%)  2501 0 (0.0%)
Thrombosis mesenteric vessel 2518 1 (0.0%)  2501 0 (0.0%)

General disorders and administration site conditions 2518 4 (0.2%)  2501 1 (0.0%)
Asthenia 2518 2 (0.1%)  2501 0 (0.0%)
Fatigue 2518 1 (0.0%)  2501 0 (0.0%)
Peripheral swelling 2518 1 (0.0%)  2501 1 (0.0%)

Hepatobiliary disorders 2518 3 (0.1%)  2501 1 (0.0%)
Bile duct obstruction 2518 1 (0.0%)  2501 0 (0.0%)
Cholelithiasis 2518 0 (0.0%)  2501 1 (0.0%)
Hepatic cirrhosis 2518 1 (0.0%)  2501 0 (0.0%)
Hepatic function abnormal 2518 1 (0.0%)  2501 0 (0.0%)

Immune system disorders 2518 0 (0.0%)  2501 1 (0.0%)
Drug hypersensitivity 2518 0 (0.0%)  2501 1 (0.0%)

Infections and infestations 2518 11 (0.4%)  2501 24 (1.0%)
Cellulitis 2518 1 (0.0%)  2501 0 (0.0%)
Cholecystitis infective 2518 1 (0.0%)  2501 0 (0.0%)
Device related sepsis 2518 0 (0.0%)  2501 1 (0.0%)
Encephalitis 2518 0 (0.0%)  2501 1 (0.0%)
Escherichia sepsis 2518 1 (0.0%)  2501 0 (0.0%)
Fungaemia 2518 0 (0.0%)  2501 1 (0.0%)
Fungal infection 2518 0 (0.0%)  2501 1 (0.0%)
Fungal skin infection 2518 0 (0.0%)  2501 1 (0.0%)
Gangrene 2518 0 (0.0%)  2501 1 (0.0%)
Genital candidiasis 2518 0 (0.0%)  2501 1 (0.0%)

Page 152 of 4674

28/07/2021



t_dapa_pooled_ae_socpt_desc_dae.pdf generated by dapa_ae_pooled.sas at 19:53:47 on 26 July 2021

DAPA
Table 2.1.9.1 - Pooled IPD analysis: Summary of adverse events leading to discontinuation of study medication (DAE) by SOC and PT, overall and by subgroups (safety analysis set)

Page 117 of 120

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline UACR  (contd.)      

>300  (contd.)      
Infections and infestations  (contd.)      

Infected skin ulcer 2518 1 (0.0%)  2501 0 (0.0%)
Liver abscess 2518 0 (0.0%)  2501 1 (0.0%)
Osteomyelitis 2518 0 (0.0%)  2501 1 (0.0%)
Pneumonia 2518 3 (0.1%)  2501 1 (0.0%)
Pneumonia influenzal 2518 0 (0.0%)  2501 1 (0.0%)
Pyelonephritis acute 2518 0 (0.0%)  2501 1 (0.0%)
Streptococcal bacteraemia 2518 0 (0.0%)  2501 1 (0.0%)
Urinary tract infection 2518 2 (0.1%)  2501 8 (0.3%)
Urogenital infection bacterial 2518 0 (0.0%)  2501 1 (0.0%)
Urosepsis 2518 1 (0.0%)  2501 1 (0.0%)
Vulvovaginal mycotic infection 2518 0 (0.0%)  2501 1 (0.0%)
Wound infection 2518 1 (0.0%)  2501 0 (0.0%)

Injury, poisoning and procedural complications 2518 3 (0.1%)  2501 0 (0.0%)
Carbon monoxide poisoning 2518 1 (0.0%)  2501 0 (0.0%)
Periprosthetic fracture 2518 1 (0.0%)  2501 0 (0.0%)
Rib fracture 2518 1 (0.0%)  2501 0 (0.0%)

Investigations 2518 18 (0.7%)  2501 15 (0.6%)
Blood alkaline phosphatase increased 2518 1 (0.0%)  2501 0 (0.0%)
Blood creatinine increased 2518 2 (0.1%)  2501 2 (0.1%)
Creatinine renal clearance decreased 2518 3 (0.1%)  2501 2 (0.1%)
Glomerular filtration rate decreased 2518 10 (0.4%)  2501 9 (0.4%)
Haematocrit increased 2518 0 (0.0%)  2501 1 (0.0%)
Hepatitis C antibody positive 2518 1 (0.0%)  2501 0 (0.0%)
Liver function test increased 2518 1 (0.0%)  2501 0 (0.0%)
Urine albumin/creatinine ratio increased 2518 0 (0.0%)  2501 1 (0.0%)

Metabolism and nutrition disorders 2518 9 (0.4%)  2501 5 (0.2%)
Diabetes mellitus 2518 2 (0.1%)  2501 0 (0.0%)
Hypercalcaemia 2518 1 (0.0%)  2501 0 (0.0%)
Hyperglycaemia 2518 2 (0.1%)  2501 1 (0.0%)
Hyperkalaemia 2518 2 (0.1%)  2501 2 (0.1%)
Hypoglycaemia 2518 2 (0.1%)  2501 0 (0.0%)
Hypovolaemia 2518 0 (0.0%)  2501 1 (0.0%)
Type 1 diabetes mellitus 2518 0 (0.0%)  2501 1 (0.0%)

Musculoskeletal and connective tissue disorders 2518 2 (0.1%)  2501 3 (0.1%)
Back pain 2518 0 (0.0%)  2501 1 (0.0%)
Muscle spasms 2518 1 (0.0%)  2501 0 (0.0%)
Musculoskeletal pain 2518 0 (0.0%)  2501 1 (0.0%)
Myalgia 2518 1 (0.0%)  2501 0 (0.0%)
Spinal column stenosis 2518 0 (0.0%)  2501 1 (0.0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps) 2518 17 (0.7%)  2501 22 (0.9%)
Adenocarcinoma 2518 0 (0.0%)  2501 1 (0.0%)
Adenocarcinoma gastric 2518 1 (0.0%)  2501 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline UACR  (contd.)      

>300  (contd.)      
Neoplasms benign, malignant and unspecified (incl cysts and polyps)  (contd.)      

Bile duct cancer 2518 1 (0.0%)  2501 0 (0.0%)
Bladder cancer 2518 0 (0.0%)  2501 2 (0.1%)
Bladder transitional cell carcinoma 2518 2 (0.1%)  2501 1 (0.0%)
Breast cancer female 2518 1 (0.0%)  2501 0 (0.0%)
Colon adenoma 2518 1 (0.0%)  2501 0 (0.0%)
Colon cancer 2518 0 (0.0%)  2501 1 (0.0%)
Colon cancer metastatic 2518 1 (0.0%)  2501 0 (0.0%)
Endometrial adenocarcinoma 2518 0 (0.0%)  2501 1 (0.0%)
Epithelioid mesothelioma 2518 1 (0.0%)  2501 0 (0.0%)
Gastric cancer 2518 0 (0.0%)  2501 1 (0.0%)
Gastrointestinal adenocarcinoma 2518 1 (0.0%)  2501 0 (0.0%)
Hepatocellular carcinoma 2518 0 (0.0%)  2501 1 (0.0%)
Hypopharyngeal cancer 2518 0 (0.0%)  2501 1 (0.0%)
Laryngeal cancer 2518 1 (0.0%)  2501 1 (0.0%)
Lung cancer metastatic 2518 1 (0.0%)  2501 0 (0.0%)
Metastases to bladder 2518 0 (0.0%)  2501 1 (0.0%)
Metastatic gastric cancer 2518 0 (0.0%)  2501 1 (0.0%)
Non-small cell lung cancer stage IV 2518 0 (0.0%)  2501 1 (0.0%)
Plasma cell myeloma 2518 1 (0.0%)  2501 0 (0.0%)
Prostate cancer 2518 1 (0.0%)  2501 3 (0.1%)
Prostate cancer metastatic 2518 0 (0.0%)  2501 1 (0.0%)
Renal cancer 2518 0 (0.0%)  2501 1 (0.0%)
Renal cell carcinoma 2518 0 (0.0%)  2501 2 (0.1%)
Renal hamartoma 2518 0 (0.0%)  2501 1 (0.0%)
Small cell lung cancer 2518 1 (0.0%)  2501 0 (0.0%)
Squamous cell carcinoma of lung 2518 0 (0.0%)  2501 1 (0.0%)
Squamous cell carcinoma of the tongue 2518 1 (0.0%)  2501 0 (0.0%)
Transitional cell carcinoma 2518 1 (0.0%)  2501 0 (0.0%)
Vaginal cancer 2518 1 (0.0%)  2501 0 (0.0%)

Nervous system disorders 2518 15 (0.6%)  2501 18 (0.7%)
Brain stem haemorrhage 2518 1 (0.0%)  2501 0 (0.0%)
Brain stem infarction 2518 0 (0.0%)  2501 1 (0.0%)
Cerebral haemorrhage 2518 0 (0.0%)  2501 1 (0.0%)
Cerebral infarction 2518 1 (0.0%)  2501 1 (0.0%)
Cerebrovascular accident 2518 3 (0.1%)  2501 2 (0.1%)
Dementia 2518 1 (0.0%)  2501 0 (0.0%)
Dizziness 2518 1 (0.0%)  2501 2 (0.1%)
Dizziness postural 2518 0 (0.0%)  2501 1 (0.0%)
Haemorrhagic stroke 2518 2 (0.1%)  2501 1 (0.0%)
Ischaemic cerebral infarction 2518 0 (0.0%)  2501 1 (0.0%)
Ischaemic stroke 2518 1 (0.0%)  2501 4 (0.2%)
Lethargy 2518 1 (0.0%)  2501 0 (0.0%)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline UACR  (contd.)      

>300  (contd.)      
Nervous system disorders  (contd.)      

Loss of consciousness 2518 0 (0.0%)  2501 1 (0.0%)
Memory impairment 2518 1 (0.0%)  2501 0 (0.0%)
Parkinson's disease 2518 0 (0.0%)  2501 1 (0.0%)
Seizure 2518 1 (0.0%)  2501 0 (0.0%)
Senile dementia 2518 1 (0.0%)  2501 0 (0.0%)
Subarachnoid haemorrhage 2518 0 (0.0%)  2501 1 (0.0%)
Syncope 2518 0 (0.0%)  2501 1 (0.0%)
Tremor 2518 1 (0.0%)  2501 0 (0.0%)

Psychiatric disorders 2518 1 (0.0%)  2501 1 (0.0%)
Confusional state 2518 1 (0.0%)  2501 0 (0.0%)
Depression 2518 0 (0.0%)  2501 1 (0.0%)

Renal and urinary disorders 2518 68 (2.7%)  2501 47 (1.9%)
Acute kidney injury 2518 12 (0.5%)  2501 7 (0.3%)
Albuminuria 2518 1 (0.0%)  2501 0 (0.0%)
Chronic kidney disease 2518 9 (0.4%)  2501 12 (0.5%)
Diabetic nephropathy 2518 5 (0.2%)  2501 2 (0.1%)
Dysuria 2518 0 (0.0%)  2501 2 (0.1%)
End stage renal disease 2518 8 (0.3%)  2501 6 (0.2%)
Focal segmental glomerulosclerosis 2518 1 (0.0%)  2501 0 (0.0%)
Haematuria 2518 0 (0.0%)  2501 2 (0.1%)
IgA nephropathy 2518 1 (0.0%)  2501 0 (0.0%)
Microalbuminuria 2518 1 (0.0%)  2501 0 (0.0%)
Nephropathy 2518 2 (0.1%)  2501 0 (0.0%)
Nephrotic syndrome 2518 2 (0.1%)  2501 0 (0.0%)
Nocturia 2518 1 (0.0%)  2501 1 (0.0%)
Pollakiuria 2518 1 (0.0%)  2501 0 (0.0%)
Polyuria 2518 0 (0.0%)  2501 1 (0.0%)
Proteinuria 2518 2 (0.1%)  2501 0 (0.0%)
Renal amyloidosis 2518 1 (0.0%)  2501 0 (0.0%)
Renal failure 2518 5 (0.2%)  2501 3 (0.1%)
Renal impairment 2518 15 (0.6%)  2501 11 (0.4%)
Urinary incontinence 2518 1 (0.0%)  2501 0 (0.0%)

Reproductive system and breast disorders 2518 1 (0.0%)  2501 4 (0.2%)
Balanoposthitis 2518 1 (0.0%)  2501 2 (0.1%)
Benign prostatic hyperplasia 2518 0 (0.0%)  2501 1 (0.0%)
Vulvovaginal pruritus 2518 0 (0.0%)  2501 1 (0.0%)

Respiratory, thoracic and mediastinal disorders 2518 6 (0.2%)  2501 3 (0.1%)
Acute respiratory failure 2518 0 (0.0%)  2501 1 (0.0%)
Chronic obstructive pulmonary disease 2518 1 (0.0%)  2501 0 (0.0%)
Dyspnoea 2518 1 (0.0%)  2501 1 (0.0%)
Pulmonary embolism 2518 0 (0.0%)  2501 1 (0.0%)
Respiratory failure 2518 4 (0.2%)  2501 0 (0.0%)
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DAPA
Table 2.1.9.1 - Pooled IPD analysis: Summary of adverse events leading to discontinuation of study medication (DAE) by SOC and PT, overall and by subgroups (safety analysis set)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)
Subgroup / Category / SOC / PT N n (%) N n (%)
Baseline UACR  (contd.)      

>300  (contd.)      
Skin and subcutaneous tissue disorders 2518 7 (0.3%)  2501 4 (0.2%)

Dermal cyst 2518 0 (0.0%)  2501 1 (0.0%)
Dermatitis allergic 2518 1 (0.0%)  2501 0 (0.0%)
Diabetic foot 2518 1 (0.0%)  2501 0 (0.0%)
Eczema 2518 1 (0.0%)  2501 1 (0.0%)
Pruritus 2518 1 (0.0%)  2501 0 (0.0%)
Psoriasis 2518 1 (0.0%)  2501 0 (0.0%)
Purpura 2518 0 (0.0%)  2501 1 (0.0%)
Rash 2518 2 (0.1%)  2501 1 (0.0%)

Vascular disorders 2518 2 (0.1%)  2501 3 (0.1%)
Arterial occlusive disease 2518 1 (0.0%)  2501 0 (0.0%)
Deep vein thrombosis 2518 1 (0.0%)  2501 1 (0.0%)
Hypotension 2518 0 (0.0%)  2501 2 (0.1%)
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)

Page 1 of 39

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio 

(95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value

Absolute Risk 
Difference(%) 

(95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Overall              
Any AE 6061 4002 (66.0%)  6067 3892 (64.2%) 0.92 (0.85 , 0.99) 0.0291 0.97 (0.95 , 1.00) 0.0407 -1.88 (-3.57 , -0.19) 0.0290  0.2375
Blood and lymphatic system disorders: All 6061 246 (4.1%)  6067 164 (2.7%) 0.66 (0.54 , 0.80) <.0001 0.67 (0.55 , 0.81) <.0001 -1.36 (-2.00 , -0.71) <.0001  0.6794
Blood and lymphatic system disorders: Anaemia 6061 133 (2.2%)  6067 63 (1.0%) 0.47 (0.35 , 0.63) <.0001 0.47 (0.35 , 0.64) <.0001 -1.16 (-1.61 , -0.71) <.0001  0.5012
Cardiac disorders: All 6061 1306 (21.5%)  6067 1109 (18.3%) 0.81 (0.74 , 0.88) <.0001 0.85 (0.79 , 0.91) <.0001 -3.27 (-4.65 , -1.88) <.0001  0.0300
Cardiac disorders: Acute myocardial infarction 6061 171 (2.8%)  6067 165 (2.7%) 0.96 (0.77 , 1.20) 0.7390 0.97 (0.78 , 1.19) 0.7514 -0.10 (-0.69 , 0.48) 0.7292  0.1858
Cardiac disorders: Angina pectoris 6061 135 (2.2%)  6067 117 (1.9%) 0.86 (0.67 , 1.11) 0.2548 0.87 (0.68 , 1.11) 0.2606 -0.30 (-0.81 , 0.20) 0.2421  0.3982
Cardiac disorders: Angina unstable 6061 155 (2.6%)  6067 130 (2.1%) 0.84 (0.66 , 1.06) 0.1402 0.84 (0.67 , 1.06) 0.1455 -0.42 (-0.95 , 0.12) 0.1287  0.2066
Cardiac disorders: Atrial fibrillation 6061 205 (3.4%)  6067 146 (2.4%) 0.71 (0.57 , 0.88) 0.0017 0.72 (0.58 , 0.88) 0.0019 -0.98 (-1.57 , -0.38) 0.0013  0.1943
Cardiac disorders: Cardiac failure 6061 404 (6.7%)  6067 303 (5.0%) 0.72 (0.62 , 0.85) <.0001 0.75 (0.65 , 0.86) <.0001 -1.66 (-2.47 , -0.86) <.0001  0.4787
Cardiac disorders: Cardiac failure congestive 6061 166 (2.7%)  6067 134 (2.2%) 0.80 (0.64 , 1.01) 0.0636 0.81 (0.65 , 1.01) 0.0653 -0.53 (-1.08 , 0.02) 0.0589  0.4092
Cardiac disorders: Coronary artery disease 6061 60 (1.0%)  6067 75 (1.2%) 1.27 (0.89 , 1.80) 0.1863 1.27 (0.90 , 1.79) 0.1823 0.25 (-0.13 , 0.62) 0.1973  0.0399
Cardiac disorders: Myocardial infarction 6061 69 (1.1%)  6067 71 (1.2%) 1.02 (0.73 , 1.44) 0.8877 1.02 (0.73 , 1.43) 0.8895 0.03 (-0.35 , 0.41) 0.8734  0.0888
Ear and labyrinth disorders: All 6061 81 (1.3%)  6067 62 (1.0%) 0.76 (0.55 , 1.07) 0.1166 0.77 (0.55 , 1.07) 0.1166 -0.31 (-0.70 , 0.07) 0.1082  0.2499
Eye disorders: All 6061 232 (3.8%)  6067 205 (3.4%) 0.89 (0.73 , 1.08) 0.2206 0.89 (0.74 , 1.07) 0.2268 -0.45 (-1.11 , 0.21) 0.1824  0.0678
Eye disorders: Cataract 6061 86 (1.4%)  6067 71 (1.2%) 0.83 (0.60 , 1.14) 0.2396 0.83 (0.60 , 1.13) 0.2396 -0.25 (-0.65 , 0.15) 0.2245  0.2377
Gastrointestinal disorders: All 6061 576 (9.5%)  6067 580 (9.6%) 1.01 (0.89 , 1.14) 0.9166 1.01 (0.90 , 1.12) 0.9172 0.06 (-0.99 , 1.10) 0.9165  0.9064
Gastrointestinal disorders: Diarrhoea 6061 109 (1.8%)  6067 115 (1.9%) 1.06 (0.81 , 1.38) 0.6861 1.06 (0.81 , 1.37) 0.6852 0.10 (-0.38 , 0.58) 0.6910  0.4082
General disorders and administration site conditions: All 6061 515 (8.5%)  6067 455 (7.5%) 0.87 (0.77 , 1.00) 0.0427 0.88 (0.78 , 1.00) 0.0422 -1.00 (-1.96 , -0.03) 0.0424  0.7405
General disorders and administration site conditions: Death 6061 84 (1.4%)  6067 61 (1.0%) 0.72 (0.52 , 1.01) 0.0561 0.73 (0.52 , 1.01) 0.0563 -0.38 (-0.77 , 0.01) 0.0535  0.7744
General disorders and administration site conditions: Non-cardiac chest pain 6061 80 (1.3%)  6067 79 (1.3%) 1.00 (0.72 , 1.37) 0.9794 1.00 (0.73 , 1.36) 0.9888 -0.02 (-0.42 , 0.38) 0.9257  0.1689
General disorders and administration site conditions: Oedema peripheral 6061 124 (2.0%)  6067 88 (1.5%) 0.72 (0.54 , 0.95) 0.0192 0.72 (0.55 , 0.95) 0.0199 -0.59 (-1.06 , -0.13) 0.0123  0.1110
Hepatobiliary disorders: All 6061 171 (2.8%)  6067 151 (2.5%) 0.88 (0.70 , 1.10) 0.2529 0.88 (0.71 , 1.09) 0.2493 -0.33 (-0.91 , 0.24) 0.2508  0.3234
Infections and infestations: All 6061 1501 (24.8%)  6067 1435 (23.7%) 0.94 (0.87 , 1.02) 0.1509 0.96 (0.90 , 1.02) 0.1652 -1.12 (-2.64 , 0.40) 0.1499  0.1897
Infections and infestations: Bronchitis 6061 120 (2.0%)  6067 91 (1.5%) 0.75 (0.57 , 0.99) 0.0453 0.76 (0.58 , 0.99) 0.0450 -0.48 (-0.95 , -0.02) 0.0429  0.3721
Infections and infestations: Cellulitis 6061 132 (2.2%)  6067 115 (1.9%) 0.87 (0.67 , 1.12) 0.2809 0.87 (0.68 , 1.12) 0.2838 -0.28 (-0.79 , 0.22) 0.2687  0.4143
Infections and infestations: Nasopharyngitis 6061 155 (2.6%)  6067 147 (2.4%) 0.95 (0.75 , 1.20) 0.6641 0.95 (0.76 , 1.19) 0.6713 -0.13 (-0.69 , 0.42) 0.6386  0.0890
Infections and infestations: Pneumonia 6061 268 (4.4%)  6067 229 (3.8%) 0.85 (0.71 , 1.02) 0.0737 0.85 (0.72 , 1.02) 0.0756 -0.65 (-1.35 , 0.06) 0.0715  0.3884
Infections and infestations: Sepsis 6061 64 (1.1%)  6067 68 (1.1%) 1.06 (0.75 , 1.50) 0.7289 1.06 (0.76 , 1.50) 0.7246 0.06 (-0.30 , 0.43) 0.7330  0.3042
Infections and infestations: Upper respiratory tract infection 6061 73 (1.2%)  6067 82 (1.4%) 1.12 (0.81 , 1.54) 0.4822 1.12 (0.82 , 1.53) 0.4847 0.15 (-0.25 , 0.55) 0.4723  0.4524
Infections and infestations: Urinary tract infection 6061 338 (5.6%)  6067 329 (5.4%) 0.97 (0.83 , 1.13) 0.7035 0.97 (0.84 , 1.13) 0.6993 -0.16 (-0.97 , 0.65) 0.7034  0.8825
Injury, poisoning and procedural complications: All 6061 554 (9.1%)  6067 560 (9.2%) 1.01 (0.89 , 1.14) 0.8708 1.01 (0.90 , 1.13) 0.8811 0.09 (-0.94 , 1.11) 0.8698  0.6603
Investigations: All 6061 369 (6.1%)  6067 336 (5.5%) 0.90 (0.78 , 1.05) 0.1970 0.91 (0.79 , 1.05) 0.1972 -0.55 (-1.38 , 0.28) 0.1953  0.4289
Investigations: Blood creatinine increased 6061 61 (1.0%)  6067 60 (1.0%) 0.98 (0.69 , 1.41) 0.9255 0.98 (0.69 , 1.40) 0.9255 -0.02 (-0.37 , 0.34) 0.9255  0.9951
Investigations: Glomerular filtration rate decreased 6061 98 (1.6%)  6067 58 (1.0%) 0.59 (0.42 , 0.81) 0.0014 0.59 (0.43 , 0.82) 0.0014 -0.66 (-1.06 , -0.26) 0.0012  0.9602
Metabolism and nutrition disorders: All 6061 927 (15.3%)  6067 744 (12.3%) 0.77 (0.70 , 0.86) <.0001 0.80 (0.73 , 0.88) <.0001 -3.03 (-4.26 , -1.80) <.0001  0.1084
Metabolism and nutrition disorders: Dehydration 6061 67 (1.1%)  6067 72 (1.2%) 1.07 (0.77 , 1.50) 0.6783 1.07 (0.77 , 1.49) 0.6794 0.08 (-0.30 , 0.46) 0.6731  0.6500
Metabolism and nutrition disorders: Diabetes mellitus 6061 110 (1.8%)  6067 63 (1.0%) 0.57 (0.42 , 0.78) 0.0004 0.57 (0.42 , 0.78) 0.0005 -0.78 (-1.20 , -0.35) 0.0003  0.4099
Metabolism and nutrition disorders: Hyperglycaemia 6061 95 (1.6%)  6067 62 (1.0%) 0.65 (0.47 , 0.90) 0.0089 0.65 (0.48 , 0.90) 0.0090 -0.55 (-0.95 , -0.14) 0.0077  0.6333
Metabolism and nutrition disorders: Hyperkalaemia 6061 104 (1.7%)  6067 93 (1.5%) 0.89 (0.67 , 1.18) 0.4291 0.89 (0.68 , 1.18) 0.4300 -0.18 (-0.63 , 0.27) 0.4279  0.8847
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in
overall analysis (safety analysis set)

Page 2 of 39

 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio

(95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value

Absolute Risk
Difference(%)

(95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

Metabolism and nutrition disorders: Hypoglycaemia 6061 199 (3.3%)  6067 171 (2.8%) 0.85 (0.69 , 1.05) 0.1370 0.86 (0.70 , 1.05) 0.1383 -0.47 (-1.08 , 0.15) 0.1357  0.7576
Metabolism and nutrition disorders: Hypovolaemia 6061 52 (0.9%)  6067 73 (1.2%) 1.40 (0.98 , 2.01) 0.0645 1.40 (0.98 , 1.99) 0.0648 0.35 (-0.01 , 0.71) 0.0589  0.4880
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)

Page 3 of 39

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio 

(95% CI)
OR 

p-value
Risk Ratio 

(95% CI)
RR 

p-value

Absolute Risk 
Difference(%) 

(95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Overall  (contd.)              
Metabolism and nutrition disorders: Type 2 diabetes mellitus 6061 82 (1.4%)  6067 45 (0.7%) 0.55 (0.38 , 0.79) 0.0012 0.55 (0.38 , 0.79) 0.0012 -0.61 (-0.97 , -0.25) 0.0009  0.8606
Musculoskeletal and connective tissue disorders: All 6061 567 (9.4%)  6067 537 (8.9%) 0.94 (0.83 , 1.06) 0.3308 0.95 (0.85 , 1.06) 0.3322 -0.51 (-1.53 , 0.51) 0.3306  0.8488
Musculoskeletal and connective tissue disorders: Arthralgia 6061 69 (1.1%)  6067 72 (1.2%) 1.04 (0.75 , 1.45) 0.8061 1.04 (0.75 , 1.45) 0.8058 0.05 (-0.33 , 0.43) 0.8057  0.8504
Musculoskeletal and connective tissue disorders: Back pain 6061 121 (2.0%)  6067 105 (1.7%) 0.86 (0.66 , 1.13) 0.2801 0.87 (0.67 , 1.12) 0.2798 -0.27 (-0.75 , 0.22) 0.2789  0.8863
Musculoskeletal and connective tissue disorders: Osteoarthritis 6061 71 (1.2%)  6067 80 (1.3%) 1.13 (0.82 , 1.56) 0.4681 1.12 (0.82 , 1.54) 0.4674 0.15 (-0.25 , 0.54) 0.4675  0.9488
Neoplasms benign, malignant and unspecified (incl cysts and polyps): All 6061 379 (6.3%)  6067 380 (6.3%) 1.00 (0.86 , 1.16) 0.9951 1.00 (0.87 , 1.15) 0.9991 0.01 (-0.85 , 0.86) 0.9897  0.3132
Nervous system disorders: All 6061 687 (11.3%)  6067 680 (11.2%) 0.99 (0.88 , 1.11) 0.8201 0.99 (0.90 , 1.09) 0.8357 -0.13 (-1.25 , 0.99) 0.8192  0.3601
Nervous system disorders: Cerebrovascular accident 6061 58 (1.0%)  6067 68 (1.1%) 1.17 (0.82 , 1.67) 0.3763 1.17 (0.83 , 1.66) 0.3763 0.16 (-0.20 , 0.52) 0.3755  0.9607
Nervous system disorders: Dizziness 6061 80 (1.3%)  6067 104 (1.7%) 1.30 (0.97 , 1.75) 0.0793 1.30 (0.97 , 1.74) 0.0790 0.39 (-0.04 , 0.83) 0.0753  0.4090
Nervous system disorders: Ischaemic stroke 6061 76 (1.3%)  6067 75 (1.2%) 0.99 (0.71 , 1.36) 0.9299 0.99 (0.72 , 1.35) 0.9300 -0.02 (-0.41 , 0.38) 0.9296  0.9041
Nervous system disorders: Transient ischaemic attack 6061 43 (0.7%)  6067 61 (1.0%) 1.42 (0.96 , 2.10) 0.0832 1.41 (0.96 , 2.09) 0.0829 0.30 (-0.03 , 0.62) 0.0774  0.4670
Psychiatric disorders: All 6061 126 (2.1%)  6067 114 (1.9%) 0.90 (0.70 , 1.17) 0.4412 0.91 (0.70 , 1.17) 0.4454 -0.20 (-0.70 , 0.30) 0.4278  0.2493
Renal and urinary disorders: All 6061 1059 (17.5%)  6067 962 (15.9%) 0.89 (0.81 , 0.98) 0.0164 0.91 (0.84 , 0.98) 0.0166 -1.62 (-2.94 , -0.30) 0.0164  0.9894
Renal and urinary disorders: Acute kidney injury 6061 261 (4.3%)  6067 205 (3.4%) 0.78 (0.65 , 0.94) 0.0083 0.78 (0.66 , 0.94) 0.0083 -0.93 (-1.61 , -0.24) 0.0079  0.4848
Renal and urinary disorders: Chronic kidney disease 6061 160 (2.6%)  6067 119 (2.0%) 0.74 (0.58 , 0.94) 0.0141 0.74 (0.59 , 0.94) 0.0143 -0.68 (-1.21 , -0.15) 0.0127  0.3127
Renal and urinary disorders: Haematuria 6061 86 (1.4%)  6067 106 (1.7%) 1.23 (0.92 , 1.64) 0.1676 1.22 (0.92 , 1.62) 0.1681 0.33 (-0.12 , 0.77) 0.1479  0.2717
Renal and urinary disorders: Renal failure 6061 100 (1.6%)  6067 88 (1.5%) 0.88 (0.66 , 1.17) 0.3754 0.88 (0.66 , 1.17) 0.3787 -0.20 (-0.64 , 0.24) 0.3735  0.7378
Renal and urinary disorders: Renal impairment 6061 209 (3.4%)  6067 192 (3.2%) 0.92 (0.75 , 1.12) 0.3854 0.92 (0.76 , 1.11) 0.3886 -0.28 (-0.92 , 0.35) 0.3838  0.6781
Reproductive system and breast disorders: All 6061 135 (2.2%)  6067 194 (3.2%) 1.45 (1.16 , 1.82) 0.0011 1.44 (1.16 , 1.78) 0.0011 0.97 (0.39 , 1.54) 0.0010  0.2660
Reproductive system and breast disorders: Benign prostatic hyperplasia 6061 64 (1.1%)  6067 67 (1.1%) 1.04 (0.74 , 1.48) 0.8068 1.04 (0.74 , 1.47) 0.8102 0.05 (-0.32 , 0.41) 0.7999  0.6500
Respiratory, thoracic and mediastinal disorders: All 6061 504 (8.3%)  6067 415 (6.8%) 0.81 (0.71 , 0.93) 0.0026 0.83 (0.73 , 0.94) 0.0032 -1.48 (-2.42 , -0.54) 0.0021  0.0041
Respiratory, thoracic and mediastinal disorders: Chronic obstructive pulmonary disease 6061 86 (1.4%)  6067 64 (1.1%) 0.75 (0.54 , 1.04) 0.0807 0.75 (0.54 , 1.04) 0.0813 -0.36 (-0.76 , 0.03) 0.0692  0.3814
Respiratory, thoracic and mediastinal disorders: Dyspnoea 6061 94 (1.6%)  6067 66 (1.1%) 0.70 (0.51 , 0.96) 0.0267 0.70 (0.51 , 0.96) 0.0268 -0.46 (-0.87 , -0.06) 0.0251  0.6699
Skin and subcutaneous tissue disorders: All 6061 320 (5.3%)  6067 341 (5.6%) 1.07 (0.91 , 1.25) 0.4120 1.06 (0.92 , 1.23) 0.4162 0.34 (-0.47 , 1.15) 0.4094  0.5107
Skin and subcutaneous tissue disorders: Skin ulcer 6061 79 (1.3%)  6067 64 (1.1%) 0.81 (0.58 , 1.12) 0.2056 0.81 (0.58 , 1.12) 0.2058 -0.25 (-0.63 , 0.14) 0.2041  0.9523
Vascular disorders: All 6061 566 (9.3%)  6067 575 (9.5%) 1.02 (0.90 , 1.15) 0.7951 1.01 (0.91 , 1.13) 0.8037 0.14 (-0.90 , 1.18) 0.7944  0.3163
Vascular disorders: Hypertension 6061 152 (2.5%)  6067 133 (2.2%) 0.87 (0.69 , 1.11) 0.2602 0.88 (0.70 , 1.10) 0.2635 -0.32 (-0.85 , 0.22) 0.2502  0.1512
Vascular disorders: Hypotension 6061 96 (1.6%)  6067 140 (2.3%) 1.47 (1.13 , 1.92) 0.0040 1.46 (1.13 , 1.88) 0.0041 0.73 (0.24 , 1.22) 0.0037  0.7279
Vascular disorders: Peripheral arterial occlusive disease 6061 65 (1.1%)  6067 66 (1.1%) 1.01 (0.71 , 1.43) 0.9632 1.01 (0.72 , 1.42) 0.9660 0.01 (-0.35 , 0.38) 0.9374  0.4041

Sex              
Any AE            0.6448  

Male 4108 2736 (66.6%)  4149 2675 (64.5%) 0.91 (0.83 , 0.99) 0.0382 0.97 (0.94 , 1.00) 0.0468 -2.16 (-4.20 , -0.12) 0.0381   
Female 1953 1266 (64.8%)  1918 1217 (63.5%) 0.94 (0.83 , 1.08) 0.3850 0.98 (0.94 , 1.03) 0.4460 -1.34 (-4.35 , 1.68) 0.3847   

Blood and lymphatic system disorders: All            0.4818  
Male 4108 167 (4.1%)  4149 108 (2.6%) 0.63 (0.49 , 0.80) 0.0002 0.64 (0.50 , 0.81) 0.0002 -1.48 (-2.25 , -0.70) 0.0002   
Female 1953 79 (4.0%)  1918 56 (2.9%) 0.73 (0.51 , 1.04) 0.0794 0.74 (0.53 , 1.04) 0.0825 -1.10 (-2.25 , 0.06) 0.0623   

Blood and lymphatic system disorders: Anaemia            0.3732  
Male 4108 91 (2.2%)  4149 40 (1.0%) 0.43 (0.29 , 0.63) <.0001 0.43 (0.30 , 0.63) <.0001 -1.26 (-1.80 , -0.72) <.0001   
Female 1953 42 (2.2%)  1918 23 (1.2%) 0.57 (0.34 , 0.96) 0.0343 0.58 (0.35 , 0.96) 0.0349 -0.93 (-1.74 , -0.13) 0.0235   
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio 

(95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Sex  (contd.)              
Cardiac disorders: All            0.1628  

Male 4108 940 (22.9%)  4149 828 (20.0%) 0.84 (0.75 , 0.93) 0.0011 0.87 (0.81 , 0.95) 0.0011 -2.88 (-4.61 , -1.15) 0.0011   
Female 1953 366 (18.7%)  1918 281 (14.7%) 0.73 (0.61 , 0.86) 0.0003 0.78 (0.68 , 0.90) 0.0004 -4.26 (-6.55 , -1.97) 0.0003   

Cardiac disorders: Atrial fibrillation            0.4069  
Male 4108 138 (3.4%)  4149 106 (2.6%) 0.75 (0.58 , 0.98) 0.0317 0.76 (0.59 , 0.98) 0.0327 -0.81 (-1.54 , -0.08) 0.0290   
Female 1953 67 (3.4%)  1918 40 (2.1%) 0.61 (0.41 , 0.92) 0.0179 0.63 (0.42 , 0.92) 0.0186 -1.35 (-2.37 , -0.32) 0.0101   

Cardiac disorders: Cardiac failure            0.7773  
Male 4108 294 (7.2%)  4149 222 (5.4%) 0.73 (0.61 , 0.88) 0.0011 0.75 (0.64 , 0.89) 0.0007 -1.70 (-2.71 , -0.69) 0.0010   
Female 1953 110 (5.6%)  1918 81 (4.2%) 0.69 (0.51 , 0.94) 0.0181 0.72 (0.55 , 0.94) 0.0174 -1.60 (-2.92 , -0.28) 0.0177   

General disorders and administration site conditions: All            0.5842  
Male 4108 352 (8.6%)  4149 321 (7.7%) 0.89 (0.76 , 1.05) 0.1657 0.90 (0.78 , 1.04) 0.1633 -0.84 (-2.01 , 0.34) 0.1642   
Female 1953 163 (8.3%)  1918 134 (7.0%) 0.83 (0.65 , 1.05) 0.1154 0.84 (0.67 , 1.04) 0.1154 -1.35 (-3.02 , 0.33) 0.1144   

General disorders and administration site conditions: Oedema peripheral            0.7903  
Male 4108 84 (2.0%)  4149 58 (1.4%) 0.70 (0.50 , 0.99) 0.0430 0.71 (0.50 , 0.99) 0.0449 -0.64 (-1.20 , -0.08) 0.0246   
Female 1953 40 (2.0%)  1918 30 (1.6%) 0.76 (0.47 , 1.23) 0.2656 0.77 (0.48 , 1.22) 0.2649 -0.49 (-1.32 , 0.35) 0.2557   

Infections and infestations: Bronchitis            0.7979  
Male 4108 79 (1.9%)  4149 62 (1.5%) 0.77 (0.55 , 1.08) 0.1365 0.78 (0.56 , 1.08) 0.1356 -0.43 (-0.99 , 0.13) 0.1291   
Female 1953 41 (2.1%)  1918 29 (1.5%) 0.72 (0.44 , 1.17) 0.1783 0.72 (0.45 , 1.16) 0.1779 -0.57 (-1.40 , 0.27) 0.1855   

Investigations: Glomerular filtration rate decreased            0.8623  
Male 4108 66 (1.6%)  4149 40 (1.0%) 0.60 (0.40 , 0.89) 0.0118 0.61 (0.41 , 0.90) 0.0121 -0.64 (-1.12 , -0.15) 0.0101   
Female 1953 32 (1.6%)  1918 18 (0.9%) 0.57 (0.31 , 1.02) 0.0583 0.57 (0.32 , 1.02) 0.0581 -0.72 (-1.43 , -0.01) 0.0466   

Metabolism and nutrition disorders: All            0.4032  
Male 4108 641 (15.6%)  4149 505 (12.2%) 0.75 (0.66 , 0.85) <.0001 0.78 (0.70 , 0.87) <.0001 -3.42 (-4.91 , -1.93) <.0001   
Female 1953 286 (14.6%)  1918 239 (12.5%) 0.83 (0.69 , 0.99) 0.0440 0.85 (0.72 , 1.00) 0.0453 -2.22 (-4.37 , -0.07) 0.0431   

Metabolism and nutrition disorders: Diabetes mellitus            0.8675  
Male 4108 75 (1.8%)  4149 44 (1.1%) 0.58 (0.40 , 0.85) 0.0049 0.58 (0.40 , 0.85) 0.0050 -0.76 (-1.28 , -0.25) 0.0036   
Female 1953 35 (1.8%)  1918 19 (1.0%) 0.55 (0.31 , 0.97) 0.0378 0.55 (0.32 , 0.97) 0.0381 -0.82 (-1.56 , -0.08) 0.0289   

Metabolism and nutrition disorders: Hyperglycaemia            0.6221  
Male 4108 61 (1.5%)  4149 38 (0.9%) 0.61 (0.41 , 0.92) 0.0185 0.62 (0.41 , 0.92) 0.0187 -0.58 (-1.05 , -0.11) 0.0159   
Female 1953 34 (1.7%)  1918 24 (1.3%) 0.72 (0.43 , 1.23) 0.2278 0.73 (0.43 , 1.22) 0.2287 -0.48 (-1.24 , 0.29) 0.2206   

Metabolism and nutrition disorders: Type 2 diabetes mellitus            0.2481  
Male 4108 51 (1.2%)  4149 33 (0.8%) 0.65 (0.42 , 1.02) 0.0610 0.66 (0.42 , 1.02) 0.0615 -0.44 (-0.87 , -0.00) 0.0476   
Female 1953 31 (1.6%)  1918 12 (0.6%) 0.40 (0.20 , 0.80) 0.0091 0.41 (0.21 , 0.80) 0.0093 -0.99 (-1.65 , -0.34) 0.0031   

Renal and urinary disorders: All            0.0784  
Male 4108 763 (18.6%)  4149 669 (16.1%) 0.84 (0.75 , 0.94) 0.0027 0.87 (0.79 , 0.95) 0.0026 -2.50 (-4.12 , -0.87) 0.0027   
Female 1953 296 (15.2%)  1918 293 (15.3%) 1.02 (0.85 , 1.21) 0.8643 1.01 (0.87 , 1.18) 0.8584 0.20 (-2.06 , 2.46) 0.8639   

Renal and urinary disorders: Acute kidney injury            0.0940  
Male 4108 196 (4.8%)  4149 141 (3.4%) 0.70 (0.56 , 0.88) 0.0017 0.71 (0.58 , 0.88) 0.0017 -1.38 (-2.23 , -0.52) 0.0016   
Female 1953 65 (3.3%)  1918 64 (3.3%) 1.00 (0.71 , 1.42) 0.9895 1.00 (0.71 , 1.41) 0.9895 0.01 (-1.13 , 1.14) 0.9912   
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio 

(95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Sex  (contd.)              
Renal and urinary disorders: Chronic kidney disease            0.3083  

Male 4108 117 (2.8%)  4149 81 (2.0%) 0.68 (0.51 , 0.90) 0.0081 0.69 (0.52 , 0.91) 0.0082 -0.90 (-1.56 , -0.24) 0.0076   
Female 1953 43 (2.2%)  1918 38 (2.0%) 0.90 (0.57 , 1.42) 0.6517 0.90 (0.58 , 1.42) 0.6550 -0.21 (-1.12 , 0.69) 0.6423   

Reproductive system and breast disorders: All            0.2317  
Male 4108 111 (2.7%)  4149 151 (3.6%) 1.35 (1.05 , 1.73) 0.0193 1.33 (1.05 , 1.69) 0.0198 0.91 (0.16 , 1.66) 0.0174   
Female 1953 24 (1.2%)  1918 43 (2.2%) 1.92 (1.12 , 3.27) 0.0173 1.90 (1.12 , 3.21) 0.0173 1.04 (0.22 , 1.87) 0.0135   

Respiratory, thoracic and mediastinal disorders: All            0.1939  
Male 4108 344 (8.4%)  4149 303 (7.3%) 0.86 (0.73 , 1.01) 0.0709 0.87 (0.75 , 1.01) 0.0768 -1.09 (-2.25 , 0.07) 0.0650   
Female 1953 160 (8.2%)  1918 112 (5.8%) 0.70 (0.55 , 0.91) 0.0066 0.73 (0.58 , 0.92) 0.0077 -2.31 (-3.92 , -0.71) 0.0047   

Respiratory, thoracic and mediastinal disorders: Dyspnoea            0.1555  
Male 4108 73 (1.8%)  4149 45 (1.1%) 0.61 (0.42 , 0.89) 0.0095 0.61 (0.42 , 0.89) 0.0096 -0.70 (-1.21 , -0.19) 0.0076   
Female 1953 21 (1.1%)  1918 21 (1.1%) 1.02 (0.56 , 1.89) 0.9404 1.02 (0.56 , 1.87) 0.9413 0.02 (-0.63 , 0.68) 0.9412   

Vascular disorders: Hypotension            0.5089  
Male 4108 70 (1.7%)  4149 107 (2.6%) 1.54 (1.13 , 2.09) 0.0059 1.52 (1.13 , 2.05) 0.0061 0.90 (0.28 , 1.52) 0.0047   
Female 1953 26 (1.3%)  1918 33 (1.7%) 1.24 (0.73 , 2.11) 0.4178 1.24 (0.74 , 2.08) 0.4084 0.33 (-0.43 , 1.10) 0.3965   

Age (years)              
Any AE            0.6574  

<=65 years 3144 1963 (62.4%)  3171 1915 (60.4%) 0.92 (0.83 , 1.01) 0.0937 0.97 (0.93 , 1.01) 0.1041 -2.04 (-4.43 , 0.34) 0.0935   
>65 years 2917 2039 (69.9%)  2896 1977 (68.3%) 0.93 (0.83 , 1.04) 0.1836 0.98 (0.95 , 1.01) 0.2419 -1.61 (-3.98 , 0.76) 0.1833   

Blood and lymphatic system disorders: All            0.3596  
<=65 years 3144 104 (3.3%)  3171 78 (2.5%) 0.73 (0.55 , 0.99) 0.0427 0.74 (0.55 , 0.99) 0.0426 -0.86 (-1.68 , -0.03) 0.0418   
>65 years 2917 142 (4.9%)  2896 86 (3.0%) 0.60 (0.46 , 0.79) 0.0003 0.62 (0.47 , 0.80) 0.0003 -1.89 (-2.88 , -0.89) 0.0002   

Blood and lymphatic system disorders: Anaemia            0.4473  
<=65 years 3144 60 (1.9%)  3171 25 (0.8%) 0.41 (0.26 , 0.66) 0.0002 0.42 (0.26 , 0.66) 0.0002 -1.13 (-1.70 , -0.56) 0.0001   
>65 years 2917 73 (2.5%)  2896 38 (1.3%) 0.52 (0.35 , 0.78) 0.0015 0.53 (0.36 , 0.78) 0.0015 -1.18 (-1.88 , -0.48) 0.0009   

Cardiac disorders: All            0.7636  
<=65 years 3144 561 (17.8%)  3171 470 (14.8%) 0.80 (0.69 , 0.92) 0.0013 0.84 (0.76 , 0.94) 0.0019 -2.96 (-4.73 , -1.19) 0.0011   
>65 years 2917 745 (25.5%)  2896 639 (22.1%) 0.82 (0.72 , 0.93) 0.0014 0.86 (0.79 , 0.94) 0.0011 -3.52 (-5.67 , -1.37) 0.0013   

Cardiac disorders: Atrial fibrillation            0.7372  
<=65 years 3144 78 (2.5%)  3171 55 (1.7%) 0.77 (0.54 , 1.11) 0.1608 0.78 (0.55 , 1.11) 0.1657 -0.74 (-1.45 , -0.04) 0.0393   
>65 years 2917 127 (4.4%)  2896 91 (3.1%) 0.71 (0.54 , 0.94) 0.0162 0.72 (0.56 , 0.94) 0.0167 -1.21 (-2.18 , -0.23) 0.0151   

Cardiac disorders: Cardiac failure            0.9737  
<=65 years 3144 144 (4.6%)  3171 107 (3.4%) 0.73 (0.56 , 0.95) 0.0187 0.74 (0.59 , 0.94) 0.0147 -1.13 (-2.06 , -0.20) 0.0172   
>65 years 2917 260 (8.9%)  2896 196 (6.8%) 0.72 (0.59 , 0.88) 0.0013 0.75 (0.63 , 0.89) 0.0010 -2.22 (-3.56 , -0.87) 0.0012   

General disorders and administration site conditions: All            0.8843  
<=65 years 3144 247 (7.9%)  3171 222 (7.0%) 0.88 (0.73 , 1.07) 0.1950 0.89 (0.75 , 1.06) 0.1954 -0.85 (-2.14 , 0.44) 0.1947   
>65 years 2917 268 (9.2%)  2896 233 (8.0%) 0.86 (0.72 , 1.04) 0.1218 0.88 (0.74 , 1.04) 0.1206 -1.14 (-2.58 , 0.30) 0.1208   

General disorders and administration site conditions: Oedema peripheral            0.7098  
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio

(95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

<=65 years 3144 54 (1.7%)  3171 37 (1.2%) 0.68 (0.44 , 1.03) 0.0718 0.68 (0.45 , 1.04) 0.0724 -0.55 (-1.14 , 0.04) 0.0659   
>65 years 2917 70 (2.4%)  2896 51 (1.8%) 0.75 (0.52 , 1.09) 0.1295 0.76 (0.53 , 1.09) 0.1342 -0.64 (-1.37 , 0.09) 0.0873   
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Age (years)  (contd.)              

Infections and infestations: Bronchitis            0.2166  
<=65 years 3144 57 (1.8%)  3171 38 (1.2%) 0.59 (0.38 , 0.92) 0.0194 0.60 (0.39 , 0.92) 0.0192 -0.61 (-1.22 , -0.01) 0.0456   
>65 years 2917 63 (2.2%)  2896 53 (1.8%) 0.85 (0.59 , 1.23) 0.3873 0.85 (0.59 , 1.23) 0.3872 -0.32 (-1.04 , 0.39) 0.3780   

Investigations: Glomerular filtration rate decreased            0.9888  
<=65 years 3144 54 (1.7%)  3171 32 (1.0%) 0.60 (0.38 , 0.93) 0.0238 0.61 (0.39 , 0.94) 0.0246 -0.70 (-1.27 , -0.13) 0.0159   
>65 years 2917 44 (1.5%)  2896 26 (0.9%) 0.60 (0.36 , 0.98) 0.0423 0.60 (0.37 , 0.98) 0.0421 -0.61 (-1.17 , -0.05) 0.0323   

Metabolism and nutrition disorders: All            0.8117  
<=65 years 3144 446 (14.2%)  3171 357 (11.3%) 0.77 (0.66 , 0.89) 0.0005 0.79 (0.70 , 0.91) 0.0005 -2.92 (-4.56 , -1.28) 0.0005   
>65 years 2917 481 (16.5%)  2896 387 (13.4%) 0.78 (0.68 , 0.90) 0.0009 0.81 (0.72 , 0.92) 0.0010 -3.13 (-4.96 , -1.30) 0.0008   

Metabolism and nutrition disorders: Diabetes mellitus            0.6309  
<=65 years 3144 54 (1.7%)  3171 29 (0.9%) 0.53 (0.34 , 0.83) 0.0058 0.53 (0.34 , 0.83) 0.0059 -0.80 (-1.37 , -0.24) 0.0051   
>65 years 2917 56 (1.9%)  2896 34 (1.2%) 0.61 (0.40 , 0.95) 0.0283 0.62 (0.40 , 0.95) 0.0290 -0.75 (-1.38 , -0.12) 0.0205   

Metabolism and nutrition disorders: Hyperglycaemia            0.8531  
<=65 years 3144 47 (1.5%)  3171 30 (0.9%) 0.63 (0.40 , 1.01) 0.0530 0.64 (0.40 , 1.01) 0.0534 -0.55 (-1.09 , -0.01) 0.0467   
>65 years 2917 48 (1.6%)  2896 32 (1.1%) 0.67 (0.43 , 1.06) 0.0867 0.68 (0.43 , 1.06) 0.0868 -0.53 (-1.13 , 0.06) 0.0801   

Metabolism and nutrition disorders: Type 2 diabetes mellitus            0.8050  
<=65 years 3144 40 (1.3%)  3171 21 (0.7%) 0.52 (0.31 , 0.89) 0.0163 0.53 (0.31 , 0.89) 0.0164 -0.60 (-1.09 , -0.12) 0.0141   
>65 years 2917 42 (1.4%)  2896 24 (0.8%) 0.57 (0.34 , 0.95) 0.0305 0.58 (0.35 , 0.95) 0.0307 -0.62 (-1.16 , -0.08) 0.0257   

Renal and urinary disorders: All            0.0121  
<=65 years 3144 540 (17.2%)  3171 445 (14.0%) 0.79 (0.69 , 0.90) 0.0006 0.82 (0.73 , 0.92) 0.0007 -3.15 (-4.94 , -1.37) 0.0005   
>65 years 2917 519 (17.8%)  2896 517 (17.9%) 1.01 (0.88 , 1.15) 0.9250 1.00 (0.90 , 1.12) 0.9465 0.10 (-1.86 , 2.06) 0.9229   

Renal and urinary disorders: Acute kidney injury            0.1631  
<=65 years 3144 125 (4.0%)  3171 86 (2.7%) 0.67 (0.51 , 0.89) 0.0056 0.68 (0.52 , 0.89) 0.0057 -1.26 (-2.15 , -0.37) 0.0053   
>65 years 2917 136 (4.7%)  2896 119 (4.1%) 0.88 (0.68 , 1.13) 0.3143 0.88 (0.69 , 1.13) 0.3169 -0.55 (-1.60 , 0.51) 0.3089   

Renal and urinary disorders: Chronic kidney disease            0.8286  
<=65 years 3144 90 (2.9%)  3171 66 (2.1%) 0.72 (0.52 , 1.00) 0.0471 0.73 (0.53 , 1.00) 0.0472 -0.78 (-1.55 , -0.01) 0.0461   
>65 years 2917 70 (2.4%)  2896 53 (1.8%) 0.76 (0.53 , 1.10) 0.1486 0.77 (0.53 , 1.10) 0.1498 -0.57 (-1.31 , 0.17) 0.1336   

Reproductive system and breast disorders: All            0.2315  
<=65 years 3144 64 (2.0%)  3171 106 (3.3%) 1.66 (1.21 , 2.28) 0.0016 1.64 (1.20 , 2.22) 0.0016 1.29 (0.50 , 2.09) 0.0014   
>65 years 2917 71 (2.4%)  2896 88 (3.0%) 1.26 (0.92 , 1.74) 0.1517 1.25 (0.92 , 1.71) 0.1501 0.62 (-0.22 , 1.45) 0.1497   

Respiratory, thoracic and mediastinal disorders: All            0.2836  
<=65 years 3144 229 (7.3%)  3171 175 (5.5%) 0.75 (0.61 , 0.92) 0.0069 0.77 (0.64 , 0.93) 0.0080 -1.77 (-2.98 , -0.57) 0.0039   
>65 years 2917 275 (9.4%)  2896 240 (8.3%) 0.87 (0.73 , 1.05) 0.1375 0.89 (0.75 , 1.05) 0.1509 -1.12 (-2.58 , 0.33) 0.1306   

Respiratory, thoracic and mediastinal disorders: Dyspnoea            0.9343  
<=65 years 3144 43 (1.4%)  3171 30 (0.9%) 0.69 (0.43 , 1.11) 0.1236 0.69 (0.44 , 1.11) 0.1244 -0.42 (-0.95 , 0.10) 0.1150   
>65 years 2917 51 (1.7%)  2896 36 (1.2%) 0.71 (0.46 , 1.09) 0.1202 0.71 (0.47 , 1.09) 0.1200 -0.50 (-1.13 , 0.12) 0.1131   

Vascular disorders: Hypotension            0.9266  
<=65 years 3144 42 (1.3%)  3171 60 (1.9%) 1.44 (0.97 , 2.15) 0.0731 1.43 (0.97 , 2.12) 0.0717 0.57 (-0.05 , 1.19) 0.0695   
>65 years 2917 54 (1.9%)  2896 80 (2.8%) 1.49 (1.05 , 2.12) 0.0273 1.47 (1.04 , 2.07) 0.0282 0.90 (0.13 , 1.67) 0.0223   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio 

(95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Region              
Any AE            0.4683  

Latin America 965 615 (63.7%)  995 590 (59.3%) 0.84 (0.70 , 1.01) 0.0646 0.94 (0.88 , 1.01) 0.0744 -4.03 (-8.31 , 0.24) 0.0642   
Asia/Pacific 1256 703 (56.0%)  1277 684 (53.6%) 0.92 (0.78 , 1.07) 0.2791 0.95 (0.89 , 1.02) 0.1467 -2.15 (-5.97 , 1.67) 0.2700   
Europe 2263 1509 (66.7%)  2260 1489 (65.9%) 0.97 (0.85 , 1.09) 0.5800 0.99 (0.95 , 1.03) 0.6367 -0.78 (-3.53 , 1.97) 0.5796   
North America 1577 1175 (74.5%)  1535 1129 (73.6%) 0.95 (0.81 , 1.11) 0.5052 0.99 (0.95 , 1.03) 0.5499 -1.04 (-4.10 , 2.02) 0.5053   

Blood and lymphatic system disorders: All            0.2261  
Latin America 965 26 (2.7%)  995 11 (1.1%) 0.41 (0.20 , 0.85) 0.0154 0.42 (0.21 , 0.85) 0.0157 -1.54 (-2.74 , -0.33) 0.0126   
Asia/Pacific 1256 26 (2.1%)  1277 10 (0.8%) 0.40 (0.19 , 0.85) 0.0175 0.40 (0.19 , 0.86) 0.0180 -1.29 (-2.22 , -0.36) 0.0064   
Europe 2263 97 (4.3%)  2260 71 (3.1%) 0.73 (0.53 , 0.99) 0.0453 0.73 (0.54 , 0.99) 0.0449 -1.14 (-2.24 , -0.04) 0.0428   
North America 1577 97 (6.2%)  1535 72 (4.7%) 0.74 (0.54 , 1.02) 0.0639 0.76 (0.56 , 1.02) 0.0639 -1.52 (-3.10 , 0.07) 0.0614   

Blood and lymphatic system disorders: Anaemia            0.9049  
Latin America 965 16 (1.7%)  995 8 (0.8%) 0.52 (0.22 , 1.25) 0.1460 0.53 (0.22 , 1.25) 0.1475 -0.83 (-1.81 , 0.15) 0.0967   
Asia/Pacific 1256 4 (0.3%)  1277 3 (0.2%) 0.77 (0.15 , 3.99) 0.7535 0.77 (0.15 , 3.98) 0.7541 -0.10 (-0.58 , 0.38) 0.6951   
Europe 2263 58 (2.6%)  2260 25 (1.1%) 0.43 (0.27 , 0.69) 0.0005 0.44 (0.27 , 0.70) 0.0005 -1.45 (-2.23 , -0.67) 0.0003   
North America 1577 55 (3.5%)  1535 27 (1.8%) 0.49 (0.31 , 0.79) 0.0032 0.50 (0.32 , 0.79) 0.0032 -1.75 (-2.87 , -0.63) 0.0022   

Cardiac disorders: All            0.3807  
Latin America 965 157 (16.3%)  995 136 (13.7%) 0.80 (0.61 , 1.03) 0.0861 0.84 (0.69 , 1.03) 0.0926 -2.66 (-5.68 , 0.36) 0.0842   
Asia/Pacific 1256 174 (13.9%)  1277 138 (10.8%) 0.75 (0.58 , 0.96) 0.0250 0.79 (0.65 , 0.97) 0.0207 -2.79 (-5.21 , -0.37) 0.0239   
Europe 2263 560 (24.7%)  2260 464 (20.5%) 0.78 (0.67 , 0.89) 0.0004 0.82 (0.74 , 0.92) 0.0003 -4.35 (-6.76 , -1.94) 0.0004   
North America 1577 415 (26.3%)  1535 371 (24.2%) 0.90 (0.76 , 1.06) 0.1927 0.93 (0.83 , 1.05) 0.2418 -2.01 (-5.02 , 0.99) 0.1891   

Cardiac disorders: Atrial fibrillation            0.5375  
Latin America 965 13 (1.3%)  995 10 (1.0%) 0.74 (0.32 , 1.74) 0.4945 0.75 (0.33 , 1.71) 0.4901 -0.34 (-1.29 , 0.61) 0.4868   
Asia/Pacific 1256 18 (1.4%)  1277 6 (0.5%) 0.37 (0.14 , 0.96) 0.0400 0.37 (0.14 , 0.96) 0.0410 -0.94 (-1.70 , -0.19) 0.0143   
Europe 2263 95 (4.2%)  2260 70 (3.1%) 0.74 (0.54 , 1.01) 0.0584 0.75 (0.55 , 1.01) 0.0607 -1.11 (-2.20 , -0.02) 0.0455   
North America 1577 79 (5.0%)  1535 60 (3.9%) 0.78 (0.55 , 1.10) 0.1544 0.79 (0.57 , 1.10) 0.1590 -1.11 (-2.55 , 0.34) 0.1335   

Cardiac disorders: Cardiac failure            0.8802  
Latin America 965 63 (6.5%)  995 49 (4.9%) 0.71 (0.47 , 1.08) 0.1071 0.76 (0.54 , 1.07) 0.1130 -1.59 (-3.52 , 0.34) 0.1066   
Asia/Pacific 1256 57 (4.5%)  1277 37 (2.9%) 0.60 (0.39 , 0.94) 0.0263 0.64 (0.43 , 0.94) 0.0225 -1.60 (-3.00 , -0.20) 0.0247   
Europe 2263 238 (10.5%)  2260 185 (8.2%) 0.73 (0.60 , 0.90) 0.0034 0.76 (0.63 , 0.91) 0.0023 -2.48 (-4.14 , -0.83) 0.0032   
North America 1577 46 (2.9%)  1535 32 (2.1%) 0.74 (0.46 , 1.17) 0.1972 0.74 (0.48 , 1.16) 0.1945 -0.73 (-1.81 , 0.35) 0.1874   

General disorders and administration site conditions: All            0.1922  
Latin America 965 61 (6.3%)  995 43 (4.3%) 0.69 (0.46 , 1.04) 0.0742 0.71 (0.48 , 1.04) 0.0788 -1.90 (-3.88 , 0.09) 0.0616   
Asia/Pacific 1256 80 (6.4%)  1277 60 (4.7%) 0.72 (0.51 , 1.02) 0.0645 0.74 (0.53 , 1.02) 0.0638 -1.68 (-3.45 , 0.09) 0.0636   
Europe 2263 174 (7.7%)  2260 153 (6.8%) 0.87 (0.69 , 1.09) 0.2268 0.88 (0.71 , 1.08) 0.2261 -0.93 (-2.44 , 0.58) 0.2263   
North America 1577 200 (12.7%)  1535 199 (13.0%) 1.02 (0.83 , 1.26) 0.8364 1.02 (0.85 , 1.22) 0.8531 0.25 (-2.09 , 2.59) 0.8363   

General disorders and administration site conditions: Oedema peripheral            0.3297  
Latin America 965 25 (2.6%)  995 21 (2.1%) 0.92 (0.50 , 1.70) 0.7951 0.93 (0.52 , 1.68) 0.8144 -0.39 (-1.73 , 0.95) 0.5712   
Asia/Pacific 1256 21 (1.7%)  1277 9 (0.7%) 0.46 (0.19 , 1.10) 0.0810 0.46 (0.19 , 1.10) 0.0819 -0.99 (-1.84 , -0.14) 0.0225   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in
overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio

(95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

Europe 2263 31 (1.4%)  2260 17 (0.8%) 0.55 (0.30 , 1.00) 0.0501 0.56 (0.31 , 1.00) 0.0507 -0.61 (-1.21 , -0.02) 0.0434   
North America 1577 47 (3.0%)  1535 41 (2.7%) 0.89 (0.58 , 1.37) 0.6088 0.90 (0.59 , 1.36) 0.6128 -0.31 (-1.47 , 0.86) 0.6046   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Region  (contd.)              

Infections and infestations: Bronchitis            0.5698  
Latin America 965 10 (1.0%)  995 3 (0.3%) 0.35 (0.10 , 1.21) 0.0987 0.36 (0.10 , 1.22) 0.0995 -0.88 (-1.77 , 0.01) 0.0522   
Asia/Pacific 1256 9 (0.7%)  1277 10 (0.8%) 1.07 (0.36 , 3.21) 0.9068 1.07 (0.36 , 3.19) 0.9055 0.07 (-0.60 , 0.75) 0.8339   
Europe 2263 52 (2.3%)  2260 43 (1.9%) 0.82 (0.54 , 1.24) 0.3471 0.82 (0.55 , 1.24) 0.3445 -0.39 (-1.23 , 0.44) 0.3570   
North America 1577 49 (3.1%)  1535 35 (2.3%) 0.72 (0.46 , 1.12) 0.1458 0.73 (0.47 , 1.12) 0.1451 -0.85 (-1.99 , 0.29) 0.1432   

Investigations: Glomerular filtration rate decreased            0.6872  
Latin America 965 15 (1.6%)  995 10 (1.0%) 0.63 (0.27 , 1.49) 0.2945 0.63 (0.27 , 1.48) 0.2913 -0.50 (-1.49 , 0.49) 0.3227   
Asia/Pacific 1256 11 (0.9%)  1277 11 (0.9%) 0.92 (0.40 , 2.12) 0.8366 0.92 (0.40 , 2.10) 0.8348 -0.04 (-0.76 , 0.69) 0.9192   
Europe 2263 36 (1.6%)  2260 21 (0.9%) 0.58 (0.34 , 1.00) 0.0492 0.59 (0.34 , 1.00) 0.0496 -0.66 (-1.31 , -0.01) 0.0464   
North America 1577 36 (2.3%)  1535 16 (1.0%) 0.48 (0.26 , 0.87) 0.0167 0.49 (0.27 , 0.88) 0.0176 -1.20 (-2.09 , -0.31) 0.0081   

Metabolism and nutrition disorders: All            0.2178  
Latin America 965 141 (14.6%)  995 140 (14.1%) 0.99 (0.76 , 1.27) 0.9153 0.99 (0.80 , 1.23) 0.9507 -0.17 (-3.23 , 2.89) 0.9144   
Asia/Pacific 1256 171 (13.6%)  1277 133 (10.4%) 0.74 (0.58 , 0.94) 0.0145 0.77 (0.62 , 0.95) 0.0138 -3.19 (-5.72 , -0.66) 0.0134   
Europe 2263 301 (13.3%)  2260 237 (10.5%) 0.76 (0.64 , 0.91) 0.0036 0.79 (0.67 , 0.93) 0.0041 -2.83 (-4.71 , -0.95) 0.0032   
North America 1577 314 (19.9%)  1535 234 (15.2%) 0.72 (0.60 , 0.87) 0.0006 0.76 (0.66 , 0.89) 0.0006 -4.70 (-7.37 , -2.03) 0.0006   

Metabolism and nutrition disorders: Diabetes mellitus            0.7599  
Latin America 965 23 (2.4%)  995 10 (1.0%) 0.44 (0.21 , 0.95) 0.0354 0.45 (0.21 , 0.95) 0.0362 -1.34 (-2.49 , -0.20) 0.0215   
Asia/Pacific 1256 21 (1.7%)  1277 15 (1.2%) 0.71 (0.36 , 1.40) 0.3214 0.71 (0.36 , 1.40) 0.3234 -0.50 (-1.42 , 0.42) 0.2894   
Europe 2263 43 (1.9%)  2260 22 (1.0%) 0.53 (0.31 , 0.90) 0.0189 0.53 (0.31 , 0.90) 0.0194 -0.93 (-1.62 , -0.23) 0.0087   
North America 1577 23 (1.5%)  1535 16 (1.0%) 0.68 (0.35 , 1.32) 0.2573 0.69 (0.36 , 1.31) 0.2563 -0.42 (-1.20 , 0.36) 0.2881   

Metabolism and nutrition disorders: Hyperglycaemia            0.8509  
Latin America 965 12 (1.2%)  995 8 (0.8%) 0.68 (0.28 , 1.65) 0.3946 0.68 (0.29 , 1.64) 0.3950 -0.41 (-1.30 , 0.48) 0.3667   
Asia/Pacific 1256 16 (1.3%)  1277 7 (0.5%) 0.46 (0.18 , 1.14) 0.0922 0.46 (0.19 , 1.14) 0.0936 -0.83 (-1.69 , 0.04) 0.0602   
Europe 2263 36 (1.6%)  2260 26 (1.2%) 0.72 (0.43 , 1.21) 0.2114 0.72 (0.44 , 1.20) 0.2114 -0.44 (-1.12 , 0.24) 0.2034   
North America 1577 31 (2.0%)  1535 21 (1.4%) 0.71 (0.41 , 1.25) 0.2355 0.72 (0.41 , 1.24) 0.2373 -0.62 (-1.51 , 0.28) 0.1782   

Metabolism and nutrition disorders: Type 2 diabetes mellitus            0.2606  
Latin America 965 13 (1.3%)  995 5 (0.5%) 0.38 (0.13 , 1.10) 0.0735 0.39 (0.14 , 1.10) 0.0747 -1.25 (-2.54 , 0.04) 0.0566   
Asia/Pacific 1256 17 (1.4%)  1277 15 (1.2%) 0.90 (0.44 , 1.85) 0.7765 0.90 (0.44 , 1.84) 0.7789 -0.18 (-1.05 , 0.69) 0.6788   
Europe 2263 25 (1.1%)  2260 17 (0.8%) 0.68 (0.36 , 1.27) 0.2268 0.68 (0.37 , 1.27) 0.2286 -0.37 (-0.93 , 0.19) 0.1927   
North America 1577 27 (1.7%)  1535 8 (0.5%) 0.34 (0.15 , 0.75) 0.0075 0.34 (0.16 , 0.75) 0.0077 -1.19 (-1.93 , -0.46) 0.0014   

Renal and urinary disorders: All            0.2955  
Latin America 965 152 (15.8%)  995 132 (13.3%) 0.83 (0.64 , 1.07) 0.1460 0.86 (0.69 , 1.06) 0.1556 -2.32 (-5.44 , 0.79) 0.1441   
Asia/Pacific 1256 154 (12.3%)  1277 131 (10.3%) 0.83 (0.65 , 1.07) 0.1456 0.85 (0.68 , 1.06) 0.1534 -1.92 (-4.38 , 0.54) 0.1267   
Europe 2263 385 (17.0%)  2260 335 (14.8%) 0.85 (0.72 , 1.00) 0.0477 0.87 (0.76 , 1.00) 0.0454 -2.15 (-4.28 , -0.03) 0.0472   
North America 1577 368 (23.3%)  1535 364 (23.7%) 1.02 (0.86 , 1.20) 0.8475 1.01 (0.89 , 1.15) 0.8547 0.29 (-2.68 , 3.27) 0.8475   

Renal and urinary disorders: Acute kidney injury            0.7099  
Latin America 965 22 (2.3%)  995 20 (2.0%) 0.94 (0.49 , 1.78) 0.8407 0.94 (0.50 , 1.76) 0.8489 -0.23 (-1.52 , 1.06) 0.7243   
Asia/Pacific 1256 32 (2.5%)  1277 28 (2.2%) 0.87 (0.52 , 1.46) 0.5943 0.87 (0.53 , 1.44) 0.5935 -0.33 (-1.51 , 0.86) 0.5875   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in
overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
Europe 2263 56 (2.5%)  2260 36 (1.6%) 0.65 (0.42 , 0.99) 0.0449 0.65 (0.43 , 0.99) 0.0458 -0.88 (-1.70 , -0.06) 0.0357   
North America 1577 151 (9.6%)  1535 121 (7.9%) 0.82 (0.63 , 1.05) 0.1125 0.83 (0.66 , 1.05) 0.1175 -1.61 (-3.59 , 0.36) 0.1097   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)

Page 12 of 39

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Region  (contd.)              
Renal and urinary disorders: Chronic kidney disease            0.1491  

Latin America 965 21 (2.2%)  995 27 (2.7%) 1.36 (0.75 , 2.44) 0.3083 1.35 (0.76 , 2.37) 0.3047 0.64 (-0.72 , 2.01) 0.3549   
Asia/Pacific 1256 30 (2.4%)  1277 16 (1.3%) 0.60 (0.32 , 1.13) 0.1130 0.60 (0.32 , 1.13) 0.1141 -1.16 (-2.20 , -0.11) 0.0297   
Europe 2263 58 (2.6%)  2260 36 (1.6%) 0.62 (0.41 , 0.94) 0.0253 0.62 (0.41 , 0.94) 0.0255 -0.96 (-1.80 , -0.13) 0.0228   
North America 1577 51 (3.2%)  1535 40 (2.6%) 0.80 (0.52 , 1.22) 0.2976 0.80 (0.53 , 1.21) 0.2966 -0.66 (-1.84 , 0.52) 0.2722   

Reproductive system and breast disorders: All            0.8536  
Latin America 965 17 (1.8%)  995 24 (2.4%) 1.35 (0.72 , 2.54) 0.3471 1.34 (0.73 , 2.49) 0.3463 0.61 (-0.65 , 1.87) 0.3416   
Asia/Pacific 1256 17 (1.4%)  1277 25 (2.0%) 1.47 (0.79 , 2.76) 0.2246 1.47 (0.79 , 2.71) 0.2226 0.64 (-0.36 , 1.63) 0.2089   
Europe 2263 51 (2.3%)  2260 82 (3.6%) 1.62 (1.13 , 2.32) 0.0086 1.59 (1.13 , 2.26) 0.0087 1.38 (0.40 , 2.37) 0.0059   
North America 1577 50 (3.2%)  1535 63 (4.1%) 1.29 (0.88 , 1.89) 0.1902 1.28 (0.89 , 1.84) 0.1869 0.88 (-0.43 , 2.19) 0.1885   

Respiratory, thoracic and mediastinal disorders: All            0.5891  
Latin America 965 40 (4.1%)  995 36 (3.6%) 0.87 (0.55 , 1.38) 0.5596 0.88 (0.56 , 1.37) 0.5598 -0.51 (-2.22 , 1.20) 0.5579   
Asia/Pacific 1256 72 (5.7%)  1277 55 (4.3%) 0.74 (0.52 , 1.06) 0.1029 0.75 (0.53 , 1.06) 0.1001 -1.42 (-3.12 , 0.27) 0.1000   
Europe 2263 163 (7.2%)  2260 121 (5.4%) 0.74 (0.58 , 0.95) 0.0192 0.76 (0.60 , 0.96) 0.0216 -1.85 (-3.26 , -0.43) 0.0106   
North America 1577 229 (14.5%)  1535 203 (13.2%) 0.89 (0.73 , 1.09) 0.2729 0.91 (0.76 , 1.08) 0.2853 -1.37 (-3.79 , 1.05) 0.2679   

Respiratory, thoracic and mediastinal disorders: Dyspnoea            0.1555  
Latin America 965 5 (0.5%)  995 4 (0.4%) 0.65 (0.14 , 3.04) 0.5817 0.65 (0.14 , 3.03) 0.5818 -0.10 (-0.70 , 0.50) 0.7330   
Asia/Pacific 1256 7 (0.6%)  1277 5 (0.4%) 0.73 (0.22 , 2.41) 0.6092 0.74 (0.23 , 2.39) 0.6117 -0.16 (-0.69 , 0.37) 0.5582   
Europe 2263 27 (1.2%)  2260 9 (0.4%) 0.33 (0.15 , 0.71) 0.0043 0.33 (0.16 , 0.71) 0.0044 -0.80 (-1.32 , -0.28) 0.0025   
North America 1577 55 (3.5%)  1535 48 (3.1%) 0.89 (0.60 , 1.32) 0.5610 0.89 (0.61 , 1.31) 0.5588 -0.37 (-1.63 , 0.88) 0.5595   

Vascular disorders: Hypotension            0.3274  
Latin America 965 11 (1.1%)  995 28 (2.8%) 2.57 (1.25 , 5.29) 0.0102 2.47 (1.23 , 4.93) 0.0107 1.72 (0.50 , 2.94) 0.0057   
Asia/Pacific 1256 11 (0.9%)  1277 14 (1.1%) 1.24 (0.56 , 2.78) 0.5958 1.24 (0.56 , 2.74) 0.5912 0.22 (-0.55 , 0.98) 0.5818   
Europe 2263 39 (1.7%)  2260 46 (2.0%) 1.17 (0.76 , 1.81) 0.4855 1.16 (0.76 , 1.77) 0.4870 0.28 (-0.50 , 1.07) 0.4787   
North America 1577 35 (2.2%)  1535 52 (3.4%) 1.50 (0.96 , 2.35) 0.0776 1.47 (0.95 , 2.28) 0.0812 1.20 (0.04 , 2.36) 0.0423   

Race              
Any AE            0.1608  

White 4141 2854 (68.9%)  4139 2809 (67.9%) 0.95 (0.87 , 1.04) 0.2729 0.99 (0.96 , 1.02) 0.3527 -1.12 (-3.12 , 0.88) 0.2725   
Black or African American 249 197 (79.1%)  251 177 (70.5%) 0.65 (0.43 , 0.99) 0.0437 0.89 (0.81 , 0.99) 0.0303 -8.06 (-15.66 , -0.46) 0.0377   
Asian 1362 745 (54.7%)  1373 707 (51.5%) 0.88 (0.76 , 1.03) 0.1093 0.93 (0.87 , 1.00) 0.0402 -3.06 (-6.76 , 0.64) 0.1046   
Other 309 206 (66.7%)  304 199 (65.5%) 0.95 (0.68 , 1.32) 0.7510 0.98 (0.88 , 1.10) 0.7498 -1.22 (-8.72 , 6.27) 0.7487   

Blood and lymphatic system disorders: All            0.4260  
White 4141 192 (4.6%)  4139 134 (3.2%) 0.68 (0.55 , 0.86) 0.0010 0.69 (0.56 , 0.86) 0.0010 -1.42 (-2.26 , -0.58) 0.0009   
Black or African American 249 11 (4.4%)  251 11 (4.4%) 1.00 (0.38 , 2.62) 0.9938 1.01 (0.40 , 2.53) 0.9833 -0.31 (-4.63 , 4.02) 0.8899   
Asian 1362 25 (1.8%)  1373 12 (0.9%) 0.49 (0.24 , 1.04) 0.0618 0.50 (0.24 , 1.04) 0.0628 -0.97 (-1.84 , -0.10) 0.0292   
Other 309 18 (5.8%)  304 7 (2.3%) 0.39 (0.16 , 0.96) 0.0399 0.41 (0.17 , 0.96) 0.0410 -3.66 (-6.93 , -0.39) 0.0283   

Blood and lymphatic system disorders: Anaemia            0.8058  
White 4141 112 (2.7%)  4139 50 (1.2%) 0.44 (0.31 , 0.61) <.0001 0.45 (0.32 , 0.62) <.0001 -1.51 (-2.11 , -0.92) <.0001   
Black or African American 249 7 (2.8%)  251 4 (1.6%) 0.61 (0.15 , 2.45) 0.4879 0.62 (0.16 , 2.43) 0.4957 -1.52 (-4.62 , 1.59) 0.3390   
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

Asian 1362 6 (0.4%)  1373 4 (0.3%) 0.74 (0.18 , 2.96) 0.6672 0.74 (0.19 , 2.95) 0.6691 -0.17 (-0.70 , 0.36) 0.5283   
Other 309 8 (2.6%)  304 5 (1.6%) 0.64 (0.20 , 1.99) 0.4411 0.65 (0.21 , 1.96) 0.4402 -0.96 (-3.36 , 1.44) 0.4313   
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 Placebo (N=6061)  
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Absolute Risk 
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Race  (contd.)              
Cardiac disorders: All            0.3865  

White 4141 1023 (24.7%)  4139 879 (21.2%) 0.81 (0.73 , 0.90) 0.0001 0.86 (0.79 , 0.93) 0.0001 -3.56 (-5.34 , -1.77) <.0001   
Black or African American 249 68 (27.3%)  251 51 (20.3%) 0.71 (0.46 , 1.10) 0.1213 0.81 (0.60 , 1.09) 0.1659 -5.74 (-12.89 , 1.41) 0.1157   
Asian 1362 176 (12.9%)  1373 136 (9.9%) 0.73 (0.57 , 0.94) 0.0150 0.77 (0.64 , 0.94) 0.0112 -2.81 (-5.07 , -0.56) 0.0145   
Other 309 39 (12.6%)  304 43 (14.1%) 1.11 (0.68 , 1.83) 0.6723 1.14 (0.76 , 1.69) 0.5320 1.09 (-4.08 , 6.26) 0.6797   

Cardiac disorders: Atrial fibrillation            0.0732  
White 4141 180 (4.3%)  4139 133 (3.2%) 0.73 (0.58 , 0.92) 0.0068 0.74 (0.59 , 0.92) 0.0072 -1.16 (-1.98 , -0.34) 0.0053   
Black or African American 249 3 (1.2%)  251 6 (2.4%) 1.95 (0.52 , 7.34) 0.3212 1.92 (0.53 , 7.02) 0.3222 1.32 (-1.01 , 3.64) 0.2679   
Asian 1362 19 (1.4%)  1373 4 (0.3%) 0.22 (0.07 , 0.64) 0.0057 0.22 (0.07 , 0.64) 0.0058 -1.09 (-1.78 , -0.41) 0.0017   
Other 309 3 (1.0%)  304 3 (1.0%) 0.83 (0.13 , 5.20) 0.8395 0.84 (0.14 , 5.04) 0.8487 -0.14 (-3.79 , 3.50) 0.9393   

Cardiac disorders: Cardiac failure            0.3609  
White 4141 327 (7.9%)  4139 245 (5.9%) 0.72 (0.61 , 0.86) 0.0003 0.75 (0.64 , 0.87) 0.0002 -1.97 (-3.03 , -0.91) 0.0003   
Black or African American 249 13 (5.2%)  251 13 (5.2%) 1.07 (0.46 , 2.50) 0.8725 1.07 (0.54 , 2.13) 0.8361 0.25 (-3.37 , 3.87) 0.8936   
Asian 1362 57 (4.2%)  1373 35 (2.5%) 0.57 (0.36 , 0.90) 0.0157 0.61 (0.41 , 0.91) 0.0146 -1.59 (-2.87 , -0.31) 0.0148   
Other 309 7 (2.3%)  304 10 (3.3%) 1.31 (0.45 , 3.80) 0.6164 1.21 (0.50 , 2.95) 0.6695 0.67 (-1.76 , 3.10) 0.5884   

General disorders and administration site conditions: All            0.3827  
White 4141 364 (8.8%)  4139 339 (8.2%) 0.92 (0.79 , 1.08) 0.2988 0.93 (0.81 , 1.07) 0.3008 -0.64 (-1.83 , 0.56) 0.2983   
Black or African American 249 34 (13.7%)  251 33 (13.1%) 0.96 (0.57 , 1.63) 0.8838 0.96 (0.61 , 1.53) 0.8777 -0.41 (-6.37 , 5.54) 0.8917   
Asian 1362 88 (6.5%)  1373 63 (4.6%) 0.69 (0.50 , 0.97) 0.0328 0.71 (0.52 , 0.97) 0.0327 -1.86 (-3.57 , -0.16) 0.0318   
Other 309 29 (9.4%)  304 20 (6.6%) 0.69 (0.38 , 1.25) 0.2221 0.71 (0.41 , 1.24) 0.2256 -2.82 (-7.12 , 1.47) 0.1977   

General disorders and administration site conditions: Oedema peripheral            0.2930  
White 4141 81 (2.0%)  4139 52 (1.3%) 0.65 (0.45 , 0.92) 0.0149 0.65 (0.46 , 0.92) 0.0152 -0.69 (-1.23 , -0.15) 0.0125   
Black or African American 249 11 (4.4%)  251 14 (5.6%) 1.16 (0.52 , 2.63) 0.7161 1.15 (0.54 , 2.46) 0.7156 0.77 (-3.00 , 4.55) 0.6882   
Asian 1362 22 (1.6%)  1373 11 (0.8%) 0.51 (0.22 , 1.16) 0.1092 0.51 (0.22 , 1.16) 0.1100 -0.83 (-1.65 , -0.01) 0.0481   
Other 309 10 (3.2%)  304 11 (3.6%) 1.16 (0.49 , 2.78) 0.7358 1.16 (0.51 , 2.65) 0.7282 0.47 (-2.56 , 3.49) 0.7622   

Infections and infestations: Bronchitis            0.9637  
White 4141 95 (2.3%)  4139 74 (1.8%) 0.77 (0.57 , 1.05) 0.1026 0.78 (0.57 , 1.05) 0.1022 -0.51 (-1.12 , 0.10) 0.0987   
Black or African American 249 6 (2.4%)  251 3 (1.2%) 0.52 (0.12 , 2.25) 0.3847 0.53 (0.13 , 2.23) 0.3869 -1.18 (-3.52 , 1.15) 0.3202   
Asian 1362 12 (0.9%)  1373 9 (0.7%) 0.70 (0.23 , 2.17) 0.5411 0.71 (0.23 , 2.16) 0.5433 -0.22 (-0.88 , 0.43) 0.5070   
Other 309 7 (2.3%)  304 5 (1.6%) 0.73 (0.23 , 2.36) 0.6011 0.74 (0.24 , 2.30) 0.5984 -0.63 (-2.94 , 1.68) 0.5924   

Investigations: Glomerular filtration rate decreased            0.8063  
White 4141 67 (1.6%)  4139 40 (1.0%) 0.60 (0.40 , 0.89) 0.0117 0.61 (0.41 , 0.89) 0.0117 -0.63 (-1.12 , -0.15) 0.0105   
Black or African American 249 4 (1.6%)  251 1 (0.4%) 0.32 (0.05 , 2.16) 0.2440 0.33 (0.05 , 2.14) 0.2456 -1.54 (-3.67 , 0.59) 0.1553   
Asian 1362 16 (1.2%)  1373 12 (0.9%) 0.75 (0.36 , 1.56) 0.4390 0.75 (0.36 , 1.55) 0.4411 -0.33 (-1.08 , 0.42) 0.3919   
Other 309 11 (3.6%)  304 5 (1.6%) 0.45 (0.15 , 1.34) 0.1518 0.47 (0.17 , 1.33) 0.1535 -3.22 (-7.49 , 1.05) 0.1391   

Metabolism and nutrition disorders: All            0.0779  
White 4141 627 (15.1%)  4139 493 (11.9%) 0.76 (0.67 , 0.86) <.0001 0.79 (0.71 , 0.88) <.0001 -3.21 (-4.68 , -1.73) <.0001   
Black or African American 249 57 (22.9%)  251 44 (17.5%) 0.71 (0.45 , 1.10) 0.1270 0.76 (0.53 , 1.09) 0.1402 -5.59 (-12.60 , 1.43) 0.1185   
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio

(95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR
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interaction

test RR
p-value
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interaction
test p-value

Asian 1362 185 (13.6%)  1373 140 (10.2%) 0.72 (0.57 , 0.91) 0.0066 0.75 (0.61 , 0.92) 0.0063 -3.38 (-5.80 , -0.96) 0.0062   
Other 309 58 (18.8%)  304 67 (22.0%) 1.24 (0.84 , 1.85) 0.2837 1.20 (0.88 , 1.64) 0.2594 3.45 (-2.90 , 9.81) 0.2869   
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Race  (contd.)              
Metabolism and nutrition disorders: Diabetes mellitus            0.4424  

White 4141 83 (2.0%)  4139 41 (1.0%) 0.50 (0.34 , 0.73) 0.0003 0.50 (0.34 , 0.73) 0.0004 -1.01 (-1.54 , -0.49) 0.0001   
Black or African American 249 4 (1.6%)  251 3 (1.2%) 0.88 (0.18 , 4.21) 0.8693 0.88 (0.19 , 4.13) 0.8704 -0.38 (-2.46 , 1.69) 0.7172   
Asian 1362 21 (1.5%)  1373 16 (1.2%) 0.76 (0.39 , 1.50) 0.4328 0.77 (0.39 , 1.49) 0.4347 -0.37 (-1.24 , 0.49) 0.3976   
Other 309 2 (0.6%)  304 3 (1.0%) 1.56 (0.26 , 9.46) 0.6280 1.55 (0.26 , 9.17) 0.6281 0.61 (-1.84 , 3.06) 0.6264   

Metabolism and nutrition disorders: Hyperglycaemia            0.3307  
White 4141 60 (1.4%)  4139 46 (1.1%) 0.76 (0.52 , 1.12) 0.1655 0.76 (0.52 , 1.12) 0.1659 -0.35 (-0.83 , 0.14) 0.1615   
Black or African American 249 10 (4.0%)  251 2 (0.8%) 0.25 (0.06 , 1.05) 0.0587 0.26 (0.06 , 1.06) 0.0608 -3.12 (-5.77 , -0.47) 0.0210   
Asian 1362 17 (1.2%)  1373 7 (0.5%) 0.43 (0.17 , 1.05) 0.0636 0.43 (0.18 , 1.05) 0.0646 -0.84 (-1.65 , -0.03) 0.0419   
Other 309 8 (2.6%)  304 7 (2.3%) 0.90 (0.32 , 2.56) 0.8419 0.90 (0.32 , 2.50) 0.8405 -0.26 (-2.85 , 2.32) 0.8414   

Metabolism and nutrition disorders: Type 2 diabetes mellitus            0.4171  
White 4141 53 (1.3%)  4139 28 (0.7%) 0.53 (0.33 , 0.84) 0.0072 0.54 (0.34 , 0.85) 0.0074 -0.60 (-1.02 , -0.17) 0.0057   
Black or African American 249 6 (2.4%)  251 1 (0.4%) 0.29 (0.06 , 1.49) 0.1400 0.30 (0.06 , 1.49) 0.1419 -2.04 (-4.08 , 0.01) 0.0514   
Asian 1362 19 (1.4%)  1373 16 (1.2%) 0.86 (0.44 , 1.71) 0.6725 0.87 (0.44 , 1.70) 0.6744 -0.23 (-1.08 , 0.61) 0.5868   
Other 309 4 (1.3%)  304 0 (0.0%) 0.26 (0.04 , 1.60) 0.1445 0.26 (0.04 , 1.59) 0.1464 -1.33 (-2.61 , -0.05) 0.0413   

Renal and urinary disorders: All            0.5158  
White 4141 794 (19.2%)  4139 745 (18.0%) 0.92 (0.83 , 1.03) 0.1537 0.94 (0.86 , 1.02) 0.1466 -1.22 (-2.89 , 0.45) 0.1536   
Black or African American 249 55 (22.1%)  251 44 (17.5%) 0.76 (0.49 , 1.18) 0.2235 0.80 (0.56 , 1.15) 0.2308 -4.37 (-11.38 , 2.64) 0.2216   
Asian 1362 159 (11.7%)  1373 137 (10.0%) 0.85 (0.67 , 1.08) 0.1900 0.87 (0.70 , 1.08) 0.1964 -1.65 (-3.98 , 0.68) 0.1643   
Other 309 51 (16.5%)  304 36 (11.8%) 0.69 (0.43 , 1.09) 0.1118 0.72 (0.49 , 1.08) 0.1123 -4.55 (-10.05 , 0.96) 0.1053   

Renal and urinary disorders: Acute kidney injury            0.6168  
White 4141 193 (4.7%)  4139 162 (3.9%) 0.83 (0.67 , 1.03) 0.0945 0.84 (0.68 , 1.03) 0.0948 -0.75 (-1.62 , 0.12) 0.0925   
Black or African American 249 23 (9.2%)  251 15 (6.0%) 0.62 (0.32 , 1.23) 0.1742 0.65 (0.34 , 1.22) 0.1758 -3.37 (-8.04 , 1.31) 0.1582   
Asian 1362 30 (2.2%)  1373 22 (1.6%) 0.73 (0.41 , 1.27) 0.2629 0.73 (0.42 , 1.27) 0.2648 -0.61 (-1.63 , 0.41) 0.2418   
Other 309 15 (4.9%)  304 6 (2.0%) 0.46 (0.17 , 1.28) 0.1373 0.48 (0.18 , 1.29) 0.1442 -2.88 (-5.74 , -0.02) 0.0486   

Renal and urinary disorders: Chronic kidney disease            0.4253  
White 4141 111 (2.7%)  4139 86 (2.1%) 0.77 (0.58 , 1.02) 0.0727 0.77 (0.59 , 1.02) 0.0725 -0.61 (-1.26 , 0.05) 0.0702   
Black or African American 249 8 (3.2%)  251 5 (2.0%) 0.75 (0.21 , 2.66) 0.6556 0.76 (0.22 , 2.62) 0.6665 -1.30 (-4.06 , 1.46) 0.3566   
Asian 1362 32 (2.3%)  1373 16 (1.2%) 0.56 (0.30 , 1.04) 0.0658 0.57 (0.31 , 1.04) 0.0670 -1.20 (-2.19 , -0.22) 0.0169   
Other 309 9 (2.9%)  304 12 (3.9%) 1.40 (0.58 , 3.38) 0.4603 1.38 (0.59 , 3.22) 0.4584 1.15 (-1.89 , 4.20) 0.4574   

Reproductive system and breast disorders: All            0.9966  
White 4141 106 (2.6%)  4139 151 (3.6%) 1.43 (1.11 , 1.84) 0.0059 1.41 (1.11 , 1.81) 0.0057 1.06 (0.31 , 1.80) 0.0053   
Black or African American 249 6 (2.4%)  251 9 (3.6%) 1.58 (0.54 , 4.61) 0.4067 1.54 (0.55 , 4.30) 0.4113 1.62 (-2.00 , 5.24) 0.3813   
Asian 1362 16 (1.2%)  1373 24 (1.7%) 1.50 (0.79 , 2.87) 0.2142 1.50 (0.79 , 2.82) 0.2129 0.59 (-0.31 , 1.49) 0.1956   
Other 309 7 (2.3%)  304 10 (3.3%) 1.39 (0.48 , 4.07) 0.5463 1.37 (0.48 , 3.88) 0.5586 1.13 (-1.64 , 3.89) 0.4243   

Respiratory, thoracic and mediastinal disorders: All            0.1253  
White 4141 368 (8.9%)  4139 327 (7.9%) 0.88 (0.75 , 1.03) 0.1097 0.89 (0.77 , 1.03) 0.1251 -1.02 (-2.21 , 0.17) 0.0930   
Black or African American 249 36 (14.5%)  251 18 (7.2%) 0.48 (0.26 , 0.89) 0.0192 0.52 (0.30 , 0.90) 0.0206 -6.90 (-12.30 , -1.50) 0.0122   
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

Asian 1362 75 (5.5%)  1373 57 (4.2%) 0.74 (0.52 , 1.06) 0.1016 0.75 (0.54 , 1.05) 0.0981 -1.36 (-2.96 , 0.24) 0.0968   
Other 309 25 (8.1%)  304 13 (4.3%) 0.51 (0.26 , 1.03) 0.0610 0.54 (0.28 , 1.04) 0.0642 -3.95 (-7.94 , 0.04) 0.0522   
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value

Absolute Risk 
Difference(%) 

(95% CI)
ARR 

p-value
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interaction 

test RR 
p-value

Study 
interaction 
test p-value

Race  (contd.)              
Respiratory, thoracic and mediastinal disorders: Dyspnoea            0.3666  

White 4141 81 (2.0%)  4139 55 (1.3%) 0.67 (0.47 , 0.95) 0.0232 0.67 (0.48 , 0.95) 0.0234 -0.64 (-1.19 , -0.09) 0.0216   
Black or African American 249 3 (1.2%)  251 5 (2.0%) 1.38 (0.28 , 6.68) 0.6913 1.36 (0.29 , 6.47) 0.6967 0.89 (-1.31 , 3.09) 0.4269   
Asian 1362 5 (0.4%)  1373 6 (0.4%) 1.19 (0.36 , 3.97) 0.7791 1.18 (0.36 , 3.91) 0.7809 0.07 (-0.40 , 0.54) 0.7661   
Other 309 5 (1.6%)  304 0 (0.0%) 0.17 (0.02 , 1.43) 0.1029 0.17 (0.02 , 1.44) 0.1043 -1.70 (-3.18 , -0.22) 0.0241   

Vascular disorders: Hypotension            0.3900  
White 4141 79 (1.9%)  4139 120 (2.9%) 1.55 (1.16 , 2.07) 0.0030 1.53 (1.15 , 2.02) 0.0030 1.01 (0.35 , 1.66) 0.0027   
Black or African American 249 6 (2.4%)  251 2 (0.8%) 0.40 (0.09 , 1.84) 0.2376 0.41 (0.09 , 1.82) 0.2394 -1.60 (-3.77 , 0.58) 0.1507   
Asian 1362 10 (0.7%)  1373 14 (1.0%) 1.38 (0.61 , 3.14) 0.4412 1.38 (0.61 , 3.09) 0.4384 0.28 (-0.42 , 0.98) 0.4311   
Other 309 1 (0.3%)  304 4 (1.3%) 1.98 (0.32 , 12.16) 0.4603 1.95 (0.33 , 11.61) 0.4622 0.96 (-0.46 , 2.38) 0.1839   

Baseline eGFR Group 1              
Any AE            0.5441  

< 45mL/min/1,73m2 1700 1116 (65.6%)  1724 1087 (63.1%) 0.89 (0.78 , 1.03) 0.1179 0.96 (0.92 , 1.01) 0.1068 -2.54 (-5.73 , 0.64) 0.1173   
>= 45mL/min/1,73m2 4361 2886 (66.2%)  4342 2804 (64.6%) 0.93 (0.85 , 1.02) 0.1044 0.98 (0.95 , 1.01) 0.1520 -1.65 (-3.64 , 0.34) 0.1042   

Blood and lymphatic system disorders: All            0.8233  
< 45mL/min/1,73m2 1700 70 (4.1%)  1724 49 (2.8%) 0.68 (0.47 , 0.99) 0.0435 0.69 (0.48 , 0.99) 0.0437 -1.27 (-2.50 , -0.04) 0.0425   
>= 45mL/min/1,73m2 4361 176 (4.0%)  4342 115 (2.6%) 0.65 (0.51 , 0.82) 0.0004 0.66 (0.52 , 0.83) 0.0004 -1.40 (-2.15 , -0.65) 0.0003   

Blood and lymphatic system disorders: Anaemia            0.4028  
< 45mL/min/1,73m2 1700 26 (1.5%)  1724 16 (0.9%) 0.61 (0.32 , 1.14) 0.1210 0.61 (0.33 , 1.14) 0.1213 -0.60 (-1.34 , 0.14) 0.1111   
>= 45mL/min/1,73m2 4361 107 (2.5%)  4342 47 (1.1%) 0.44 (0.31 , 0.63) <.0001 0.45 (0.32 , 0.64) <.0001 -1.38 (-1.93 , -0.83) <.0001   

Cardiac disorders: All            0.0002  
< 45mL/min/1,73m2 1700 346 (20.4%)  1724 234 (13.6%) 0.58 (0.48 , 0.71) <.0001 0.67 (0.58 , 0.77) <.0001 -6.73 (-9.11 , -4.35) <.0001   
>= 45mL/min/1,73m2 4361 960 (22.0%)  4342 874 (20.1%) 0.89 (0.80 , 0.99) 0.0253 0.91 (0.84 , 0.99) 0.0272 -1.93 (-3.62 , -0.24) 0.0251   

Cardiac disorders: Atrial fibrillation            0.6263  
< 45mL/min/1,73m2 1700 48 (2.8%)  1724 30 (1.7%) 0.63 (0.39 , 1.02) 0.0622 0.65 (0.41 , 1.03) 0.0672 -1.06 (-2.05 , -0.07) 0.0353   
>= 45mL/min/1,73m2 4361 157 (3.6%)  4342 115 (2.6%) 0.73 (0.57 , 0.93) 0.0117 0.74 (0.58 , 0.94) 0.0121 -0.96 (-1.69 , -0.23) 0.0096   

Cardiac disorders: Cardiac failure            0.1232  
< 45mL/min/1,73m2 1700 138 (8.1%)  1724 90 (5.2%) 0.60 (0.45 , 0.79) 0.0004 0.64 (0.50 , 0.81) 0.0003 -2.89 (-4.48 , -1.30) 0.0004   
>= 45mL/min/1,73m2 4361 266 (6.1%)  4342 213 (4.9%) 0.79 (0.65 , 0.95) 0.0130 0.80 (0.68 , 0.95) 0.0121 -1.19 (-2.12 , -0.26) 0.0125   

General disorders and administration site conditions: All            0.2983  
< 45mL/min/1,73m2 1700 146 (8.6%)  1724 117 (6.8%) 0.78 (0.60 , 1.00) 0.0540 0.79 (0.63 , 1.00) 0.0508 -1.79 (-3.57 , -0.01) 0.0491   
>= 45mL/min/1,73m2 4361 369 (8.5%)  4342 337 (7.8%) 0.91 (0.78 , 1.06) 0.2209 0.92 (0.79 , 1.05) 0.2206 -0.72 (-1.86 , 0.43) 0.2205   

General disorders and administration site conditions: Oedema peripheral            0.1179  
< 45mL/min/1,73m2 1700 50 (2.9%)  1724 41 (2.4%) 1.01 (0.65 , 1.59) 0.9503 1.02 (0.66 , 1.58) 0.9359 -0.56 (-1.64 , 0.52) 0.3070   
>= 45mL/min/1,73m2 4361 74 (1.7%)  4342 47 (1.1%) 0.64 (0.44 , 0.93) 0.0191 0.65 (0.45 , 0.93) 0.0190 -0.61 (-1.10 , -0.12) 0.0149   

Infections and infestations: Bronchitis            0.4853  
< 45mL/min/1,73m2 1700 24 (1.4%)  1724 22 (1.3%) 0.91 (0.51 , 1.64) 0.7523 0.91 (0.51 , 1.62) 0.7499 -0.13 (-0.90 , 0.64) 0.7396   
>= 45mL/min/1,73m2 4361 96 (2.2%)  4342 69 (1.6%) 0.72 (0.52 , 0.98) 0.0368 0.72 (0.53 , 0.98) 0.0368 -0.62 (-1.19 , -0.04) 0.0350   

Investigations: Glomerular filtration rate decreased            0.1359  
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value

Absolute Risk
Difference(%)

(95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

< 45mL/min/1,73m2 1700 53 (3.1%)  1724 39 (2.3%) 0.71 (0.46 , 1.08) 0.1074 0.71 (0.47 , 1.07) 0.1062 -0.86 (-1.94 , 0.22) 0.1197   
>= 45mL/min/1,73m2 4361 45 (1.0%)  4342 19 (0.4%) 0.42 (0.25 , 0.73) 0.0018 0.43 (0.25 , 0.73) 0.0018 -0.59 (-0.95 , -0.23) 0.0012   
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value
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interaction 

test RR 
p-value
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interaction 
test p-value

Baseline eGFR Group 1  (contd.)              
Metabolism and nutrition disorders: All            0.4090  

< 45mL/min/1,73m2 1700 298 (17.5%)  1724 255 (14.8%) 0.82 (0.68 , 0.98) 0.0328 0.84 (0.72 , 0.99) 0.0317 -2.72 (-5.18 , -0.25) 0.0306   
>= 45mL/min/1,73m2 4361 629 (14.4%)  4342 488 (11.2%) 0.75 (0.66 , 0.85) <.0001 0.78 (0.70 , 0.87) <.0001 -3.18 (-4.58 , -1.77) <.0001   

Metabolism and nutrition disorders: Diabetes mellitus            0.6348  
< 45mL/min/1,73m2 1700 26 (1.5%)  1724 13 (0.8%) 0.50 (0.26 , 0.97) 0.0391 0.50 (0.26 , 0.97) 0.0393 -0.78 (-1.49 , -0.06) 0.0325   
>= 45mL/min/1,73m2 4361 84 (1.9%)  4342 50 (1.2%) 0.60 (0.42 , 0.85) 0.0045 0.60 (0.42 , 0.86) 0.0046 -0.77 (-1.29 , -0.26) 0.0034   

Metabolism and nutrition disorders: Hyperglycaemia            0.5433  
< 45mL/min/1,73m2 1700 18 (1.1%)  1724 15 (0.9%) 0.79 (0.38 , 1.64) 0.5222 0.79 (0.38 , 1.64) 0.5246 -0.18 (-0.84 , 0.47) 0.5821   
>= 45mL/min/1,73m2 4361 77 (1.8%)  4342 47 (1.1%) 0.61 (0.42 , 0.88) 0.0079 0.61 (0.43 , 0.88) 0.0080 -0.69 (-1.18 , -0.19) 0.0068   

Metabolism and nutrition disorders: Type 2 diabetes mellitus            0.5606  
< 45mL/min/1,73m2 1700 29 (1.7%)  1724 18 (1.0%) 0.64 (0.35 , 1.15) 0.1362 0.64 (0.36 , 1.15) 0.1368 -0.66 (-1.44 , 0.12) 0.0967   
>= 45mL/min/1,73m2 4361 53 (1.2%)  4342 27 (0.6%) 0.51 (0.32 , 0.81) 0.0047 0.51 (0.32 , 0.82) 0.0047 -0.59 (-0.99 , -0.19) 0.0039   

Renal and urinary disorders: All            0.6645  
< 45mL/min/1,73m2 1700 326 (19.2%)  1724 307 (17.8%) 0.92 (0.77 , 1.09) 0.3184 0.93 (0.81 , 1.07) 0.3040 -1.32 (-3.90 , 1.27) 0.3177   
>= 45mL/min/1,73m2 4361 733 (16.8%)  4342 654 (15.1%) 0.87 (0.78 , 0.98) 0.0224 0.90 (0.81 , 0.99) 0.0244 -1.79 (-3.32 , -0.26) 0.0219   

Renal and urinary disorders: Acute kidney injury            0.7946  
< 45mL/min/1,73m2 1700 88 (5.2%)  1724 72 (4.2%) 0.80 (0.58 , 1.11) 0.1812 0.81 (0.60 , 1.10) 0.1781 -0.99 (-2.40 , 0.43) 0.1711   
>= 45mL/min/1,73m2 4361 173 (4.0%)  4342 133 (3.1%) 0.76 (0.61 , 0.96) 0.0217 0.77 (0.62 , 0.96) 0.0216 -0.91 (-1.68 , -0.14) 0.0212   

Renal and urinary disorders: Chronic kidney disease            0.1627  
< 45mL/min/1,73m2 1700 63 (3.7%)  1724 57 (3.3%) 0.90 (0.62 , 1.30) 0.5706 0.90 (0.63 , 1.28) 0.5642 -0.38 (-1.61 , 0.84) 0.5403   
>= 45mL/min/1,73m2 4361 97 (2.2%)  4342 62 (1.4%) 0.64 (0.46 , 0.88) 0.0060 0.64 (0.47 , 0.88) 0.0060 -0.80 (-1.36 , -0.24) 0.0052   

Reproductive system and breast disorders: All            0.3542  
< 45mL/min/1,73m2 1700 26 (1.5%)  1724 30 (1.7%) 1.15 (0.67 , 1.98) 0.6125 1.14 (0.67 , 1.95) 0.6238 0.22 (-0.63 , 1.07) 0.6114   
>= 45mL/min/1,73m2 4361 109 (2.5%)  4342 164 (3.8%) 1.53 (1.19 , 1.96) 0.0008 1.51 (1.19 , 1.91) 0.0008 1.26 (0.53 , 2.00) 0.0007   

Respiratory, thoracic and mediastinal disorders: All            0.0226  
< 45mL/min/1,73m2 1700 147 (8.6%)  1724 96 (5.6%) 0.62 (0.48 , 0.81) 0.0005 0.65 (0.51 , 0.83) 0.0005 -3.04 (-4.75 , -1.34) 0.0005   
>= 45mL/min/1,73m2 4361 357 (8.2%)  4342 319 (7.3%) 0.89 (0.76 , 1.04) 0.1543 0.90 (0.78 , 1.04) 0.1665 -0.86 (-1.98 , 0.27) 0.1351   

Respiratory, thoracic and mediastinal disorders: Dyspnoea            0.3163  
< 45mL/min/1,73m2 1700 19 (1.1%)  1724 18 (1.0%) 0.94 (0.49 , 1.80) 0.8496 0.94 (0.50 , 1.78) 0.8514 -0.07 (-0.76 , 0.62) 0.8493   
>= 45mL/min/1,73m2 4361 75 (1.7%)  4342 48 (1.1%) 0.64 (0.44 , 0.93) 0.0177 0.65 (0.45 , 0.93) 0.0179 -0.62 (-1.12 , -0.13) 0.0141   

Vascular disorders: Hypotension            0.9755  
< 45mL/min/1,73m2 1700 39 (2.3%)  1724 58 (3.4%) 1.48 (0.98 , 2.25) 0.0618 1.46 (0.98 , 2.18) 0.0640 1.07 (-0.03 , 2.18) 0.0571   
>= 45mL/min/1,73m2 4361 57 (1.3%)  4342 82 (1.9%) 1.46 (1.04 , 2.05) 0.0310 1.45 (1.04 , 2.02) 0.0305 0.59 (0.06 , 1.11) 0.0290   

Baseline eGFR Group 2              
Any AE            0.9074  

< 60mL/min/1,73m2 3549 2331 (65.7%)  3479 2208 (63.5%) 0.91 (0.83 , 1.01) 0.0711 0.98 (0.94 , 1.01) 0.1545 -2.04 (-4.25 , 0.18) 0.0712   
>= 60mL/min/1,73m2 2512 1671 (66.5%)  2587 1683 (65.1%) 0.94 (0.84 , 1.05) 0.2756 0.98 (0.94 , 1.02) 0.2944 -1.45 (-4.05 , 1.15) 0.2749   

Blood and lymphatic system disorders: All            0.2467  
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

< 60mL/min/1,73m2 3549 136 (3.8%)  3479 98 (2.8%) 0.74 (0.56 , 0.96) 0.0239 0.75 (0.58 , 0.96) 0.0252 -0.98 (-1.82 , -0.14) 0.0217   
>= 60mL/min/1,73m2 2512 110 (4.4%)  2587 66 (2.6%) 0.58 (0.42 , 0.79) 0.0006 0.59 (0.44 , 0.80) 0.0006 -1.82 (-2.82 , -0.82) 0.0004   
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 Placebo (N=6061)  
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(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio 

(95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Baseline eGFR Group 2  (contd.)              
Blood and lymphatic system disorders: Anaemia            0.1118  

< 60mL/min/1,73m2 3549 64 (1.8%)  3479 37 (1.1%) 0.60 (0.40 , 0.90) 0.0139 0.60 (0.40 , 0.90) 0.0142 -0.72 (-1.27 , -0.16) 0.0112   
>= 60mL/min/1,73m2 2512 69 (2.7%)  2587 26 (1.0%) 0.36 (0.23 , 0.57) <.0001 0.37 (0.24 , 0.58) <.0001 -1.74 (-2.48 , -0.99) <.0001   

Cardiac disorders: All            0.3174  
< 60mL/min/1,73m2 3549 766 (21.6%)  3479 615 (17.7%) 0.77 (0.68 , 0.87) <.0001 0.83 (0.76 , 0.91) <.0001 -3.82 (-5.60 , -2.04) <.0001   
>= 60mL/min/1,73m2 2512 540 (21.5%)  2587 493 (19.1%) 0.86 (0.75 , 0.99) 0.0325 0.89 (0.80 , 0.99) 0.0353 -2.41 (-4.60 , -0.21) 0.0321   

Cardiac disorders: Atrial fibrillation            0.9528  
< 60mL/min/1,73m2 3549 108 (3.0%)  3479 73 (2.1%) 0.70 (0.52 , 0.95) 0.0222 0.71 (0.53 , 0.96) 0.0242 -0.91 (-1.64 , -0.17) 0.0153   
>= 60mL/min/1,73m2 2512 97 (3.9%)  2587 72 (2.8%) 0.71 (0.52 , 0.97) 0.0333 0.72 (0.54 , 0.97) 0.0334 -1.07 (-2.06 , -0.09) 0.0328   

Cardiac disorders: Cardiac failure            0.3721  
< 60mL/min/1,73m2 3549 299 (8.4%)  3479 214 (6.2%) 0.68 (0.56 , 0.83) <.0001 0.72 (0.61 , 0.85) <.0001 -2.34 (-3.50 , -1.18) <.0001   
>= 60mL/min/1,73m2 2512 105 (4.2%)  2587 89 (3.4%) 0.83 (0.62 , 1.10) 0.1959 0.83 (0.63 , 1.10) 0.1988 -0.73 (-1.79 , 0.32) 0.1713   

General disorders and administration site conditions: All            0.6508  
< 60mL/min/1,73m2 3549 301 (8.5%)  3479 253 (7.3%) 0.85 (0.71 , 1.01) 0.0716 0.86 (0.74 , 1.01) 0.0702 -1.16 (-2.41 , 0.10) 0.0708   
>= 60mL/min/1,73m2 2512 214 (8.5%)  2587 201 (7.8%) 0.91 (0.74 , 1.11) 0.3319 0.91 (0.76 , 1.10) 0.3317 -0.74 (-2.24 , 0.76) 0.3319   

General disorders and administration site conditions: Oedema peripheral            0.3323  
< 60mL/min/1,73m2 3549 89 (2.5%)  3479 67 (1.9%) 0.78 (0.57 , 1.09) 0.1456 0.79 (0.58 , 1.09) 0.1494 -0.58 (-1.27 , 0.11) 0.0986   
>= 60mL/min/1,73m2 2512 35 (1.4%)  2587 21 (0.8%) 0.58 (0.33 , 0.99) 0.0474 0.58 (0.34 , 0.99) 0.0477 -0.59 (-1.16 , -0.01) 0.0451   

Infections and infestations: Bronchitis            0.1900  
< 60mL/min/1,73m2 3549 60 (1.7%)  3479 53 (1.5%) 0.91 (0.63 , 1.33) 0.6342 0.91 (0.63 , 1.32) 0.6293 -0.15 (-0.73 , 0.44) 0.6200   
>= 60mL/min/1,73m2 2512 60 (2.4%)  2587 38 (1.5%) 0.63 (0.41 , 0.95) 0.0268 0.63 (0.42 , 0.95) 0.0272 -0.92 (-1.67 , -0.16) 0.0173   

Investigations: Glomerular filtration rate decreased            0.8183  
< 60mL/min/1,73m2 3549 83 (2.3%)  3479 50 (1.4%) 0.61 (0.42 , 0.86) 0.0057 0.61 (0.43 , 0.87) 0.0058 -0.91 (-1.55 , -0.28) 0.0049   
>= 60mL/min/1,73m2 2512 15 (0.6%)  2587 8 (0.3%) 0.55 (0.23 , 1.32) 0.1803 0.55 (0.23 , 1.32) 0.1806 -0.29 (-0.66 , 0.08) 0.1236   

Metabolism and nutrition disorders: All            0.2561  
< 60mL/min/1,73m2 3549 583 (16.4%)  3479 477 (13.7%) 0.81 (0.71 , 0.92) 0.0018 0.84 (0.75 , 0.94) 0.0018 -2.69 (-4.36 , -1.02) 0.0016   
>= 60mL/min/1,73m2 2512 344 (13.7%)  2587 266 (10.3%) 0.72 (0.61 , 0.86) 0.0002 0.75 (0.65 , 0.87) 0.0002 -3.42 (-5.20 , -1.64) 0.0002   

Metabolism and nutrition disorders: Diabetes mellitus            0.7056  
< 60mL/min/1,73m2 3549 63 (1.8%)  3479 37 (1.1%) 0.60 (0.40 , 0.91) 0.0156 0.61 (0.40 , 0.91) 0.0159 -0.71 (-1.27 , -0.16) 0.0112   
>= 60mL/min/1,73m2 2512 47 (1.9%)  2587 26 (1.0%) 0.53 (0.33 , 0.86) 0.0103 0.54 (0.33 , 0.86) 0.0104 -0.87 (-1.52 , -0.21) 0.0093   

Metabolism and nutrition disorders: Hyperglycaemia            0.9771  
< 60mL/min/1,73m2 3549 47 (1.3%)  3479 30 (0.9%) 0.66 (0.41 , 1.05) 0.0763 0.66 (0.42 , 1.05) 0.0770 -0.45 (-0.93 , 0.04) 0.0703   
>= 60mL/min/1,73m2 2512 48 (1.9%)  2587 32 (1.2%) 0.65 (0.41 , 1.03) 0.0639 0.66 (0.42 , 1.03) 0.0644 -0.67 (-1.36 , 0.01) 0.0541   

Metabolism and nutrition disorders: Type 2 diabetes mellitus            0.8427  
< 60mL/min/1,73m2 3549 61 (1.7%)  3479 34 (1.0%) 0.57 (0.37 , 0.88) 0.0103 0.58 (0.38 , 0.88) 0.0104 -0.75 (-1.29 , -0.21) 0.0063   
>= 60mL/min/1,73m2 2512 21 (0.8%)  2587 11 (0.4%) 0.53 (0.25 , 1.11) 0.0912 0.53 (0.25 , 1.11) 0.0915 -0.41 (-0.85 , 0.02) 0.0633   

Renal and urinary disorders: All            0.0286  
< 60mL/min/1,73m2 3549 615 (17.3%)  3479 584 (16.8%) 0.97 (0.86 , 1.10) 0.6769 0.99 (0.89 , 1.09) 0.8258 -0.37 (-2.11 , 1.37) 0.6765   
>= 60mL/min/1,73m2 2512 444 (17.7%)  2587 377 (14.6%) 0.80 (0.68 , 0.92) 0.0027 0.83 (0.73 , 0.94) 0.0027 -3.09 (-5.10 , -1.07) 0.0027   
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 
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Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 
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Baseline eGFR Group 2  (contd.)              

Renal and urinary disorders: Acute kidney injury            0.5832  
< 60mL/min/1,73m2 3549 173 (4.9%)  3479 138 (4.0%) 0.81 (0.65 , 1.02) 0.0787 0.82 (0.66 , 1.02) 0.0790 -0.87 (-1.82 , 0.09) 0.0766   
>= 60mL/min/1,73m2 2512 88 (3.5%)  2587 67 (2.6%) 0.73 (0.53 , 1.01) 0.0591 0.74 (0.54 , 1.01) 0.0588 -0.91 (-1.85 , 0.03) 0.0590   

Renal and urinary disorders: Chronic kidney disease            0.1854  
< 60mL/min/1,73m2 3549 113 (3.2%)  3479 91 (2.6%) 0.83 (0.62 , 1.10) 0.1903 0.83 (0.64 , 1.10) 0.1925 -0.53 (-1.32 , 0.25) 0.1808   
>= 60mL/min/1,73m2 2512 47 (1.9%)  2587 28 (1.1%) 0.57 (0.36 , 0.92) 0.0215 0.58 (0.36 , 0.92) 0.0216 -0.79 (-1.45 , -0.12) 0.0200   

Reproductive system and breast disorders: All            0.0257  
< 60mL/min/1,73m2 3549 65 (1.8%)  3479 67 (1.9%) 1.07 (0.75 , 1.51) 0.7153 1.06 (0.76 , 1.49) 0.7240 0.12 (-0.51 , 0.76) 0.7036   
>= 60mL/min/1,73m2 2512 70 (2.8%)  2587 127 (4.9%) 1.81 (1.34 , 2.43) <.0001 1.76 (1.33 , 2.35) 0.0001 2.13 (1.08 , 3.18) <.0001   

Respiratory, thoracic and mediastinal disorders: All            0.1337  
< 60mL/min/1,73m2 3549 306 (8.6%)  3479 225 (6.5%) 0.74 (0.62 , 0.89) 0.0013 0.77 (0.65 , 0.91) 0.0019 -2.06 (-3.29 , -0.84) 0.0010   
>= 60mL/min/1,73m2 2512 198 (7.9%)  2587 190 (7.3%) 0.93 (0.75 , 1.14) 0.4790 0.93 (0.77 , 1.13) 0.4835 -0.53 (-1.99 , 0.93) 0.4747   

Respiratory, thoracic and mediastinal disorders: Dyspnoea            0.3551  
< 60mL/min/1,73m2 3549 52 (1.5%)  3479 41 (1.2%) 0.82 (0.54 , 1.24) 0.3470 0.82 (0.55 , 1.23) 0.3452 -0.26 (-0.79 , 0.27) 0.3434   
>= 60mL/min/1,73m2 2512 42 (1.7%)  2587 25 (1.0%) 0.60 (0.37 , 1.00) 0.0483 0.61 (0.37 , 1.00) 0.0487 -0.70 (-1.33 , -0.08) 0.0278   

Vascular disorders: Hypotension            0.1862  
< 60mL/min/1,73m2 3549 72 (2.0%)  3479 114 (3.3%) 1.63 (1.21 , 2.20) 0.0014 1.60 (1.20 , 2.14) 0.0015 1.24 (0.49 , 1.99) 0.0012   
>= 60mL/min/1,73m2 2512 24 (1.0%)  2587 26 (1.0%) 1.05 (0.60 , 1.84) 0.8565 1.05 (0.61 , 1.83) 0.8565 0.05 (-0.49 , 0.59) 0.8564   

Baseline systolic BP              
Any AE            0.8137  

<= 130 mmHg 2430 1580 (65.0%)  2456 1557 (63.4%) 0.94 (0.83 , 1.06) 0.2925 0.98 (0.94 , 1.02) 0.2758 -1.43 (-4.10 , 1.23) 0.2922   
> 130 mmHg 3631 2422 (66.7%)  3611 2335 (64.7%) 0.91 (0.83 , 1.00) 0.0590 0.97 (0.94 , 1.00) 0.0830 -2.10 (-4.28 , 0.08) 0.0588   

Blood and lymphatic system disorders: All            0.4004  
<= 130 mmHg 2430 87 (3.6%)  2456 65 (2.6%) 0.74 (0.53 , 1.02) 0.0665 0.74 (0.54 , 1.02) 0.0668 -0.91 (-1.88 , 0.06) 0.0657   
> 130 mmHg 3631 159 (4.4%)  3611 99 (2.7%) 0.62 (0.48 , 0.80) 0.0002 0.63 (0.49 , 0.80) 0.0002 -1.64 (-2.49 , -0.79) 0.0002   

Blood and lymphatic system disorders: Anaemia            0.5433  
<= 130 mmHg 2430 47 (1.9%)  2456 25 (1.0%) 0.53 (0.32 , 0.88) 0.0129 0.54 (0.33 , 0.88) 0.0129 -0.90 (-1.58 , -0.23) 0.0089   
> 130 mmHg 3631 86 (2.4%)  3611 38 (1.1%) 0.44 (0.30 , 0.64) <.0001 0.44 (0.30 , 0.65) <.0001 -1.32 (-1.92 , -0.72) <.0001   

Cardiac disorders: All            0.7539  
<= 130 mmHg 2430 564 (23.2%)  2456 484 (19.7%) 0.82 (0.71 , 0.94) 0.0055 0.86 (0.78 , 0.96) 0.0047 -3.16 (-5.37 , -0.94) 0.0052   
> 130 mmHg 3631 742 (20.4%)  3611 625 (17.3%) 0.80 (0.71 , 0.90) 0.0003 0.84 (0.77 , 0.93) 0.0004 -3.28 (-5.05 , -1.50) 0.0003   

Cardiac disorders: Atrial fibrillation            0.2788  
<= 130 mmHg 2430 78 (3.2%)  2456 63 (2.6%) 0.82 (0.58 , 1.15) 0.2512 0.83 (0.59 , 1.15) 0.2573 -0.60 (-1.54 , 0.33) 0.2072   
> 130 mmHg 3631 127 (3.5%)  3611 83 (2.3%) 0.64 (0.48 , 0.85) 0.0020 0.65 (0.50 , 0.86) 0.0021 -1.23 (-2.00 , -0.46) 0.0017   

Cardiac disorders: Cardiac failure            0.6106  
<= 130 mmHg 2430 210 (8.6%)  2456 151 (6.1%) 0.69 (0.55 , 0.86) 0.0012 0.72 (0.60 , 0.87) 0.0009 -2.32 (-3.72 , -0.93) 0.0011   
> 130 mmHg 3631 194 (5.3%)  3611 152 (4.2%) 0.76 (0.61 , 0.95) 0.0156 0.78 (0.63 , 0.95) 0.0146 -1.20 (-2.16 , -0.23) 0.0153   

General disorders and administration site conditions: All            0.6653  
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
<= 130 mmHg 2430 214 (8.8%)  2456 196 (8.0%) 0.91 (0.74 , 1.11) 0.3402 0.91 (0.76 , 1.10) 0.3346 -0.76 (-2.31 , 0.80) 0.3397   
> 130 mmHg 3631 301 (8.3%)  3611 259 (7.2%) 0.85 (0.72 , 1.02) 0.0733 0.86 (0.74 , 1.01) 0.0750 -1.14 (-2.36 , 0.09) 0.0701   
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DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio 

(95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Baseline systolic BP  (contd.)              
General disorders and administration site conditions: Oedema peripheral            0.7924  

<= 130 mmHg 2430 49 (2.0%)  2456 33 (1.3%) 0.69 (0.43 , 1.09) 0.1086 0.69 (0.44 , 1.09) 0.1113 -0.68 (-1.40 , 0.04) 0.0637   
> 130 mmHg 3631 75 (2.1%)  3611 55 (1.5%) 0.74 (0.52 , 1.05) 0.0958 0.75 (0.53 , 1.05) 0.0966 -0.52 (-1.13 , 0.09) 0.0933   

Infections and infestations: Bronchitis            0.8024  
<= 130 mmHg 2430 46 (1.9%)  2456 33 (1.3%) 0.73 (0.46 , 1.15) 0.1768 0.73 (0.46 , 1.15) 0.1789 -0.54 (-1.25 , 0.17) 0.1371   
> 130 mmHg 3631 74 (2.0%)  3611 58 (1.6%) 0.78 (0.55 , 1.11) 0.1733 0.79 (0.56 , 1.11) 0.1721 -0.44 (-1.05 , 0.18) 0.1657   

Investigations: Glomerular filtration rate decreased            0.7247  
<= 130 mmHg 2430 34 (1.4%)  2456 19 (0.8%) 0.55 (0.31 , 0.98) 0.0438 0.56 (0.32 , 0.99) 0.0442 -0.63 (-1.22 , -0.05) 0.0325   
> 130 mmHg 3631 64 (1.8%)  3611 39 (1.1%) 0.63 (0.42 , 0.94) 0.0234 0.63 (0.43 , 0.94) 0.0236 -0.66 (-1.20 , -0.12) 0.0170   

Metabolism and nutrition disorders: All            0.4897  
<= 130 mmHg 2430 371 (15.3%)  2456 312 (12.7%) 0.81 (0.69 , 0.95) 0.0108 0.83 (0.73 , 0.96) 0.0117 -2.57 (-4.51 , -0.62) 0.0097   
> 130 mmHg 3631 556 (15.3%)  3611 432 (12.0%) 0.75 (0.66 , 0.86) <.0001 0.78 (0.70 , 0.88) <.0001 -3.33 (-4.90 , -1.75) <.0001   

Metabolism and nutrition disorders: Diabetes mellitus            0.2844  
<= 130 mmHg 2430 45 (1.9%)  2456 31 (1.3%) 0.69 (0.43 , 1.11) 0.1248 0.70 (0.44 , 1.11) 0.1269 -0.59 (-1.28 , 0.11) 0.0985   
> 130 mmHg 3631 65 (1.8%)  3611 32 (0.9%) 0.49 (0.32 , 0.75) 0.0011 0.50 (0.33 , 0.76) 0.0011 -0.90 (-1.43 , -0.37) 0.0008   

Metabolism and nutrition disorders: Hyperglycaemia            0.7298  
<= 130 mmHg 2430 31 (1.3%)  2456 22 (0.9%) 0.70 (0.41 , 1.22) 0.2131 0.71 (0.41 , 1.22) 0.2143 -0.38 (-0.96 , 0.20) 0.2039   
> 130 mmHg 3631 64 (1.8%)  3611 40 (1.1%) 0.62 (0.42 , 0.93) 0.0212 0.63 (0.42 , 0.93) 0.0214 -0.66 (-1.21 , -0.11) 0.0182   

Metabolism and nutrition disorders: Type 2 diabetes mellitus            0.2962  
<= 130 mmHg 2430 32 (1.3%)  2456 22 (0.9%) 0.68 (0.39 , 1.18) 0.1670 0.68 (0.40 , 1.17) 0.1674 -0.42 (-1.01 , 0.16) 0.1589   
> 130 mmHg 3631 50 (1.4%)  3611 23 (0.6%) 0.46 (0.28 , 0.75) 0.0021 0.46 (0.28 , 0.76) 0.0021 -0.74 (-1.20 , -0.28) 0.0015   

Renal and urinary disorders: All            0.5640  
<= 130 mmHg 2430 411 (16.9%)  2456 363 (14.8%) 0.86 (0.73 , 1.00) 0.0486 0.88 (0.77 , 1.00) 0.0553 -2.07 (-4.11 , -0.02) 0.0474   
> 130 mmHg 3631 648 (17.8%)  3611 599 (16.6%) 0.91 (0.81 , 1.03) 0.1446 0.92 (0.84 , 1.02) 0.1298 -1.28 (-3.01 , 0.46) 0.1494   

Renal and urinary disorders: Acute kidney injury            0.6316  
<= 130 mmHg 2430 98 (4.0%)  2456 82 (3.3%) 0.83 (0.61 , 1.12) 0.2145 0.83 (0.62 , 1.11) 0.2129 -0.68 (-1.73 , 0.38) 0.2083   
> 130 mmHg 3631 163 (4.5%)  3611 123 (3.4%) 0.75 (0.59 , 0.95) 0.0189 0.76 (0.60 , 0.96) 0.0189 -1.08 (-1.98 , -0.18) 0.0182   

Renal and urinary disorders: Chronic kidney disease            0.1752  
<= 130 mmHg 2430 69 (2.8%)  2456 42 (1.7%) 0.60 (0.41 , 0.89) 0.0118 0.61 (0.42 , 0.90) 0.0121 -1.13 (-1.96 , -0.29) 0.0082   
> 130 mmHg 3631 91 (2.5%)  3611 77 (2.1%) 0.85 (0.63 , 1.17) 0.3258 0.86 (0.63 , 1.17) 0.3290 -0.37 (-1.06 , 0.33) 0.3003   

Reproductive system and breast disorders: All            0.0115  
<= 130 mmHg 2430 60 (2.5%)  2456 60 (2.4%) 1.00 (0.69 , 1.44) 0.9914 1.00 (0.70 , 1.42) 0.9937 -0.01 (-0.87 , 0.86) 0.9893   
> 130 mmHg 3631 75 (2.1%)  3611 134 (3.7%) 1.82 (1.36 , 2.43) <.0001 1.78 (1.35 , 2.36) <.0001 1.63 (0.86 , 2.40) <.0001   

Respiratory, thoracic and mediastinal disorders: All            0.7173  
<= 130 mmHg 2430 203 (8.4%)  2456 164 (6.7%) 0.79 (0.64 , 0.98) 0.0337 0.81 (0.66 , 0.99) 0.0366 -1.63 (-3.10 , -0.15) 0.0309   
> 130 mmHg 3631 301 (8.3%)  3611 251 (7.0%) 0.83 (0.70 , 0.99) 0.0411 0.85 (0.72 , 1.00) 0.0468 -1.36 (-2.58 , -0.14) 0.0290   

Respiratory, thoracic and mediastinal disorders: Dyspnoea            0.0546  
<= 130 mmHg 2430 37 (1.5%)  2456 36 (1.5%) 0.98 (0.62 , 1.57) 0.9382 0.98 (0.62 , 1.56) 0.9419 -0.04 (-0.72 , 0.64) 0.9161   
> 130 mmHg 3631 57 (1.6%)  3611 30 (0.8%) 0.52 (0.33 , 0.82) 0.0043 0.53 (0.34 , 0.82) 0.0043 -0.75 (-1.25 , -0.25) 0.0035   
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Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)
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Baseline systolic BP  (contd.)              
Vascular disorders: Hypotension            0.4557  

<= 130 mmHg 2430 62 (2.6%)  2456 84 (3.4%) 1.36 (0.97 , 1.91) 0.0736 1.35 (0.97 , 1.86) 0.0723 0.88 (-0.07 , 1.83) 0.0683   
> 130 mmHg 3631 34 (0.9%)  3611 56 (1.6%) 1.66 (1.08 , 2.55) 0.0204 1.65 (1.08 , 2.52) 0.0205 0.61 (0.10 , 1.12) 0.0191   

Heart Failure              
Any AE            0.9546  

Yes 1567 1113 (71.0%)  1549 1069 (69.0%) 0.91 (0.78 , 1.06) 0.2352 0.98 (0.93 , 1.02) 0.3000 -1.94 (-5.15 , 1.26) 0.2349   
No 4494 2889 (64.3%)  4518 2823 (62.5%) 0.92 (0.85 , 1.01) 0.0703 0.97 (0.95 , 1.01) 0.1059 -1.83 (-3.81 , 0.15) 0.0702   

Blood and lymphatic system disorders: All            0.1690  
Yes 1567 64 (4.1%)  1549 52 (3.4%) 0.82 (0.56 , 1.20) 0.3060 0.83 (0.58 , 1.19) 0.3055 -0.70 (-2.02 , 0.63) 0.3018   
No 4494 182 (4.0%)  4518 112 (2.5%) 0.60 (0.47 , 0.77) <.0001 0.61 (0.49 , 0.77) <.0001 -1.57 (-2.31 , -0.84) <.0001   

Blood and lymphatic system disorders: Anaemia            0.7231  
Yes 1567 38 (2.4%)  1549 19 (1.2%) 0.51 (0.29 , 0.90) 0.0195 0.52 (0.30 , 0.90) 0.0194 -1.18 (-2.11 , -0.24) 0.0137   
No 4494 95 (2.1%)  4518 44 (1.0%) 0.45 (0.32 , 0.65) <.0001 0.46 (0.32 , 0.66) <.0001 -1.14 (-1.65 , -0.63) <.0001   

Cardiac disorders: All            0.2537  
Yes 1567 589 (37.6%)  1549 475 (30.7%) 0.73 (0.63 , 0.85) <.0001 0.82 (0.74 , 0.90) <.0001 -6.86 (-10.16 , -3.55) <.0001   
No 4494 717 (16.0%)  4518 634 (14.0%) 0.85 (0.76 , 0.96) 0.0091 0.89 (0.80 , 0.98) 0.0146 -1.96 (-3.41 , -0.51) 0.0082   

Cardiac disorders: Atrial fibrillation            0.7159  
Yes 1567 81 (5.2%)  1549 54 (3.5%) 0.67 (0.47 , 0.96) 0.0275 0.68 (0.49 , 0.96) 0.0282 -1.66 (-3.08 , -0.23) 0.0225   
No 4494 124 (2.8%)  4518 92 (2.0%) 0.73 (0.56 , 0.97) 0.0271 0.74 (0.57 , 0.97) 0.0281 -0.73 (-1.36 , -0.10) 0.0228   

Cardiac disorders: Cardiac failure            0.4118  
Yes 1567 292 (18.6%)  1549 210 (13.6%) 0.68 (0.56 , 0.82) <.0001 0.72 (0.62 , 0.85) <.0001 -5.12 (-7.68 , -2.57) <.0001   
No 4494 112 (2.5%)  4518 93 (2.1%) 0.82 (0.62 , 1.09) 0.1657 0.83 (0.63 , 1.08) 0.1674 -0.44 (-1.05 , 0.18) 0.1629   

General disorders and administration site conditions: All            0.8287  
Yes 1567 156 (10.0%)  1549 133 (8.6%) 0.85 (0.67 , 1.09) 0.1986 0.87 (0.69 , 1.08) 0.1991 -1.34 (-3.37 , 0.69) 0.1969   
No 4494 359 (8.0%)  4518 322 (7.1%) 0.88 (0.75 , 1.03) 0.1183 0.89 (0.77 , 1.03) 0.1180 -0.87 (-1.96 , 0.22) 0.1181   

General disorders and administration site conditions: Oedema peripheral            0.8161  
Yes 1567 27 (1.7%)  1549 20 (1.3%) 0.76 (0.39 , 1.46) 0.4055 0.76 (0.40 , 1.45) 0.4108 -0.43 (-1.29 , 0.43) 0.3242   
No 4494 97 (2.2%)  4518 68 (1.5%) 0.69 (0.51 , 0.95) 0.0227 0.70 (0.52 , 0.95) 0.0231 -0.65 (-1.20 , -0.10) 0.0213   

Infections and infestations: Bronchitis            0.2188  
Yes 1567 27 (1.7%)  1549 30 (1.9%) 0.97 (0.56 , 1.71) 0.9285 0.97 (0.56 , 1.68) 0.9164 0.23 (-0.71 , 1.17) 0.6352   
No 4494 93 (2.1%)  4518 61 (1.4%) 0.65 (0.47 , 0.90) 0.0088 0.65 (0.47 , 0.90) 0.0088 -0.72 (-1.26 , -0.19) 0.0082   

Investigations: Glomerular filtration rate decreased            0.9800  
Yes 1567 29 (1.9%)  1549 17 (1.1%) 0.58 (0.32 , 1.07) 0.0807 0.59 (0.32 , 1.07) 0.0802 -0.77 (-1.61 , 0.08) 0.0751   
No 4494 69 (1.5%)  4518 41 (0.9%) 0.59 (0.40 , 0.87) 0.0076 0.59 (0.40 , 0.87) 0.0077 -0.62 (-1.08 , -0.17) 0.0069   

Metabolism and nutrition disorders: All            0.0266  
Yes 1567 257 (16.4%)  1549 238 (15.4%) 0.93 (0.76 , 1.12) 0.4353 0.94 (0.80 , 1.10) 0.4342 -1.02 (-3.58 , 1.54) 0.4350   
No 4494 670 (14.9%)  4518 506 (11.2%) 0.72 (0.64 , 0.82) <.0001 0.75 (0.68 , 0.84) <.0001 -3.70 (-5.09 , -2.31) <.0001   

Metabolism and nutrition disorders: Diabetes mellitus            0.1195  
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in
overall analysis (safety analysis set)
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Yes 1567 30 (1.9%)  1549 23 (1.5%) 0.84 (0.48 , 1.48) 0.5495 0.85 (0.49 , 1.47) 0.5551 -0.44 (-1.35 , 0.46) 0.3381   
No 4494 80 (1.8%)  4518 40 (0.9%) 0.49 (0.34 , 0.72) 0.0003 0.50 (0.34 , 0.73) 0.0003 -0.90 (-1.37 , -0.42) 0.0002   
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DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)

Page 28 of 39

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Heart Failure  (contd.)              
Metabolism and nutrition disorders: Hyperglycaemia            0.1295  

Yes 1567 21 (1.3%)  1549 20 (1.3%) 0.99 (0.52 , 1.87) 0.9697 0.99 (0.53 , 1.85) 0.9796 -0.03 (-0.83 , 0.77) 0.9349   
No 4494 74 (1.6%)  4518 42 (0.9%) 0.56 (0.38 , 0.82) 0.0028 0.56 (0.39 , 0.82) 0.0029 -0.72 (-1.18 , -0.25) 0.0025   

Metabolism and nutrition disorders: Type 2 diabetes mellitus            0.8913  
Yes 1567 34 (2.2%)  1549 18 (1.2%) 0.53 (0.30 , 0.94) 0.0296 0.53 (0.30 , 0.94) 0.0299 -1.02 (-1.92 , -0.12) 0.0257   
No 4494 48 (1.1%)  4518 27 (0.6%) 0.56 (0.35 , 0.90) 0.0160 0.56 (0.35 , 0.90) 0.0161 -0.47 (-0.84 , -0.09) 0.0142   

Renal and urinary disorders: All            0.8886  
Yes 1567 290 (18.5%)  1549 260 (16.8%) 0.89 (0.74 , 1.08) 0.2348 0.92 (0.79 , 1.07) 0.2669 -1.62 (-4.27 , 1.03) 0.2318   
No 4494 769 (17.1%)  4518 702 (15.5%) 0.89 (0.80 , 1.00) 0.0414 0.91 (0.83 , 1.00) 0.0403 -1.59 (-3.11 , -0.06) 0.0413   

Renal and urinary disorders: Acute kidney injury            0.5209  
Yes 1567 94 (6.0%)  1549 67 (4.3%) 0.71 (0.52 , 0.98) 0.0393 0.73 (0.54 , 0.99) 0.0398 -1.64 (-3.18 , -0.09) 0.0380   
No 4494 167 (3.7%)  4518 138 (3.1%) 0.82 (0.65 , 1.03) 0.0841 0.82 (0.66 , 1.03) 0.0842 -0.66 (-1.41 , 0.09) 0.0824   

Renal and urinary disorders: Chronic kidney disease            0.8141  
Yes 1567 50 (3.2%)  1549 35 (2.3%) 0.71 (0.45 , 1.10) 0.1231 0.72 (0.47 , 1.10) 0.1258 -0.92 (-2.06 , 0.22) 0.1152   
No 4494 110 (2.4%)  4518 84 (1.9%) 0.76 (0.57 , 1.01) 0.0577 0.76 (0.57 , 1.01) 0.0581 -0.59 (-1.19 , 0.01) 0.0546   

Reproductive system and breast disorders: All            0.6061  
Yes 1567 27 (1.7%)  1549 34 (2.2%) 1.27 (0.75 , 2.15) 0.3683 1.27 (0.76 , 2.12) 0.3659 0.49 (-0.49 , 1.46) 0.3279   
No 4494 108 (2.4%)  4518 160 (3.5%) 1.49 (1.16 , 1.91) 0.0016 1.47 (1.16 , 1.87) 0.0016 1.13 (0.43 , 1.83) 0.0015   

Respiratory, thoracic and mediastinal disorders: All            0.8055  
Yes 1567 161 (10.3%)  1549 126 (8.1%) 0.78 (0.61 , 1.00) 0.0544 0.81 (0.65 , 1.02) 0.0707 -2.08 (-4.10 , -0.06) 0.0438   
No 4494 343 (7.6%)  4518 289 (6.4%) 0.83 (0.70 , 0.97) 0.0229 0.84 (0.72 , 0.98) 0.0256 -1.24 (-2.30 , -0.19) 0.0205   

Respiratory, thoracic and mediastinal disorders: Dyspnoea            0.1640  
Yes 1567 29 (1.9%)  1549 27 (1.7%) 0.95 (0.56 , 1.61) 0.8433 0.95 (0.56 , 1.60) 0.8408 -0.09 (-1.02 , 0.84) 0.8512   
No 4494 65 (1.4%)  4518 39 (0.9%) 0.59 (0.40 , 0.88) 0.0101 0.60 (0.40 , 0.88) 0.0102 -0.59 (-1.03 , -0.15) 0.0092   

Vascular disorders: Hypotension            0.8436  
Yes 1567 51 (3.3%)  1549 76 (4.9%) 1.52 (1.06 , 2.19) 0.0241 1.49 (1.05 , 2.12) 0.0247 1.65 (0.26 , 3.03) 0.0200   
No 4494 45 (1.0%)  4518 64 (1.4%) 1.42 (0.97 , 2.09) 0.0719 1.42 (0.97 , 2.07) 0.0718 0.42 (-0.03 , 0.87) 0.0697   

Type 2 Diabetes              
Any AE            0.2328  

Yes 4900 3321 (67.8%)  4892 3241 (66.3%) 0.93 (0.86 , 1.02) 0.1096 0.98 (0.95 , 1.01) 0.1367 -1.52 (-3.38 , 0.34) 0.1093   
No 1161 681 (58.7%)  1175 651 (55.4%) 0.87 (0.74 , 1.02) 0.0942 0.94 (0.87 , 1.00) 0.0590 -3.40 (-7.37 , 0.57) 0.0933   

Blood and lymphatic system disorders: All            0.3278  
Yes 4900 217 (4.4%)  4892 139 (2.8%) 0.63 (0.51 , 0.78) <.0001 0.64 (0.52 , 0.79) <.0001 -1.59 (-2.33 , -0.85) <.0001   
No 1161 29 (2.5%)  1175 25 (2.1%) 0.85 (0.49 , 1.47) 0.5600 0.85 (0.50 , 1.45) 0.5592 -0.37 (-1.58 , 0.85) 0.5567   

Blood and lymphatic system disorders: Anaemia            0.0662  
Yes 4900 125 (2.6%)  4892 54 (1.1%) 0.43 (0.31 , 0.59) <.0001 0.43 (0.32 , 0.59) <.0001 -1.45 (-1.98 , -0.92) <.0001   
No 1161 8 (0.7%)  1175 9 (0.8%) 1.11 (0.42 , 2.88) 0.8358 1.11 (0.43 , 2.86) 0.8356 0.07 (-0.62 , 0.76) 0.8351   

Cardiac disorders: All            0.3563  
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
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DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in
overall analysis (safety analysis set)
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Yes 4900 1103 (22.5%)  4892 946 (19.3%) 0.82 (0.75 , 0.91) 0.0001 0.86 (0.80 , 0.93) 0.0001 -3.10 (-4.68 , -1.52) 0.0001   
No 1161 203 (17.5%)  1175 163 (13.9%) 0.72 (0.56 , 0.91) 0.0065 0.79 (0.66 , 0.94) 0.0082 -3.86 (-6.63 , -1.10) 0.0062   
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Type 2 Diabetes  (contd.)              
Cardiac disorders: Atrial fibrillation            0.7895  

Yes 4900 177 (3.6%)  4892 124 (2.5%) 0.70 (0.55 , 0.88) 0.0027 0.71 (0.57 , 0.89) 0.0029 -1.08 (-1.76 , -0.39) 0.0020   
No 1161 28 (2.4%)  1175 22 (1.9%) 0.76 (0.43 , 1.34) 0.3441 0.77 (0.44 , 1.33) 0.3490 -0.58 (-1.74 , 0.59) 0.3331   

Cardiac disorders: Cardiac failure            0.9545  
Yes 4900 313 (6.4%)  4892 233 (4.8%) 0.73 (0.61 , 0.87) 0.0006 0.75 (0.64 , 0.88) 0.0004 -1.55 (-2.43 , -0.67) 0.0005   
No 1161 91 (7.8%)  1175 70 (6.0%) 0.71 (0.51 , 0.99) 0.0443 0.74 (0.56 , 0.99) 0.0422 -2.03 (-4.00 , -0.06) 0.0438   

General disorders and administration site conditions: All            0.9522  
Yes 4900 441 (9.0%)  4892 389 (8.0%) 0.87 (0.76 , 1.01) 0.0645 0.88 (0.78 , 1.01) 0.0639 -1.04 (-2.14 , 0.06) 0.0640   
No 1161 74 (6.4%)  1175 66 (5.6%) 0.87 (0.62 , 1.22) 0.4180 0.87 (0.63 , 1.21) 0.4135 -0.79 (-2.71 , 1.13) 0.4175   

General disorders and administration site conditions: Oedema peripheral            0.1817  
Yes 4900 102 (2.1%)  4892 79 (1.6%) 0.78 (0.58 , 1.05) 0.0996 0.78 (0.58 , 1.05) 0.1024 -0.47 (-1.00 , 0.07) 0.0858   
No 1161 22 (1.9%)  1175 9 (0.8%) 0.44 (0.20 , 0.97) 0.0414 0.44 (0.20 , 0.97) 0.0422 -1.12 (-2.05 , -0.19) 0.0180   

Infections and infestations: Bronchitis            0.5888  
Yes 4900 104 (2.1%)  4892 81 (1.7%) 0.77 (0.57 , 1.04) 0.0870 0.78 (0.58 , 1.04) 0.0862 -0.47 (-1.01 , 0.07) 0.0888   
No 1161 16 (1.4%)  1175 10 (0.9%) 0.61 (0.28 , 1.35) 0.2253 0.62 (0.28 , 1.35) 0.2254 -0.53 (-1.38 , 0.32) 0.2214   

Investigations: Glomerular filtration rate decreased            0.8913  
Yes 4900 77 (1.6%)  4892 46 (0.9%) 0.59 (0.41 , 0.86) 0.0055 0.60 (0.42 , 0.86) 0.0055 -0.63 (-1.07 , -0.19) 0.0048   
No 1161 21 (1.8%)  1175 12 (1.0%) 0.56 (0.28 , 1.15) 0.1142 0.57 (0.28 , 1.15) 0.1146 -0.79 (-1.74 , 0.17) 0.1082   

Metabolism and nutrition disorders: All            0.8180  
Yes 4900 780 (15.9%)  4892 627 (12.8%) 0.78 (0.69 , 0.87) <.0001 0.81 (0.73 , 0.89) <.0001 -3.10 (-4.48 , -1.71) <.0001   
No 1161 147 (12.7%)  1175 117 (10.0%) 0.76 (0.59 , 0.98) 0.0371 0.78 (0.62 , 0.99) 0.0374 -2.73 (-5.30 , -0.17) 0.0366   

Metabolism and nutrition disorders: Diabetes mellitus            0.9301  
Yes 4900 101 (2.1%)  4892 58 (1.2%) 0.57 (0.41 , 0.80) 0.0009 0.58 (0.42 , 0.80) 0.0009 -0.87 (-1.37 , -0.37) 0.0006   
No 1161 9 (0.8%)  1175 5 (0.4%) 0.55 (0.18 , 1.66) 0.2872 0.55 (0.18 , 1.65) 0.2881 -0.36 (-0.98 , 0.27) 0.2637   

Metabolism and nutrition disorders: Hyperglycaemia            0.6775  
Yes 4900 94 (1.9%)  4892 62 (1.3%) 0.66 (0.48 , 0.91) 0.0112 0.66 (0.48 , 0.91) 0.0113 -0.65 (-1.15 , -0.16) 0.0100   
No 1161 1 (0.1%)  1175 0 (0.0%) 0.33 (0.01 , 8.22) 0.5024 0.33 (0.01 , 8.20) 0.5025 -0.14 (-0.42 , 0.14) 0.3170   

Metabolism and nutrition disorders: Type 2 diabetes mellitus            0.6945  
Yes 4900 32 (0.7%)  4892 19 (0.4%) 0.60 (0.34 , 1.07) 0.0823 0.60 (0.34 , 1.07) 0.0827 -0.26 (-0.55 , 0.02) 0.0705   
No 1161 50 (4.3%)  1175 26 (2.2%) 0.51 (0.31 , 0.82) 0.0058 0.52 (0.32 , 0.83) 0.0059 -2.09 (-3.53 , -0.65) 0.0044   

Renal and urinary disorders: All            0.3622  
Yes 4900 907 (18.5%)  4892 835 (17.1%) 0.91 (0.82 , 1.00) 0.0604 0.92 (0.85 , 1.00) 0.0594 -1.45 (-2.96 , 0.06) 0.0603   
No 1161 152 (13.1%)  1175 127 (10.8%) 0.80 (0.63 , 1.03) 0.0881 0.83 (0.66 , 1.03) 0.0889 -2.29 (-4.92 , 0.34) 0.0873   

Renal and urinary disorders: Acute kidney injury            0.9039  
Yes 4900 233 (4.8%)  4892 182 (3.7%) 0.77 (0.64 , 0.94) 0.0117 0.78 (0.65 , 0.95) 0.0118 -1.03 (-1.83 , -0.23) 0.0112   
No 1161 28 (2.4%)  1175 23 (2.0%) 0.81 (0.46 , 1.41) 0.4553 0.81 (0.47 , 1.40) 0.4551 -0.46 (-1.64 , 0.73) 0.4504   

Renal and urinary disorders: Chronic kidney disease            0.8126  
Yes 4900 136 (2.8%)  4892 102 (2.1%) 0.76 (0.58 , 0.99) 0.0397 0.76 (0.59 , 0.99) 0.0411 -0.69 (-1.30 , -0.08) 0.0257   
No 1161 24 (2.1%)  1175 17 (1.4%) 0.70 (0.37 , 1.32) 0.2701 0.70 (0.38 , 1.32) 0.2724 -0.63 (-1.69 , 0.44) 0.2490   
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DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Type 2 Diabetes  (contd.)              

Reproductive system and breast disorders: All            0.4312  
Yes 4900 118 (2.4%)  4892 175 (3.6%) 1.50 (1.19 , 1.91) 0.0008 1.48 (1.18 , 1.87) 0.0008 1.16 (0.49 , 1.84) 0.0007   
No 1161 17 (1.5%)  1175 19 (1.6%) 1.11 (0.55 , 2.23) 0.7691 1.11 (0.56 , 2.21) 0.7699 0.15 (-0.85 , 1.15) 0.7662   

Respiratory, thoracic and mediastinal disorders: All            0.2018  
Yes 4900 428 (8.7%)  4892 364 (7.4%) 0.84 (0.73 , 0.97) 0.0211 0.86 (0.75 , 0.98) 0.0238 -1.30 (-2.37 , -0.22) 0.0186   
No 1161 76 (6.5%)  1175 51 (4.3%) 0.66 (0.45 , 0.95) 0.0253 0.67 (0.47 , 0.95) 0.0256 -2.22 (-4.06 , -0.38) 0.0180   

Respiratory, thoracic and mediastinal disorders: Dyspnoea            0.3445  
Yes 4900 87 (1.8%)  4892 58 (1.2%) 0.67 (0.48 , 0.93) 0.0174 0.67 (0.48 , 0.93) 0.0176 -0.59 (-1.07 , -0.11) 0.0159   
No 1161 7 (0.6%)  1175 8 (0.7%) 1.12 (0.40 , 3.11) 0.8262 1.12 (0.41 , 3.08) 0.8259 0.07 (-0.57 , 0.72) 0.8255   

Vascular disorders: Hypotension            0.3388  
Yes 4900 75 (1.5%)  4892 101 (2.1%) 1.37 (1.01 , 1.85) 0.0432 1.35 (1.01 , 1.82) 0.0442 0.55 (0.02 , 1.07) 0.0404   
No 1161 21 (1.8%)  1175 39 (3.3%) 1.85 (1.08 , 3.17) 0.0253 1.82 (1.08 , 3.07) 0.0254 1.48 (0.21 , 2.76) 0.0224   

Baseline UACR              
Any AE            0.0010  

<30 352 258 (73.3%)  334 259 (77.5%) 1.28 (0.90 , 1.81) 0.1734 1.06 (0.97 , 1.16) 0.1725 4.48 (-1.94 , 10.91) 0.1716   
>=30 - <=300 2216 1436 (64.8%)  2255 1481 (65.7%) 1.04 (0.92 , 1.18) 0.4977 1.01 (0.97 , 1.06) 0.5073 0.97 (-1.82 , 3.76) 0.4977   
>300 2518 1636 (65.0%)  2501 1510 (60.4%) 0.81 (0.73 , 0.91) 0.0005 0.92 (0.88 , 0.96) 0.0001 -4.72 (-7.38 , -2.07) 0.0005   

Blood and lymphatic system disorders: All            0.3904  
<30 352 16 (4.5%)  334 14 (4.2%) 0.92 (0.44 , 1.92) 0.8274 0.92 (0.46 , 1.87) 0.8274 -0.34 (-3.40 , 2.72) 0.8271   
>=30 - <=300 2216 101 (4.6%)  2255 58 (2.6%) 0.56 (0.40 , 0.77) 0.0005 0.57 (0.41 , 0.78) 0.0005 -1.96 (-3.05 , -0.87) 0.0004   
>300 2518 105 (4.2%)  2501 73 (2.9%) 0.69 (0.51 , 0.93) 0.0162 0.70 (0.52 , 0.94) 0.0171 -1.27 (-2.29 , -0.25) 0.0143   

Blood and lymphatic system disorders: Anaemia            0.6080  
<30 352 11 (3.1%)  334 5 (1.5%) 0.47 (0.16 , 1.37) 0.1689 0.48 (0.17 , 1.37) 0.1698 -1.62 (-3.86 , 0.61) 0.1551   
>=30 - <=300 2216 63 (2.8%)  2255 24 (1.1%) 0.37 (0.23 , 0.60) <.0001 0.38 (0.24 , 0.60) <.0001 -1.77 (-2.58 , -0.96) <.0001   
>300 2518 49 (1.9%)  2501 26 (1.0%) 0.52 (0.32 , 0.84) 0.0080 0.53 (0.33 , 0.85) 0.0081 -0.92 (-1.59 , -0.25) 0.0068   

Cardiac disorders: All            0.4171  
<30 352 91 (25.9%)  334 78 (23.4%) 0.88 (0.62 , 1.24) 0.4613 0.91 (0.70 , 1.18) 0.4617 -2.43 (-8.88 , 4.02) 0.4605   
>=30 - <=300 2216 458 (20.7%)  2255 420 (18.6%) 0.89 (0.76 , 1.03) 0.1122 0.91 (0.81 , 1.02) 0.1145 -1.88 (-4.20 , 0.44) 0.1121   
>300 2518 384 (15.3%)  2501 307 (12.3%) 0.76 (0.64 , 0.89) 0.0011 0.81 (0.71 , 0.93) 0.0021 -3.13 (-4.99 , -1.28) 0.0009   

Cardiac disorders: Atrial fibrillation            0.8009  
<30 352 20 (5.7%)  334 16 (4.8%) 0.84 (0.43 , 1.65) 0.6076 0.85 (0.45 , 1.60) 0.6077 -0.88 (-4.21 , 2.46) 0.6063   
>=30 - <=300 2216 83 (3.7%)  2255 55 (2.4%) 0.66 (0.46 , 0.93) 0.0171 0.67 (0.48 , 0.93) 0.0174 -1.27 (-2.28 , -0.25) 0.0143   
>300 2518 57 (2.3%)  2501 38 (1.5%) 0.66 (0.43 , 1.01) 0.0545 0.67 (0.45 , 1.01) 0.0586 -0.78 (-1.52 , -0.03) 0.0419   

Cardiac disorders: Cardiac failure            0.9983  
<30 352 13 (3.7%)  334 10 (3.0%) 0.81 (0.35 , 1.87) 0.6168 0.81 (0.36 , 1.83) 0.6170 -0.69 (-3.38 , 2.00) 0.6152   
>=30 - <=300 2216 81 (3.7%)  2255 68 (3.0%) 0.83 (0.59 , 1.15) 0.2536 0.83 (0.61 , 1.14) 0.2529 -0.61 (-1.67 , 0.44) 0.2530   
>300 2518 85 (3.4%)  2501 70 (2.8%) 0.82 (0.59 , 1.13) 0.2152 0.82 (0.60 , 1.12) 0.2190 -0.61 (-1.56 , 0.35) 0.2128   

General disorders and administration site conditions: All            0.0845  
<30 352 34 (9.7%)  334 32 (9.6%) 0.99 (0.60 , 1.65) 0.9825 0.99 (0.63 , 1.57) 0.9825 -0.05 (-4.47 , 4.37) 0.9825   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in
overall analysis (safety analysis set)

Page 32 of 39

 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
>=30 - <=300 2216 173 (7.8%)  2255 182 (8.1%) 1.04 (0.84 , 1.30) 0.7046 1.04 (0.85 , 1.27) 0.7120 0.32 (-1.27 , 1.90) 0.6960   
>300 2518 208 (8.3%)  2501 158 (6.3%) 0.75 (0.60 , 0.92) 0.0076 0.76 (0.62 , 0.93) 0.0068 -1.99 (-3.42 , -0.55) 0.0066   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio 

(95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Baseline UACR  (contd.)              
General disorders and administration site conditions: Oedema peripheral            0.6795  

<30 352 7 (2.0%)  334 8 (2.4%) 1.21 (0.44 , 3.38) 0.7119 1.21 (0.44 , 3.29) 0.7119 0.41 (-1.78 , 2.61) 0.7122   
>=30 - <=300 2216 26 (1.2%)  2255 24 (1.1%) 0.90 (0.51 , 1.57) 0.7046 0.90 (0.52 , 1.56) 0.7044 -0.12 (-0.74 , 0.50) 0.7047   
>300 2518 70 (2.8%)  2501 50 (2.0%) 0.76 (0.52 , 1.11) 0.1597 0.77 (0.53 , 1.11) 0.1640 -0.77 (-1.61 , 0.08) 0.0747   

Infections and infestations: Bronchitis            0.3340  
<30 352 10 (2.8%)  334 8 (2.4%) 0.84 (0.33 , 2.16) 0.7202 0.85 (0.34 , 2.12) 0.7202 -0.44 (-2.83 , 1.95) 0.7193   
>=30 - <=300 2216 63 (2.8%)  2255 37 (1.6%) 0.57 (0.38 , 0.86) 0.0075 0.58 (0.39 , 0.86) 0.0076 -1.20 (-2.07 , -0.34) 0.0066   
>300 2518 34 (1.4%)  2501 31 (1.2%) 0.91 (0.56 , 1.49) 0.7181 0.91 (0.56 , 1.49) 0.7195 -0.12 (-0.74 , 0.51) 0.7171   

Investigations: Glomerular filtration rate decreased            0.9716  
<30 352 5 (1.4%)  334 3 (0.9%) 0.63 (0.15 , 2.66) 0.5305 0.63 (0.15 , 2.63) 0.5307 -0.52 (-2.12 , 1.08) 0.5243   
>=30 - <=300 2216 12 (0.5%)  2255 8 (0.4%) 0.66 (0.27 , 1.63) 0.3692 0.66 (0.27 , 1.63) 0.3691 -0.19 (-0.59 , 0.20) 0.3345   
>300 2518 67 (2.7%)  2501 38 (1.5%) 0.58 (0.39 , 0.87) 0.0087 0.59 (0.40 , 0.88) 0.0089 -1.12 (-1.91 , -0.34) 0.0052   

Metabolism and nutrition disorders: All            0.2712  
<30 352 52 (14.8%)  334 44 (13.2%) 0.88 (0.57 , 1.35) 0.5569 0.89 (0.62 , 1.30) 0.5572 -1.56 (-6.75 , 3.63) 0.5561   
>=30 - <=300 2216 317 (14.3%)  2255 228 (10.1%) 0.67 (0.56 , 0.80) <.0001 0.71 (0.60 , 0.83) <.0001 -4.24 (-6.16 , -2.32) <.0001   
>300 2518 412 (16.4%)  2501 336 (13.4%) 0.79 (0.68 , 0.93) 0.0036 0.82 (0.72 , 0.94) 0.0036 -2.93 (-4.90 , -0.96) 0.0035   

Metabolism and nutrition disorders: Diabetes mellitus            0.4255  
<30 352 2 (0.6%)  334 2 (0.6%) 1.06 (0.15 , 7.55) 0.9556 1.06 (0.15 , 7.46) 0.9556 0.03 (-1.11 , 1.17) 0.9556   
>=30 - <=300 2216 43 (1.9%)  2255 18 (0.8%) 0.41 (0.23 , 0.71) 0.0014 0.41 (0.24 , 0.71) 0.0014 -1.15 (-1.83 , -0.46) 0.0010   
>300 2518 44 (1.7%)  2501 27 (1.1%) 0.61 (0.38 , 0.99) 0.0470 0.62 (0.38 , 0.99) 0.0472 -0.67 (-1.32 , -0.02) 0.0441   

Metabolism and nutrition disorders: Hyperglycaemia            0.7014  
<30 352 5 (1.4%)  334 5 (1.5%) 1.06 (0.30 , 3.69) 0.9296 1.06 (0.31 , 3.62) 0.9296 0.08 (-1.72 , 1.88) 0.9296   
>=30 - <=300 2216 41 (1.9%)  2255 25 (1.1%) 0.61 (0.37 , 1.00) 0.0515 0.61 (0.37 , 1.00) 0.0519 -0.74 (-1.45 , -0.03) 0.0417   
>300 2518 41 (1.6%)  2501 25 (1.0%) 0.60 (0.37 , 1.00) 0.0488 0.61 (0.37 , 1.00) 0.0493 -0.64 (-1.27 , -0.01) 0.0453   

Metabolism and nutrition disorders: Type 2 diabetes mellitus            0.6729  
<30 352 3 (0.9%)  334 0 (0.0%) 0.15 (0.01 , 2.91) 0.2097 0.15 (0.01 , 2.91) 0.2105 -0.85 (-1.81 , 0.11) 0.0820   
>=30 - <=300 2216 17 (0.8%)  2255 10 (0.4%) 0.55 (0.24 , 1.23) 0.1461 0.55 (0.24 , 1.23) 0.1461 -0.32 (-0.78 , 0.13) 0.1649   
>300 2518 36 (1.4%)  2501 21 (0.8%) 0.59 (0.34 , 1.01) 0.0539 0.59 (0.35 , 1.01) 0.0540 -0.59 (-1.17 , -0.00) 0.0497   

Renal and urinary disorders: All            0.0259  
<30 352 76 (21.6%)  334 92 (27.5%) 1.39 (0.98 , 1.97) 0.0670 1.28 (0.98 , 1.67) 0.0675 6.04 (-0.41 , 12.48) 0.0664   
>=30 - <=300 2216 394 (17.8%)  2255 341 (15.1%) 0.83 (0.71 , 0.97) 0.0211 0.86 (0.75 , 0.98) 0.0212 -2.55 (-4.72 , -0.39) 0.0210   
>300 2518 444 (17.6%)  2501 396 (15.8%) 0.87 (0.75 , 1.01) 0.0739 0.89 (0.79 , 1.01) 0.0698 -1.88 (-3.93 , 0.18) 0.0736   

Renal and urinary disorders: Acute kidney injury            0.3834  
<30 352 21 (6.0%)  334 15 (4.5%) 0.74 (0.38 , 1.47) 0.3931 0.76 (0.40 , 1.44) 0.3935 -1.46 (-4.79 , 1.87) 0.3896   
>=30 - <=300 2216 80 (3.6%)  2255 54 (2.4%) 0.66 (0.46 , 0.94) 0.0196 0.67 (0.47 , 0.94) 0.0197 -1.20 (-2.20 , -0.20) 0.0185   
>300 2518 117 (4.6%)  2501 105 (4.2%) 0.89 (0.68 , 1.17) 0.4155 0.90 (0.69 , 1.16) 0.4142 -0.47 (-1.61 , 0.66) 0.4152   

Renal and urinary disorders: Chronic kidney disease            0.9988  
<30 352 14 (4.0%)  334 10 (3.0%) 0.75 (0.33 , 1.71) 0.4896 0.76 (0.34 , 1.68) 0.4899 -0.97 (-3.72 , 1.77) 0.4865   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in
overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio

(95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

>=30 - <=300 2216 40 (1.8%)  2255 31 (1.4%) 0.75 (0.47 , 1.22) 0.2479 0.76 (0.47 , 1.21) 0.2471 -0.42 (-1.15 , 0.31) 0.2610   
>300 2518 83 (3.3%)  2501 63 (2.5%) 0.76 (0.54 , 1.06) 0.1095 0.77 (0.55 , 1.06) 0.1089 -0.79 (-1.72 , 0.14) 0.0971   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Baseline UACR  (contd.)              
Reproductive system and breast disorders: All            0.0191  

<30 352 15 (4.3%)  334 7 (2.1%) 0.48 (0.19 , 1.20) 0.1164 0.49 (0.20 , 1.19) 0.1174 -2.16 (-4.77 , 0.45) 0.1053   
>=30 - <=300 2216 60 (2.7%)  2255 112 (5.0%) 1.88 (1.36 , 2.59) 0.0001 1.83 (1.35 , 2.50) 0.0001 2.29 (1.17 , 3.42) <.0001   
>300 2518 43 (1.7%)  2501 59 (2.4%) 1.38 (0.92 , 2.05) 0.1160 1.37 (0.93 , 2.01) 0.1157 0.63 (-0.15 , 1.40) 0.1143   

Respiratory, thoracic and mediastinal disorders: All            0.3042  
<30 352 37 (10.5%)  334 41 (12.3%) 1.20 (0.75 , 1.92) 0.4587 1.17 (0.77 , 1.78) 0.4588 1.80 (-2.97 , 6.57) 0.4590   
>=30 - <=300 2216 184 (8.3%)  2255 165 (7.3%) 0.87 (0.70 , 1.09) 0.2300 0.88 (0.72 , 1.08) 0.2309 -0.96 (-2.54 , 0.61) 0.2298   
>300 2518 192 (7.6%)  2501 155 (6.2%) 0.79 (0.64 , 0.99) 0.0403 0.81 (0.66 , 1.00) 0.0464 -1.48 (-2.87 , -0.08) 0.0378   

Respiratory, thoracic and mediastinal disorders: Dyspnoea            0.8246  
<30 352 13 (3.7%)  334 6 (1.8%) 0.48 (0.18 , 1.27) 0.1401 0.49 (0.19 , 1.27) 0.1410 -1.89 (-4.33 , 0.54) 0.1277   
>=30 - <=300 2216 34 (1.5%)  2255 23 (1.0%) 0.67 (0.39 , 1.14) 0.1360 0.67 (0.40 , 1.13) 0.1363 -0.51 (-1.16 , 0.15) 0.1326   
>300 2518 32 (1.3%)  2501 22 (0.9%) 0.67 (0.39 , 1.17) 0.1594 0.68 (0.40 , 1.16) 0.1603 -0.41 (-0.98 , 0.16) 0.1561   

Vascular disorders: Hypotension            0.8341  
<30 352 3 (0.9%)  334 6 (1.8%) 2.13 (0.53 , 8.61) 0.2864 2.11 (0.53 , 8.38) 0.2869 0.95 (-0.77 , 2.67) 0.2796   
>=30 - <=300 2216 22 (1.0%)  2255 33 (1.5%) 1.35 (0.77 , 2.38) 0.2968 1.35 (0.77 , 2.35) 0.2982 0.45 (-0.20 , 1.09) 0.1738   
>300 2518 34 (1.4%)  2501 47 (1.9%) 1.40 (0.90 , 2.18) 0.1389 1.39 (0.90 , 2.16) 0.1390 0.53 (-0.17 , 1.23) 0.1373   

Study Number              
Any AE            0.2375  

D169AC00001 2149 1306 (60.8%)  2149 1241 (57.7%) 0.88 (0.78 , 1.00) 0.0436 0.95 (0.90 , 1.00) 0.0437 -3.02 (-5.96 , -0.09) 0.0435   
D1699C00001 962 664 (69.0%)  960 628 (65.4%) 0.85 (0.70 , 1.03) 0.0923 0.95 (0.89 , 1.01) 0.0925 -3.61 (-7.80 , 0.59) 0.0919   
D1693C00001 2950 2032 (68.9%)  2958 2023 (68.4%) 0.98 (0.88 , 1.09) 0.6845 0.99 (0.96 , 1.03) 0.6845 -0.49 (-2.86 , 1.88) 0.6845   

Blood and lymphatic system disorders: All            0.6794  
D169AC00001 2149 76 (3.5%)  2149 45 (2.1%) 0.58 (0.40 , 0.85) 0.0047 0.59 (0.41 , 0.85) 0.0047 -1.44 (-2.43 , -0.45) 0.0042   
D1699C00001 962 24 (2.5%)  960 19 (2.0%) 0.79 (0.43 , 1.45) 0.4457 0.79 (0.44 , 1.44) 0.4458 -0.52 (-1.84 , 0.81) 0.4446   
D1693C00001 2950 146 (4.9%)  2958 100 (3.4%) 0.67 (0.52 , 0.87) 0.0027 0.68 (0.53 , 0.88) 0.0027 -1.57 (-2.59 , -0.55) 0.0025   

Blood and lymphatic system disorders: Anaemia            0.5012  
D169AC00001 2149 31 (1.4%)  2149 14 (0.7%) 0.45 (0.24 , 0.84) 0.0131 0.45 (0.24 , 0.85) 0.0131 -0.79 (-1.40 , -0.18) 0.0108   
D1699C00001 962 10 (1.0%)  960 8 (0.8%) 0.80 (0.31 , 2.04) 0.6396 0.80 (0.32 , 2.02) 0.6396 -0.21 (-1.07 , 0.65) 0.6389   
D1693C00001 2950 92 (3.1%)  2958 41 (1.4%) 0.44 (0.30 , 0.63) <.0001 0.44 (0.31 , 0.64) <.0001 -1.73 (-2.49 , -0.98) <.0001   

Cardiac disorders: All            0.0300  
D169AC00001 2149 239 (11.1%)  2149 170 (7.9%) 0.69 (0.56 , 0.84) 0.0004 0.71 (0.59 , 0.86) 0.0004 -3.21 (-4.96 , -1.46) 0.0003   
D1699C00001 962 371 (38.6%)  960 297 (30.9%) 0.71 (0.59 , 0.86) 0.0005 0.80 (0.71 , 0.91) 0.0005 -7.63 (-11.87 , -3.38) 0.0004   
D1693C00001 2950 696 (23.6%)  2958 642 (21.7%) 0.90 (0.79 , 1.01) 0.0828 0.92 (0.84 , 1.01) 0.0829 -1.89 (-4.02 , 0.24) 0.0827   

Cardiac disorders: Atrial fibrillation            0.1943  
D169AC00001 2149 30 (1.4%)  2149 12 (0.6%) 0.40 (0.20 , 0.78) 0.0070 0.40 (0.21 , 0.78) 0.0071 -0.84 (-1.43 , -0.25) 0.0052   
D1699C00001 962 44 (4.6%)  960 33 (3.4%) 0.74 (0.47 , 1.18) 0.2055 0.75 (0.48 , 1.17) 0.2058 -1.14 (-2.89 , 0.62) 0.2038   
D1693C00001 2950 131 (4.4%)  2958 101 (3.4%) 0.76 (0.58 , 0.99) 0.0429 0.77 (0.60 , 0.99) 0.0430 -1.03 (-2.02 , -0.04) 0.0423   

Cardiac disorders: Cardiac failure            0.4787  
D169AC00001 2149 54 (2.5%)  2149 42 (2.0%) 0.77 (0.51 , 1.16) 0.2167 0.78 (0.52 , 1.16) 0.2168 -0.56 (-1.44 , 0.33) 0.2154   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in
overall analysis (safety analysis set)

Page 36 of 39

 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

D1699C00001 962 224 (23.3%)  960 155 (16.1%) 0.63 (0.51 , 0.80) <.0001 0.69 (0.58 , 0.83) <.0001 -7.14 (-10.68 , -3.60) <.0001   
D1693C00001 2950 126 (4.3%)  2958 106 (3.6%) 0.83 (0.64 , 1.08) 0.1741 0.84 (0.65 , 1.08) 0.1742 -0.69 (-1.68 , 0.30) 0.1736   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)

Page 37 of 39

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio 

(95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Study Number  (contd.)              
General disorders and administration site conditions: All            0.7405  

D169AC00001 2149 133 (6.2%)  2149 122 (5.7%) 0.91 (0.71 , 1.18) 0.4777 0.92 (0.72 , 1.16) 0.4777 -0.51 (-1.92 , 0.90) 0.4775   
D1699C00001 962 99 (10.3%)  960 79 (8.2%) 0.78 (0.57 , 1.07) 0.1197 0.80 (0.60 , 1.06) 0.1200 -2.06 (-4.65 , 0.53) 0.1187   
D1693C00001 2950 283 (9.6%)  2958 254 (8.6%) 0.89 (0.74 , 1.06) 0.1787 0.90 (0.76 , 1.05) 0.1788 -1.01 (-2.47 , 0.46) 0.1785   

General disorders and administration site conditions: Oedema peripheral            0.1110  
D169AC00001 2149 61 (2.8%)  2149 52 (2.4%) 0.85 (0.58 , 1.23) 0.3914 0.85 (0.59 , 1.23) 0.3914 -0.42 (-1.38 , 0.54) 0.3909   
D1699C00001 962 20 (2.1%)  960 6 (0.6%) 0.30 (0.12 , 0.74) 0.0093 0.30 (0.12 , 0.75) 0.0095 -1.45 (-2.48 , -0.42) 0.0057   
D1693C00001 2950 43 (1.5%)  2958 30 (1.0%) 0.69 (0.43 , 1.11) 0.1249 0.70 (0.44 , 1.11) 0.1250 -0.44 (-1.01 , 0.12) 0.1229   

Infections and infestations: Bronchitis            0.3721  
D169AC00001 2149 30 (1.4%)  2149 25 (1.2%) 0.83 (0.49 , 1.42) 0.4980 0.83 (0.49 , 1.41) 0.4980 -0.23 (-0.90 , 0.44) 0.4974   
D1699C00001 962 13 (1.4%)  960 15 (1.6%) 1.16 (0.55 , 2.45) 0.6995 1.16 (0.55 , 2.42) 0.6995 0.21 (-0.86 , 1.28) 0.6993   
D1693C00001 2950 77 (2.6%)  2958 51 (1.7%) 0.65 (0.46 , 0.94) 0.0202 0.66 (0.47 , 0.94) 0.0203 -0.89 (-1.63 , -0.14) 0.0193   

Investigations: Glomerular filtration rate decreased            0.9602  
D169AC00001 2149 64 (3.0%)  2149 38 (1.8%) 0.59 (0.39 , 0.88) 0.0100 0.59 (0.40 , 0.88) 0.0100 -1.21 (-2.12 , -0.30) 0.0091   
D1699C00001 962 14 (1.5%)  960 9 (0.9%) 0.64 (0.28 , 1.49) 0.3004 0.64 (0.28 , 1.48) 0.3006 -0.52 (-1.49 , 0.45) 0.2963   
D1693C00001 2950 20 (0.7%)  2958 11 (0.4%) 0.55 (0.26 , 1.14) 0.1087 0.55 (0.26 , 1.14) 0.1088 -0.31 (-0.67 , 0.06) 0.1035   

Metabolism and nutrition disorders: All            0.1084  
D169AC00001 2149 347 (16.1%)  2149 290 (13.5%) 0.81 (0.68 , 0.96) 0.0145 0.84 (0.72 , 0.97) 0.0146 -2.65 (-4.78 , -0.53) 0.0143   
D1699C00001 962 142 (14.8%)  960 134 (14.0%) 0.94 (0.73 , 1.21) 0.6159 0.95 (0.76 , 1.18) 0.6160 -0.80 (-3.94 , 2.33) 0.6159   
D1693C00001 2950 438 (14.8%)  2958 320 (10.8%) 0.70 (0.60 , 0.81) <.0001 0.73 (0.64 , 0.83) <.0001 -4.03 (-5.73 , -2.33) <.0001   

Metabolism and nutrition disorders: Diabetes mellitus            0.4099  
D169AC00001 2149 38 (1.8%)  2149 21 (1.0%) 0.55 (0.32 , 0.94) 0.0280 0.55 (0.33 , 0.94) 0.0282 -0.79 (-1.49 , -0.10) 0.0258   
D1699C00001 962 19 (2.0%)  960 16 (1.7%) 0.84 (0.43 , 1.65) 0.6136 0.84 (0.44 , 1.63) 0.6136 -0.31 (-1.50 , 0.89) 0.6131   
D1693C00001 2950 53 (1.8%)  2958 26 (0.9%) 0.48 (0.30 , 0.78) 0.0026 0.49 (0.31 , 0.78) 0.0027 -0.92 (-1.50 , -0.33) 0.0021   

Metabolism and nutrition disorders: Hyperglycaemia            0.6333  
D169AC00001 2149 28 (1.3%)  2149 14 (0.7%) 0.50 (0.26 , 0.95) 0.0333 0.50 (0.26 , 0.95) 0.0334 -0.65 (-1.24 , -0.06) 0.0299   
D1699C00001 962 8 (0.8%)  960 6 (0.6%) 0.75 (0.26 , 2.17) 0.5956 0.75 (0.26 , 2.16) 0.5956 -0.21 (-0.97 , 0.55) 0.5942   
D1693C00001 2950 59 (2.0%)  2958 42 (1.4%) 0.71 (0.47 , 1.05) 0.0870 0.71 (0.48 , 1.05) 0.0871 -0.58 (-1.24 , 0.08) 0.0854   

Metabolism and nutrition disorders: Type 2 diabetes mellitus            0.8606  
D169AC00001 2149 31 (1.4%)  2149 19 (0.9%) 0.61 (0.34 , 1.08) 0.0910 0.61 (0.35 , 1.08) 0.0911 -0.56 (-1.20 , 0.08) 0.0877   
D1699C00001 962 26 (2.7%)  960 14 (1.5%) 0.53 (0.28 , 1.03) 0.0599 0.54 (0.28 , 1.03) 0.0602 -1.24 (-2.52 , 0.03) 0.0557   
D1693C00001 2950 25 (0.8%)  2958 12 (0.4%) 0.48 (0.24 , 0.95) 0.0353 0.48 (0.24 , 0.95) 0.0354 -0.44 (-0.84 , -0.04) 0.0314   

Renal and urinary disorders: All            0.9894  
D169AC00001 2149 320 (14.9%)  2149 289 (13.4%) 0.89 (0.75 , 1.05) 0.1753 0.90 (0.78 , 1.05) 0.1754 -1.44 (-3.53 , 0.64) 0.1750   
D1699C00001 962 144 (15.0%)  960 129 (13.4%) 0.88 (0.68 , 1.14) 0.3365 0.90 (0.72 , 1.12) 0.3366 -1.53 (-4.65 , 1.59) 0.3361   
D1693C00001 2950 595 (20.2%)  2958 544 (18.4%) 0.89 (0.78 , 1.02) 0.0832 0.91 (0.82 , 1.01) 0.0833 -1.78 (-3.79 , 0.23) 0.0831   

Renal and urinary disorders: Acute kidney injury            0.4848  
D169AC00001 2149 81 (3.8%)  2149 74 (3.4%) 0.91 (0.66 , 1.26) 0.5670 0.91 (0.67 , 1.24) 0.5670 -0.33 (-1.44 , 0.79) 0.5669   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in
overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio

(95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

D1699C00001 962 42 (4.4%)  960 29 (3.0%) 0.68 (0.42 , 1.10) 0.1200 0.69 (0.43 , 1.10) 0.1203 -1.35 (-3.03 , 0.34) 0.1177   
D1693C00001 2950 138 (4.7%)  2958 102 (3.4%) 0.73 (0.56 , 0.94) 0.0171 0.74 (0.57 , 0.95) 0.0171 -1.23 (-2.24 , -0.22) 0.0166   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
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Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.11.1 - Pooled IPD analysis: Adverse events (AE) by SOC and PT occurring in at least 10% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when p-value<0.05 in 
overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Study Number  (contd.)              

Renal and urinary disorders: Chronic kidney disease            0.3127  
D169AC00001 2149 55 (2.6%)  2149 51 (2.4%) 0.93 (0.63 , 1.36) 0.6941 0.93 (0.64 , 1.35) 0.6941 -0.19 (-1.11 , 0.74) 0.6940   
D1699C00001 962 23 (2.4%)  960 13 (1.4%) 0.56 (0.28 , 1.11) 0.0981 0.57 (0.29 , 1.11) 0.0984 -1.04 (-2.25 , 0.17) 0.0934   
D1693C00001 2950 82 (2.8%)  2958 55 (1.9%) 0.66 (0.47 , 0.94) 0.0196 0.67 (0.48 , 0.94) 0.0196 -0.92 (-1.69 , -0.15) 0.0187   

Reproductive system and breast disorders: All            0.2660  
D169AC00001 2149 24 (1.1%)  2149 36 (1.7%) 1.51 (0.90 , 2.54) 0.1212 1.50 (0.90 , 2.51) 0.1214 0.56 (-0.14 , 1.26) 0.1186   
D1699C00001 962 17 (1.8%)  960 14 (1.5%) 0.82 (0.40 , 1.68) 0.5916 0.83 (0.41 , 1.66) 0.5916 -0.31 (-1.43 , 0.82) 0.5909   
D1693C00001 2950 94 (3.2%)  2958 144 (4.9%) 1.55 (1.19 , 2.03) 0.0011 1.53 (1.18 , 1.97) 0.0011 1.68 (0.68 , 2.68) 0.0010   

Respiratory, thoracic and mediastinal disorders: All            0.0041  
D169AC00001 2149 142 (6.6%)  2149 100 (4.7%) 0.69 (0.53 , 0.90) 0.0057 0.70 (0.55 , 0.90) 0.0057 -1.95 (-3.33 , -0.58) 0.0054   
D1699C00001 962 89 (9.3%)  960 49 (5.1%) 0.53 (0.37 , 0.76) 0.0005 0.55 (0.39 , 0.77) 0.0005 -4.15 (-6.45 , -1.85) 0.0004   
D1693C00001 2950 273 (9.3%)  2958 266 (9.0%) 0.97 (0.81 , 1.16) 0.7269 0.97 (0.83 , 1.14) 0.7269 -0.26 (-1.73 , 1.21) 0.7269   

Respiratory, thoracic and mediastinal disorders: Dyspnoea            0.6699  
D169AC00001 2149 15 (0.7%)  2149 9 (0.4%) 0.60 (0.26 , 1.37) 0.2244 0.60 (0.26 , 1.37) 0.2245 -0.28 (-0.72 , 0.17) 0.2193   
D1699C00001 962 15 (1.6%)  960 14 (1.5%) 0.93 (0.45 , 1.95) 0.8560 0.94 (0.45 , 1.93) 0.8560 -0.10 (-1.19 , 0.99) 0.8560   
D1693C00001 2950 64 (2.2%)  2958 43 (1.5%) 0.67 (0.45 , 0.98) 0.0404 0.67 (0.46 , 0.98) 0.0405 -0.72 (-1.40 , -0.04) 0.0391   

Vascular disorders: Hypotension            0.7279  
D169AC00001 2149 28 (1.3%)  2149 47 (2.2%) 1.69 (1.06 , 2.71) 0.0286 1.68 (1.06 , 2.67) 0.0287 0.88 (0.10 , 1.67) 0.0268   
D1699C00001 962 37 (3.8%)  960 53 (5.5%) 1.46 (0.95 , 2.25) 0.0839 1.44 (0.95 , 2.16) 0.0842 1.67 (-0.21 , 3.56) 0.0821   
D1693C00001 2950 31 (1.1%)  2958 40 (1.4%) 1.29 (0.81 , 2.07) 0.2890 1.29 (0.81 , 2.05) 0.2891 0.30 (-0.25 , 0.86) 0.2876   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
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Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)

Page 1 of 22

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio 

(95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Overall              
Any AE 6061 2542 (41.9%)  6067 2338 (38.5%) 0.86 (0.80 , 0.93) 0.0001 0.92 (0.88 , 0.96) 0.0002 -3.41 (-5.13 , -1.69) 0.0001  0.1334
Cardiac disorders: All 6061 1046 (17.3%)  6067 897 (14.8%) 0.83 (0.75 , 0.91) 0.0002 0.86 (0.79 , 0.93) 0.0002 -2.47 (-3.75 , -1.19) 0.0001  0.0487
Cardiac disorders: Acute myocardial infarction 6061 167 (2.8%)  6067 164 (2.7%) 0.98 (0.79 , 1.22) 0.8648 0.98 (0.79 , 1.22) 0.8772 -0.05 (-0.63 , 0.53) 0.8564  0.1820
Cardiac disorders: Angina pectoris 6061 66 (1.1%)  6067 56 (0.9%) 0.85 (0.59 , 1.21) 0.3676 0.85 (0.60 , 1.21) 0.3698 -0.17 (-0.52 , 0.19) 0.3556  0.6522
Cardiac disorders: Angina unstable 6061 143 (2.4%)  6067 121 (2.0%) 0.84 (0.66 , 1.08) 0.1796 0.85 (0.67 , 1.08) 0.1858 -0.37 (-0.88 , 0.15) 0.1649  0.1908
Cardiac disorders: Atrial fibrillation 6061 103 (1.7%)  6067 63 (1.0%) 0.62 (0.45 , 0.86) 0.0037 0.63 (0.46 , 0.86) 0.0039 -0.66 (-1.07 , -0.25) 0.0017  0.0729
Cardiac disorders: Cardiac failure 6061 328 (5.4%)  6067 248 (4.1%) 0.73 (0.62 , 0.87) 0.0005 0.75 (0.64 , 0.88) 0.0004 -1.32 (-2.05 , -0.58) 0.0004  0.7278
Cardiac disorders: Cardiac failure congestive 6061 144 (2.4%)  6067 119 (2.0%) 0.82 (0.64 , 1.05) 0.1179 0.83 (0.65 , 1.05) 0.1193 -0.41 (-0.93 , 0.10) 0.1156  0.7626
Cardiac disorders: Myocardial infarction 6061 64 (1.1%)  6067 65 (1.1%) 1.01 (0.71 , 1.44) 0.9485 1.01 (0.72 , 1.43) 0.9502 0.01 (-0.35 , 0.38) 0.9379  0.2576
Gastrointestinal disorders: All 6061 190 (3.1%)  6067 193 (3.2%) 1.02 (0.83 , 1.25) 0.8834 1.01 (0.83 , 1.24) 0.8861 0.05 (-0.58 , 0.67) 0.8852  0.4107
General disorders and administration site conditions: All 6061 234 (3.9%)  6067 190 (3.1%) 0.80 (0.66 , 0.98) 0.0283 0.81 (0.67 , 0.98) 0.0284 -0.73 (-1.38 , -0.08) 0.0280  0.9352
General disorders and administration site conditions: Death 6061 84 (1.4%)  6067 61 (1.0%) 0.72 (0.52 , 1.01) 0.0561 0.73 (0.52 , 1.01) 0.0563 -0.38 (-0.77 , 0.01) 0.0535  0.7744
Hepatobiliary disorders: All 6061 88 (1.5%)  6067 83 (1.4%) 0.94 (0.70 , 1.27) 0.6944 0.94 (0.70 , 1.27) 0.6959 -0.08 (-0.50 , 0.33) 0.6927  0.8408
Infections and infestations: All 6061 682 (11.3%)  6067 591 (9.7%) 0.85 (0.76 , 0.96) 0.0066 0.87 (0.78 , 0.96) 0.0064 -1.51 (-2.60 , -0.42) 0.0064  0.4301
Infections and infestations: Cellulitis 6061 77 (1.3%)  6067 69 (1.1%) 0.89 (0.64 , 1.24) 0.5027 0.90 (0.65 , 1.24) 0.5037 -0.13 (-0.52 , 0.25) 0.4981  0.8052
Infections and infestations: Pneumonia 6061 216 (3.6%)  6067 172 (2.8%) 0.79 (0.64 , 0.97) 0.0242 0.80 (0.65 , 0.97) 0.0249 -0.73 (-1.35 , -0.10) 0.0224  0.2712
Injury, poisoning and procedural complications: All 6061 204 (3.4%)  6067 235 (3.9%) 1.16 (0.96 , 1.40) 0.1363 1.15 (0.96 , 1.38) 0.1364 0.51 (-0.16 , 1.17) 0.1352  0.7897
Metabolism and nutrition disorders: All 6061 258 (4.3%)  6067 186 (3.1%) 0.71 (0.59 , 0.86) 0.0005 0.72 (0.60 , 0.87) 0.0006 -1.19 (-1.86 , -0.52) 0.0005  0.1444
Metabolism and nutrition disorders: Hypoglycaemia 6061 65 (1.1%)  6067 53 (0.9%) 0.82 (0.57 , 1.18) 0.2795 0.82 (0.57 , 1.18) 0.2821 -0.20 (-0.55 , 0.15) 0.2616  0.4347
Musculoskeletal and connective tissue disorders: All 6061 149 (2.5%)  6067 132 (2.2%) 0.88 (0.70 , 1.12) 0.3040 0.89 (0.70 , 1.12) 0.3076 -0.28 (-0.82 , 0.25) 0.2972  0.5248
Neoplasms benign, malignant and unspecified (incl cysts and polyps): All 6061 282 (4.7%)  6067 290 (4.8%) 1.03 (0.87 , 1.22) 0.7550 1.03 (0.87 , 1.20) 0.7587 0.12 (-0.63 , 0.88) 0.7465  0.2872
Nervous system disorders: All 6061 346 (5.7%)  6067 348 (5.7%) 1.00 (0.86 , 1.17) 0.9530 1.00 (0.87 , 1.16) 0.9461 0.02 (-0.80 , 0.85) 0.9536  0.7549
Nervous system disorders: Cerebrovascular accident 6061 56 (0.9%)  6067 65 (1.1%) 1.16 (0.81 , 1.66) 0.4170 1.16 (0.81 , 1.65) 0.4177 0.15 (-0.21 , 0.50) 0.4162  0.9749
Nervous system disorders: Ischaemic stroke 6061 73 (1.2%)  6067 75 (1.2%) 1.03 (0.74 , 1.42) 0.8739 1.03 (0.74 , 1.41) 0.8737 0.03 (-0.36 , 0.42) 0.8737  0.8911
Renal and urinary disorders: All 6061 341 (5.6%)  6067 250 (4.1%) 0.72 (0.61 , 0.85) 0.0001 0.73 (0.62 , 0.86) 0.0001 -1.50 (-2.27 , -0.74) 0.0001  0.9697
Renal and urinary disorders: Acute kidney injury 6061 145 (2.4%)  6067 113 (1.9%) 0.78 (0.60 , 0.99) 0.0452 0.78 (0.61 , 0.99) 0.0453 -0.53 (-1.04 , -0.02) 0.0431  0.6365
Respiratory, thoracic and mediastinal disorders: All 6061 233 (3.8%)  6067 163 (2.7%) 0.70 (0.57 , 0.85) 0.0005 0.71 (0.58 , 0.86) 0.0006 -1.16 (-1.79 , -0.53) 0.0003  0.0534
Vascular disorders: All 6061 242 (4.0%)  6067 221 (3.6%) 0.91 (0.75 , 1.09) 0.3105 0.91 (0.76 , 1.09) 0.3103 -0.35 (-1.03 , 0.33) 0.3103  0.9967

Sex              
Any AE            0.7771  

Male 4108 1766 (43.0%)  4149 1644 (39.6%) 0.87 (0.79 , 0.95) 0.0015 0.92 (0.88 , 0.97) 0.0021 -3.40 (-5.49 , -1.31) 0.0014   
Female 1953 776 (39.7%)  1918 694 (36.2%) 0.86 (0.75 , 0.98) 0.0210 0.91 (0.84 , 0.99) 0.0221 -3.56 (-6.59 , -0.54) 0.0208   

Cardiac disorders: All            0.1171  
Male 4108 742 (18.1%)  4149 666 (16.1%) 0.87 (0.77 , 0.97) 0.0157 0.89 (0.81 , 0.98) 0.0153 -1.97 (-3.55 , -0.38) 0.0152   
Female 1953 304 (15.6%)  1918 231 (12.0%) 0.72 (0.60 , 0.87) 0.0008 0.77 (0.66 , 0.90) 0.0010 -3.69 (-5.81 , -1.57) 0.0007   

Cardiac disorders: Atrial fibrillation            0.6814  
Male 4108 63 (1.5%)  4149 41 (1.0%) 0.68 (0.45 , 1.02) 0.0602 0.68 (0.46 , 1.02) 0.0619 -0.55 (-1.03 , -0.07) 0.0240   
Female 1953 40 (2.0%)  1918 22 (1.1%) 0.59 (0.34 , 1.00) 0.0505 0.59 (0.35 , 1.00) 0.0515 -0.89 (-1.68 , -0.11) 0.0261   

Cardiac disorders: Cardiac failure            0.7544  
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio

(95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

Male 4108 236 (5.7%)  4149 180 (4.3%) 0.75 (0.61 , 0.92) 0.0052 0.77 (0.64 , 0.92) 0.0044 -1.31 (-2.23 , -0.40) 0.0050   
Female 1953 92 (4.7%)  1918 68 (3.5%) 0.70 (0.50 , 0.97) 0.0344 0.72 (0.54 , 0.98) 0.0342 -1.32 (-2.55 , -0.10) 0.0335   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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Sex  (contd.)              

General disorders and administration site conditions: All            0.5765  
Male 4108 162 (3.9%)  4149 128 (3.1%) 0.77 (0.61 , 0.98) 0.0343 0.78 (0.62 , 0.98) 0.0353 -0.86 (-1.65 , -0.07) 0.0330   
Female 1953 72 (3.7%)  1918 62 (3.2%) 0.88 (0.62 , 1.24) 0.4547 0.88 (0.63 , 1.23) 0.4495 -0.44 (-1.59 , 0.71) 0.4534   

Infections and infestations: All            0.1082  
Male 4108 489 (11.9%)  4149 405 (9.8%) 0.80 (0.69 , 0.92) 0.0015 0.82 (0.72 , 0.93) 0.0015 -2.17 (-3.50 , -0.83) 0.0015   
Female 1953 193 (9.9%)  1918 186 (9.7%) 0.98 (0.80 , 1.22) 0.8832 0.99 (0.81 , 1.19) 0.8818 -0.14 (-2.01 , 1.73) 0.8828   

Infections and infestations: Pneumonia            0.6823  
Male 4108 147 (3.6%)  4149 115 (2.8%) 0.77 (0.60 , 0.99) 0.0384 0.78 (0.61 , 0.99) 0.0391 -0.81 (-1.56 , -0.05) 0.0363   
Female 1953 69 (3.5%)  1918 57 (3.0%) 0.84 (0.59 , 1.20) 0.3461 0.85 (0.60 , 1.20) 0.3502 -0.55 (-1.67 , 0.57) 0.3344   

Metabolism and nutrition disorders: All            0.3116  
Male 4108 174 (4.2%)  4149 118 (2.8%) 0.66 (0.52 , 0.84) 0.0007 0.67 (0.53 , 0.84) 0.0007 -1.41 (-2.21 , -0.61) 0.0005   
Female 1953 84 (4.3%)  1918 68 (3.5%) 0.82 (0.59 , 1.14) 0.2277 0.82 (0.60 , 1.13) 0.2255 -0.74 (-1.96 , 0.48) 0.2367   

Renal and urinary disorders: All            0.4708  
Male 4108 246 (6.0%)  4149 175 (4.2%) 0.69 (0.57 , 0.84) 0.0003 0.71 (0.58 , 0.85) 0.0003 -1.77 (-2.72 , -0.82) 0.0003   
Female 1953 95 (4.9%)  1918 75 (3.9%) 0.79 (0.58 , 1.08) 0.1448 0.80 (0.60 , 1.08) 0.1451 -0.96 (-2.25 , 0.33) 0.1433   

Renal and urinary disorders: Acute kidney injury            0.5468  
Male 4108 104 (2.5%)  4149 78 (1.9%) 0.74 (0.55 , 0.99) 0.0443 0.74 (0.56 , 0.99) 0.0444 -0.65 (-1.29 , -0.02) 0.0432   
Female 1953 41 (2.1%)  1918 35 (1.8%) 0.87 (0.55 , 1.38) 0.5603 0.88 (0.56 , 1.37) 0.5605 -0.28 (-1.15 , 0.60) 0.5373   

Respiratory, thoracic and mediastinal disorders: All            0.1779  
Male 4108 150 (3.7%)  4149 117 (2.8%) 0.77 (0.60 , 0.99) 0.0380 0.78 (0.61 , 0.99) 0.0389 -0.83 (-1.60 , -0.07) 0.0319   
Female 1953 83 (4.2%)  1918 46 (2.4%) 0.57 (0.39 , 0.82) 0.0025 0.58 (0.40 , 0.83) 0.0026 -1.84 (-2.97 , -0.72) 0.0013   

Age (years)              
Any AE            0.2771  

<=65 years 3144 1197 (38.1%)  3171 1079 (34.0%) 0.83 (0.75 , 0.93) 0.0007 0.90 (0.84 , 0.96) 0.0012 -4.03 (-6.36 , -1.71) 0.0007   
>65 years 2917 1345 (46.1%)  2896 1259 (43.5%) 0.90 (0.81 , 1.00) 0.0427 0.94 (0.89 , 1.00) 0.0410 -2.62 (-5.15 , -0.09) 0.0426   

Cardiac disorders: All            0.5514  
<=65 years 3144 451 (14.3%)  3171 377 (11.9%) 0.80 (0.69 , 0.93) 0.0042 0.84 (0.74 , 0.95) 0.0047 -2.40 (-4.02 , -0.78) 0.0037   
>65 years 2917 595 (20.4%)  2896 520 (18.0%) 0.85 (0.74 , 0.97) 0.0147 0.88 (0.79 , 0.97) 0.0144 -2.49 (-4.48 , -0.49) 0.0145   

Cardiac disorders: Atrial fibrillation            0.4326  
<=65 years 3144 46 (1.5%)  3171 23 (0.7%) 0.55 (0.33 , 0.93) 0.0245 0.56 (0.34 , 0.93) 0.0250 -0.74 (-1.25 , -0.22) 0.0048   
>65 years 2917 57 (2.0%)  2896 40 (1.4%) 0.72 (0.47 , 1.09) 0.1165 0.72 (0.48 , 1.09) 0.1194 -0.57 (-1.22 , 0.09) 0.0909   

Cardiac disorders: Cardiac failure            0.5418  
<=65 years 3144 115 (3.7%)  3171 92 (2.9%) 0.79 (0.59 , 1.06) 0.1148 0.81 (0.62 , 1.05) 0.1074 -0.69 (-1.54 , 0.16) 0.1113   
>65 years 2917 213 (7.3%)  2896 156 (5.4%) 0.70 (0.57 , 0.88) 0.0016 0.73 (0.60 , 0.89) 0.0015 -1.97 (-3.20 , -0.75) 0.0016   

General disorders and administration site conditions: All            0.1542  
<=65 years 3144 126 (4.0%)  3171 90 (2.8%) 0.70 (0.53 , 0.92) 0.0109 0.71 (0.54 , 0.92) 0.0111 -1.16 (-2.06 , -0.27) 0.0105   
>65 years 2917 108 (3.7%)  2896 100 (3.5%) 0.93 (0.70 , 1.23) 0.6073 0.93 (0.71 , 1.22) 0.6074 -0.25 (-1.20 , 0.70) 0.6071   

Infections and infestations: All            0.4575  
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
<=65 years 3144 304 (9.7%)  3171 278 (8.8%) 0.90 (0.76 , 1.06) 0.2085 0.90 (0.78 , 1.06) 0.2038 -0.91 (-2.34 , 0.51) 0.2081   
>65 years 2917 378 (13.0%)  2896 313 (10.8%) 0.82 (0.69 , 0.96) 0.0122 0.84 (0.73 , 0.96) 0.0124 -2.13 (-3.79 , -0.47) 0.0117   
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DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
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(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 
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Age (years)  (contd.)              

Infections and infestations: Pneumonia            0.1352  
<=65 years 3144 64 (2.0%)  3171 64 (2.0%) 0.99 (0.70 , 1.41) 0.9580 0.99 (0.70 , 1.40) 0.9613 -0.02 (-0.71 , 0.67) 0.9545   
>65 years 2917 152 (5.2%)  2896 108 (3.7%) 0.71 (0.55 , 0.91) 0.0073 0.72 (0.57 , 0.92) 0.0077 -1.48 (-2.54 , -0.42) 0.0063   

Metabolism and nutrition disorders: All            0.5906  
<=65 years 3144 127 (4.0%)  3171 87 (2.7%) 0.68 (0.51 , 0.90) 0.0065 0.69 (0.53 , 0.90) 0.0070 -1.30 (-2.20 , -0.41) 0.0042   
>65 years 2917 131 (4.5%)  2896 99 (3.4%) 0.76 (0.58 , 0.99) 0.0406 0.76 (0.59 , 0.99) 0.0394 -1.06 (-2.06 , -0.06) 0.0374   

Renal and urinary disorders: All            0.3453  
<=65 years 3144 178 (5.7%)  3171 122 (3.8%) 0.67 (0.53 , 0.85) 0.0008 0.68 (0.54 , 0.85) 0.0008 -1.81 (-2.86 , -0.76) 0.0007   
>65 years 2917 163 (5.6%)  2896 128 (4.4%) 0.78 (0.62 , 0.99) 0.0451 0.79 (0.63 , 1.00) 0.0465 -1.17 (-2.29 , -0.04) 0.0415   

Renal and urinary disorders: Acute kidney injury            0.4470  
<=65 years 3144 69 (2.2%)  3171 49 (1.5%) 0.70 (0.48 , 1.02) 0.0602 0.71 (0.49 , 1.02) 0.0606 -0.65 (-1.31 , 0.02) 0.0580   
>65 years 2917 76 (2.6%)  2896 64 (2.2%) 0.85 (0.61 , 1.19) 0.3500 0.85 (0.61 , 1.19) 0.3524 -0.39 (-1.18 , 0.40) 0.3291   

Respiratory, thoracic and mediastinal disorders: All            0.8576  
<=65 years 3144 98 (3.1%)  3171 70 (2.2%) 0.72 (0.52 , 0.98) 0.0388 0.73 (0.53 , 0.99) 0.0404 -0.91 (-1.70 , -0.12) 0.0243   
>65 years 2917 135 (4.6%)  2896 93 (3.2%) 0.69 (0.52 , 0.90) 0.0068 0.70 (0.54 , 0.91) 0.0070 -1.41 (-2.41 , -0.42) 0.0054   

Region              
Any AE            0.6234  

Latin America 965 322 (33.4%)  995 294 (29.5%) 0.84 (0.69 , 1.01) 0.0687 0.89 (0.78 , 1.01) 0.0731 -3.78 (-7.85 , 0.29) 0.0685   
Asia/Pacific 1256 426 (33.9%)  1277 393 (30.8%) 0.88 (0.74 , 1.04) 0.1282 0.93 (0.83 , 1.03) 0.1666 -2.77 (-6.33 , 0.79) 0.1274   
Europe 2263 1030 (45.5%)  2260 937 (41.5%) 0.84 (0.75 , 0.95) 0.0051 0.91 (0.85 , 0.97) 0.0051 -4.11 (-6.98 , -1.24) 0.0050   
North America 1577 764 (48.4%)  1535 714 (46.5%) 0.92 (0.80 , 1.06) 0.2632 0.96 (0.90 , 1.04) 0.3051 -1.98 (-5.44 , 1.48) 0.2628   

Cardiac disorders: All            0.9692  
Latin America 965 122 (12.6%)  995 110 (11.1%) 0.84 (0.63 , 1.12) 0.2392 0.88 (0.70 , 1.11) 0.2688 -1.67 (-4.42 , 1.08) 0.2329   
Asia/Pacific 1256 133 (10.6%)  1277 115 (9.0%) 0.85 (0.64 , 1.11) 0.2352 0.87 (0.69 , 1.09) 0.2136 -1.36 (-3.58 , 0.86) 0.2301   
Europe 2263 460 (20.3%)  2260 391 (17.3%) 0.81 (0.70 , 0.94) 0.0061 0.84 (0.75 , 0.95) 0.0054 -3.16 (-5.41 , -0.91) 0.0059   
North America 1577 331 (21.0%)  1535 281 (18.3%) 0.85 (0.71 , 1.01) 0.0711 0.88 (0.77 , 1.01) 0.0795 -2.55 (-5.31 , 0.21) 0.0698   

Cardiac disorders: Atrial fibrillation            0.4070  
Latin America 965 7 (0.7%)  995 4 (0.4%) 0.58 (0.18 , 1.91) 0.3725 0.59 (0.18 , 1.90) 0.3729 -0.33 (-0.99 , 0.33) 0.3307   
Asia/Pacific 1256 7 (0.6%)  1277 0 (0.0%) 0.12 (0.02 , 1.00) 0.0497 0.13 (0.02 , 1.00) 0.0501 -0.64 (-1.12 , -0.17) 0.0082   
Europe 2263 42 (1.9%)  2260 29 (1.3%) 0.77 (0.47 , 1.27) 0.3059 0.78 (0.47 , 1.27) 0.3135 -0.57 (-1.29 , 0.16) 0.1235   
North America 1577 47 (3.0%)  1535 30 (2.0%) 0.65 (0.41 , 1.03) 0.0692 0.66 (0.42 , 1.03) 0.0699 -1.03 (-2.12 , 0.05) 0.0620   

Cardiac disorders: Cardiac failure            0.8253  
Latin America 965 49 (5.1%)  995 39 (3.9%) 0.75 (0.48 , 1.17) 0.2032 0.78 (0.53 , 1.16) 0.2234 -1.16 (-2.92 , 0.60) 0.1978   
Asia/Pacific 1256 44 (3.5%)  1277 28 (2.2%) 0.60 (0.36 , 0.99) 0.0456 0.63 (0.40 , 0.98) 0.0420 -1.29 (-2.53 , -0.04) 0.0431   
Europe 2263 201 (8.9%)  2260 154 (6.8%) 0.72 (0.58 , 0.91) 0.0048 0.75 (0.62 , 0.91) 0.0038 -2.21 (-3.74 , -0.68) 0.0046   
North America 1577 34 (2.2%)  1535 27 (1.8%) 0.85 (0.51 , 1.42) 0.5295 0.85 (0.52 , 1.40) 0.5240 -0.31 (-1.28 , 0.65) 0.5252   

General disorders and administration site conditions: All            0.8302  
Latin America 965 19 (2.0%)  995 13 (1.3%) 0.66 (0.32 , 1.38) 0.2665 0.67 (0.33 , 1.37) 0.2780 -0.70 (-1.82 , 0.42) 0.2221   
Asia/Pacific 1256 28 (2.2%)  1277 28 (2.2%) 0.99 (0.58 , 1.70) 0.9849 0.99 (0.59 , 1.68) 0.9849 -0.01 (-1.15 , 1.13) 0.9809   

Page 200 of 4674

28/07/2021



t_dapa_pooled_ae_socpt_sae.pdf generated by dapa_ae_pooled.sas at 19:53:29 on 26 July 2021

Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
Europe 2263 96 (4.2%)  2260 76 (3.4%) 0.78 (0.57 , 1.06) 0.1145 0.79 (0.59 , 1.06) 0.1144 -0.90 (-2.01 , 0.21) 0.1131   
North America 1577 91 (5.8%)  1535 73 (4.8%) 0.81 (0.59 , 1.11) 0.1941 0.82 (0.61 , 1.11) 0.1977 -1.05 (-2.62 , 0.51) 0.1867   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
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DAPA
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Region  (contd.)              

Infections and infestations: All            0.0785  
Latin America 965 117 (12.1%)  995 87 (8.7%) 0.70 (0.52 , 0.94) 0.0172 0.73 (0.56 , 0.95) 0.0183 -3.35 (-6.06 , -0.64) 0.0154   
Asia/Pacific 1256 120 (9.6%)  1277 119 (9.3%) 0.99 (0.76 , 1.29) 0.9269 0.99 (0.78 , 1.26) 0.9428 -0.11 (-2.37 , 2.16) 0.9269   
Europe 2263 226 (10.0%)  2260 172 (7.6%) 0.75 (0.61 , 0.92) 0.0061 0.77 (0.63 , 0.93) 0.0064 -2.37 (-4.02 , -0.72) 0.0048   
North America 1577 219 (13.9%)  1535 213 (13.9%) 1.00 (0.81 , 1.22) 0.9692 0.99 (0.84 , 1.18) 0.9505 -0.05 (-2.47 , 2.38) 0.9698   

Infections and infestations: Pneumonia            0.0954  
Latin America 965 48 (5.0%)  995 29 (2.9%) 0.59 (0.36 , 0.94) 0.0279 0.60 (0.38 , 0.95) 0.0291 -2.07 (-3.80 , -0.34) 0.0193   
Asia/Pacific 1256 41 (3.3%)  1277 35 (2.7%) 0.85 (0.54 , 1.34) 0.4801 0.85 (0.55 , 1.33) 0.4830 -0.48 (-1.81 , 0.85) 0.4787   
Europe 2263 66 (2.9%)  2260 41 (1.8%) 0.64 (0.42 , 0.96) 0.0294 0.65 (0.43 , 0.96) 0.0304 -1.12 (-2.00 , -0.23) 0.0135   
North America 1577 61 (3.9%)  1535 67 (4.4%) 1.12 (0.79 , 1.61) 0.5252 1.12 (0.79 , 1.57) 0.5226 0.46 (-0.93 , 1.86) 0.5152   

Metabolism and nutrition disorders: All            0.8350  
Latin America 965 16 (1.7%)  995 12 (1.2%) 0.74 (0.35 , 1.58) 0.4345 0.74 (0.35 , 1.57) 0.4358 -0.43 (-1.48 , 0.63) 0.4283   
Asia/Pacific 1256 54 (4.3%)  1277 39 (3.1%) 0.72 (0.47 , 1.10) 0.1270 0.73 (0.49 , 1.10) 0.1325 -1.19 (-2.66 , 0.27) 0.1109   
Europe 2263 95 (4.2%)  2260 76 (3.4%) 0.79 (0.58 , 1.08) 0.1417 0.80 (0.59 , 1.08) 0.1401 -0.83 (-1.94 , 0.28) 0.1422   
North America 1577 93 (5.9%)  1535 59 (3.8%) 0.63 (0.45 , 0.89) 0.0076 0.65 (0.47 , 0.89) 0.0080 -2.10 (-3.61 , -0.59) 0.0063   

Renal and urinary disorders: All            0.6643  
Latin America 965 42 (4.4%)  995 32 (3.2%) 0.76 (0.47 , 1.21) 0.2476 0.77 (0.49 , 1.20) 0.2511 -1.01 (-2.69 , 0.67) 0.2406   
Asia/Pacific 1256 64 (5.1%)  1277 43 (3.4%) 0.65 (0.44 , 0.97) 0.0350 0.67 (0.45 , 0.97) 0.0358 -1.73 (-3.30 , -0.16) 0.0305   
Europe 2263 113 (5.0%)  2260 76 (3.4%) 0.67 (0.49 , 0.90) 0.0074 0.68 (0.51 , 0.90) 0.0079 -1.62 (-2.78 , -0.46) 0.0064   
North America 1577 122 (7.7%)  1535 99 (6.4%) 0.83 (0.63 , 1.09) 0.1757 0.84 (0.65 , 1.08) 0.1761 -1.25 (-3.05 , 0.55) 0.1745   

Renal and urinary disorders: Acute kidney injury            0.6176  
Latin America 965 12 (1.2%)  995 14 (1.4%) 1.15 (0.52 , 2.54) 0.7239 1.15 (0.53 , 2.51) 0.7223 0.19 (-0.82 , 1.20) 0.7130   
Asia/Pacific 1256 19 (1.5%)  1277 15 (1.2%) 0.79 (0.40 , 1.58) 0.5072 0.80 (0.40 , 1.57) 0.5111 -0.31 (-1.21 , 0.58) 0.4921   
Europe 2263 35 (1.5%)  2260 21 (0.9%) 0.61 (0.35 , 1.06) 0.0795 0.61 (0.36 , 1.06) 0.0804 -0.62 (-1.26 , 0.03) 0.0596   
North America 1577 79 (5.0%)  1535 63 (4.1%) 0.82 (0.59 , 1.15) 0.2584 0.83 (0.60 , 1.15) 0.2581 -0.85 (-2.31 , 0.61) 0.2542   

Respiratory, thoracic and mediastinal disorders: All            0.6094  
Latin America 965 20 (2.1%)  995 20 (2.0%) 0.95 (0.51 , 1.78) 0.8708 0.95 (0.51 , 1.76) 0.8704 -0.10 (-1.36 , 1.15) 0.8699   
Asia/Pacific 1256 25 (2.0%)  1277 15 (1.2%) 0.60 (0.31 , 1.16) 0.1294 0.61 (0.32 , 1.16) 0.1294 -0.81 (-1.78 , 0.17) 0.1038   
Europe 2263 74 (3.3%)  2260 57 (2.5%) 0.78 (0.54 , 1.11) 0.1690 0.78 (0.55 , 1.11) 0.1728 -0.75 (-1.73 , 0.22) 0.1306   
North America 1577 114 (7.2%)  1535 71 (4.6%) 0.63 (0.46 , 0.85) 0.0030 0.65 (0.48 , 0.86) 0.0030 -2.58 (-4.23 , -0.93) 0.0022   

Race              
Any AE            0.1038  

White 4141 1878 (45.4%)  4139 1773 (42.8%) 0.90 (0.82 , 0.98) 0.0147 0.94 (0.90 , 0.99) 0.0172 -2.65 (-4.77 , -0.52) 0.0146   
Black or African American 249 124 (49.8%)  251 89 (35.5%) 0.57 (0.39 , 0.82) 0.0025 0.74 (0.60 , 0.91) 0.0039 -13.29 (-21.79 , -4.79) 0.0022   
Asian 1362 438 (32.2%)  1373 383 (27.9%) 0.82 (0.69 , 0.97) 0.0195 0.87 (0.78 , 0.98) 0.0187 -4.03 (-7.41 , -0.66) 0.0192   
Other 309 102 (33.0%)  304 93 (30.6%) 0.88 (0.62 , 1.24) 0.4546 0.92 (0.73 , 1.15) 0.4702 -2.76 (-9.98 , 4.46) 0.4540   

Cardiac disorders: All            0.4064  
White 4141 826 (19.9%)  4139 717 (17.3%) 0.83 (0.74 , 0.93) 0.0015 0.87 (0.79 , 0.95) 0.0014 -2.70 (-4.35 , -1.04) 0.0014   
Black or African American 249 54 (21.7%)  251 35 (13.9%) 0.60 (0.36 , 0.99) 0.0437 0.72 (0.50 , 1.04) 0.0792 -6.77 (-13.15 , -0.38) 0.0378   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
Asian 1362 136 (10.0%)  1373 111 (8.1%) 0.80 (0.60 , 1.05) 0.1017 0.82 (0.65 , 1.03) 0.0884 -1.73 (-3.79 , 0.33) 0.1005   
Other 309 30 (9.7%)  304 34 (11.2%) 1.17 (0.67 , 2.05) 0.5838 1.18 (0.74 , 1.88) 0.4766 1.09 (-3.57 , 5.75) 0.6468   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value
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RR p-value

Study 
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p-value
Race  (contd.)              

Cardiac disorders: Atrial fibrillation            0.1552  
White 4141 88 (2.1%)  4139 57 (1.4%) 0.67 (0.47 , 0.94) 0.0224 0.68 (0.48 , 0.95) 0.0236 -0.76 (-1.33 , -0.20) 0.0080   
Black or African American 249 3 (1.2%)  251 5 (2.0%) 1.63 (0.41 , 6.45) 0.4841 1.62 (0.42 , 6.21) 0.4856 0.91 (-1.29 , 3.10) 0.4195   
Asian 1362 10 (0.7%)  1373 0 (0.0%) 0.09 (0.01 , 0.71) 0.0223 0.09 (0.01 , 0.72) 0.0226 -0.84 (-1.37 , -0.32) 0.0016   
Other 309 2 (0.6%)  304 1 (0.3%) 0.65 (0.07 , 6.06) 0.7065 0.67 (0.08 , 5.93) 0.7210 -0.85 (-3.43 , 1.73) 0.5182   

Cardiac disorders: Cardiac failure            0.3249  
White 4141 267 (6.4%)  4139 202 (4.9%) 0.74 (0.61 , 0.89) 0.0018 0.76 (0.64 , 0.90) 0.0015 -1.56 (-2.53 , -0.58) 0.0017   
Black or African American 249 11 (4.4%)  251 13 (5.2%) 1.30 (0.54 , 3.12) 0.5541 1.27 (0.62 , 2.64) 0.5137 1.03 (-2.50 , 4.57) 0.5667   
Asian 1362 43 (3.2%)  1373 25 (1.8%) 0.55 (0.32 , 0.92) 0.0241 0.58 (0.37 , 0.93) 0.0243 -1.31 (-2.43 , -0.19) 0.0217   
Other 309 7 (2.3%)  304 8 (2.6%) 1.03 (0.34 , 3.08) 0.9596 0.99 (0.39 , 2.53) 0.9853 0.05 (-2.26 , 2.36) 0.9654   

General disorders and administration site conditions: All            0.8241  
White 4141 178 (4.3%)  4139 149 (3.6%) 0.82 (0.66 , 1.03) 0.0885 0.83 (0.67 , 1.03) 0.0901 -0.73 (-1.57 , 0.10) 0.0865   
Black or African American 249 14 (5.6%)  251 7 (2.8%) 0.51 (0.19 , 1.34) 0.1729 0.52 (0.21 , 1.33) 0.1731 -2.58 (-6.06 , 0.90) 0.1458   
Asian 1362 35 (2.6%)  1373 28 (2.0%) 0.80 (0.48 , 1.34) 0.4058 0.81 (0.49 , 1.33) 0.4095 -0.50 (-1.62 , 0.61) 0.3770   
Other 309 7 (2.3%)  304 6 (2.0%) 0.83 (0.27 , 2.52) 0.7458 0.84 (0.29 , 2.40) 0.7433 -0.75 (-6.09 , 4.60) 0.7845   

Infections and infestations: All            0.7360  
White 4141 503 (12.1%)  4139 428 (10.3%) 0.83 (0.72 , 0.95) 0.0080 0.85 (0.75 , 0.96) 0.0081 -1.85 (-3.21 , -0.49) 0.0077   
Black or African American 249 32 (12.9%)  251 23 (9.2%) 0.70 (0.39 , 1.25) 0.2255 0.73 (0.43 , 1.23) 0.2332 -3.62 (-9.09 , 1.85) 0.1950   
Asian 1362 114 (8.4%)  1373 109 (7.9%) 0.95 (0.72 , 1.25) 0.7161 0.95 (0.74 , 1.23) 0.7172 -0.38 (-2.43 , 1.67) 0.7161   
Other 309 33 (10.7%)  304 31 (10.2%) 0.95 (0.56 , 1.60) 0.8467 0.95 (0.60 , 1.51) 0.8344 -0.47 (-5.29 , 4.36) 0.8495   

Infections and infestations: Pneumonia            0.8123  
White 4141 153 (3.7%)  4139 126 (3.0%) 0.82 (0.64 , 1.05) 0.1091 0.83 (0.65 , 1.05) 0.1123 -0.66 (-1.44 , 0.11) 0.0942   
Black or African American 249 11 (4.4%)  251 6 (2.4%) 0.59 (0.21 , 1.65) 0.3108 0.60 (0.22 , 1.63) 0.3132 -1.93 (-5.09 , 1.22) 0.2302   
Asian 1362 41 (3.0%)  1373 35 (2.5%) 0.85 (0.54 , 1.35) 0.4986 0.86 (0.55 , 1.34) 0.5026 -0.43 (-1.66 , 0.80) 0.4951   
Other 309 11 (3.6%)  304 5 (1.6%) 0.54 (0.18 , 1.62) 0.2699 0.55 (0.19 , 1.61) 0.2751 -1.92 (-4.45 , 0.61) 0.1360   

Metabolism and nutrition disorders: All            0.8667  
White 4141 175 (4.2%)  4139 131 (3.2%) 0.74 (0.58 , 0.93) 0.0102 0.75 (0.60 , 0.93) 0.0101 -1.07 (-1.89 , -0.26) 0.0095   
Black or African American 249 18 (7.2%)  251 9 (3.6%) 0.54 (0.24 , 1.22) 0.1373 0.56 (0.26 , 1.21) 0.1422 -3.43 (-7.37 , 0.51) 0.0875   
Asian 1362 57 (4.2%)  1373 39 (2.8%) 0.68 (0.45 , 1.03) 0.0702 0.69 (0.46 , 1.03) 0.0721 -1.30 (-2.68 , 0.08) 0.0640   
Other 309 8 (2.6%)  304 7 (2.3%) 0.90 (0.32 , 2.54) 0.8411 0.91 (0.33 , 2.46) 0.8454 -0.27 (-2.84 , 2.30) 0.8372   

Renal and urinary disorders: All            0.2671  
White 4141 235 (5.7%)  4139 192 (4.6%) 0.81 (0.67 , 0.99) 0.0374 0.82 (0.68 , 0.99) 0.0385 -1.02 (-1.97 , -0.06) 0.0366   
Black or African American 249 24 (9.6%)  251 14 (5.6%) 0.56 (0.28 , 1.12) 0.1009 0.59 (0.31 , 1.12) 0.1083 -4.05 (-8.70 , 0.60) 0.0879   
Asian 1362 65 (4.8%)  1373 38 (2.8%) 0.56 (0.38 , 0.85) 0.0062 0.58 (0.39 , 0.86) 0.0063 -2.03 (-3.46 , -0.61) 0.0052   
Other 309 17 (5.5%)  304 6 (2.0%) 0.47 (0.18 , 1.24) 0.1277 0.49 (0.19 , 1.25) 0.1344 -3.67 (-6.82 , -0.53) 0.0222   

Renal and urinary disorders: Acute kidney injury            0.5082  
White 4141 105 (2.5%)  4139 92 (2.2%) 0.87 (0.66 , 1.16) 0.3545 0.88 (0.66 , 1.16) 0.3545 -0.32 (-0.97 , 0.34) 0.3461   
Black or African American 249 15 (6.0%)  251 9 (3.6%) 0.58 (0.25 , 1.38) 0.2192 0.60 (0.26 , 1.36) 0.2199 -2.52 (-6.31 , 1.26) 0.1910   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
Asian 1362 17 (1.2%)  1373 10 (0.7%) 0.58 (0.27 , 1.29) 0.1820 0.59 (0.27 , 1.28) 0.1824 -0.52 (-1.26 , 0.22) 0.1694   
Other 309 8 (2.6%)  304 2 (0.7%) 0.39 (0.08 , 1.80) 0.2276 0.40 (0.09 , 1.81) 0.2322 -2.02 (-4.12 , 0.08) 0.0596   
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Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value
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interaction test 
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Study 
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p-value
Race  (contd.)              

Respiratory, thoracic and mediastinal disorders: All            0.0738  
White 4141 172 (4.2%)  4139 137 (3.3%) 0.79 (0.63 , 1.00) 0.0473 0.80 (0.64 , 1.00) 0.0485 -0.86 (-1.68 , -0.05) 0.0386   
Black or African American 249 20 (8.0%)  251 4 (1.6%) 0.20 (0.07 , 0.59) 0.0039 0.21 (0.07 , 0.62) 0.0045 -6.17 (-9.86 , -2.49) 0.0010   
Asian 1362 27 (2.0%)  1373 14 (1.0%) 0.52 (0.27 , 1.02) 0.0560 0.53 (0.27 , 1.02) 0.0561 -0.96 (-1.87 , -0.05) 0.0385   
Other 309 14 (4.5%)  304 8 (2.6%) 0.57 (0.24 , 1.40) 0.2241 0.59 (0.25 , 1.38) 0.2226 -1.96 (-5.04 , 1.12) 0.2118   

Baseline eGFR Group 1              
Any AE            0.1972  

< 45mL/min/1,73m2 1700 661 (38.9%)  1724 588 (34.1%) 0.81 (0.70 , 0.93) 0.0036 0.88 (0.80 , 0.95) 0.0026 -4.71 (-7.87 , -1.55) 0.0035   
>= 45mL/min/1,73m2 4361 1881 (43.1%)  4342 1749 (40.3%) 0.88 (0.81 , 0.96) 0.0052 0.94 (0.89 , 0.98) 0.0075 -2.93 (-4.98 , -0.88) 0.0051   

Cardiac disorders: All            0.0007  
< 45mL/min/1,73m2 1700 282 (16.6%)  1724 191 (11.1%) 0.60 (0.49 , 0.74) <.0001 0.67 (0.57 , 0.79) <.0001 -5.46 (-7.66 , -3.27) <.0001   
>= 45mL/min/1,73m2 4361 764 (17.5%)  4342 705 (16.2%) 0.91 (0.81 , 1.02) 0.0969 0.93 (0.85 , 1.02) 0.1044 -1.32 (-2.87 , 0.23) 0.0960   

Cardiac disorders: Atrial fibrillation            0.2434  
< 45mL/min/1,73m2 1700 22 (1.3%)  1724 9 (0.5%) 0.41 (0.19 , 0.91) 0.0292 0.42 (0.19 , 0.92) 0.0296 -0.76 (-1.39 , -0.13) 0.0184   
>= 45mL/min/1,73m2 4361 81 (1.9%)  4342 53 (1.2%) 0.69 (0.48 , 0.99) 0.0461 0.70 (0.49 , 1.00) 0.0476 -0.64 (-1.16 , -0.13) 0.0148   

Cardiac disorders: Cardiac failure            0.1390  
< 45mL/min/1,73m2 1700 119 (7.0%)  1724 78 (4.5%) 0.61 (0.45 , 0.82) 0.0014 0.64 (0.49 , 0.84) 0.0011 -2.47 (-3.97 , -0.97) 0.0012   
>= 45mL/min/1,73m2 4361 209 (4.8%)  4342 170 (3.9%) 0.80 (0.65 , 0.99) 0.0441 0.82 (0.68 , 1.00) 0.0464 -0.87 (-1.71 , -0.03) 0.0417   

General disorders and administration site conditions: All            0.9193  
< 45mL/min/1,73m2 1700 50 (2.9%)  1724 40 (2.3%) 0.78 (0.51 , 1.20) 0.2632 0.79 (0.53 , 1.19) 0.2611 -0.61 (-1.68 , 0.45) 0.2607   
>= 45mL/min/1,73m2 4361 184 (4.2%)  4342 149 (3.4%) 0.80 (0.64 , 1.00) 0.0513 0.81 (0.66 , 1.00) 0.0515 -0.80 (-1.61 , 0.00) 0.0503   

Infections and infestations: All            0.3996  
< 45mL/min/1,73m2 1700 182 (10.7%)  1724 172 (10.0%) 0.93 (0.74 , 1.16) 0.5107 0.93 (0.76 , 1.13) 0.4647 -0.69 (-2.72 , 1.34) 0.5029   
>= 45mL/min/1,73m2 4361 500 (11.5%)  4342 419 (9.6%) 0.82 (0.72 , 0.94) 0.0053 0.84 (0.74 , 0.95) 0.0056 -1.84 (-3.13 , -0.55) 0.0051   

Infections and infestations: Pneumonia            0.6811  
< 45mL/min/1,73m2 1700 61 (3.6%)  1724 53 (3.1%) 0.85 (0.59 , 1.24) 0.4130 0.86 (0.60 , 1.24) 0.4170 -0.50 (-1.70 , 0.70) 0.4122   
>= 45mL/min/1,73m2 4361 155 (3.6%)  4342 119 (2.7%) 0.78 (0.61 , 1.00) 0.0458 0.79 (0.62 , 1.00) 0.0481 -0.82 (-1.55 , -0.09) 0.0278   

Metabolism and nutrition disorders: All            0.5633  
< 45mL/min/1,73m2 1700 72 (4.2%)  1724 47 (2.7%) 0.64 (0.44 , 0.94) 0.0225 0.65 (0.45 , 0.95) 0.0242 -1.50 (-2.72 , -0.27) 0.0167   
>= 45mL/min/1,73m2 4361 186 (4.3%)  4342 138 (3.2%) 0.73 (0.59 , 0.92) 0.0071 0.74 (0.60 , 0.92) 0.0070 -1.10 (-1.89 , -0.30) 0.0067   

Renal and urinary disorders: All            0.9036  
< 45mL/min/1,73m2 1700 150 (8.8%)  1724 112 (6.5%) 0.72 (0.56 , 0.93) 0.0123 0.74 (0.58 , 0.94) 0.0126 -2.32 (-4.10 , -0.54) 0.0106   
>= 45mL/min/1,73m2 4361 191 (4.4%)  4342 138 (3.2%) 0.72 (0.57 , 0.90) 0.0034 0.73 (0.59 , 0.90) 0.0035 -1.21 (-2.01 , -0.41) 0.0031   

Renal and urinary disorders: Acute kidney injury            0.3115  
< 45mL/min/1,73m2 1700 56 (3.3%)  1724 37 (2.1%) 0.65 (0.43 , 0.99) 0.0458 0.66 (0.43 , 0.99) 0.0457 -1.14 (-2.23 , -0.05) 0.0399   
>= 45mL/min/1,73m2 4361 89 (2.0%)  4342 76 (1.8%) 0.85 (0.63 , 1.16) 0.3127 0.86 (0.63 , 1.16) 0.3125 -0.30 (-0.87 , 0.28) 0.3120   

Respiratory, thoracic and mediastinal disorders: All            0.8868  
< 45mL/min/1,73m2 1700 63 (3.7%)  1724 44 (2.6%) 0.68 (0.46 , 1.01) 0.0572 0.70 (0.48 , 1.01) 0.0594 -1.13 (-2.29 , 0.03) 0.0555   
>= 45mL/min/1,73m2 4361 170 (3.9%)  4342 119 (2.7%) 0.71 (0.56 , 0.90) 0.0053 0.72 (0.57 , 0.91) 0.0056 -1.17 (-1.92 , -0.41) 0.0024   
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DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Baseline eGFR Group 2              

Any AE            0.3933  
< 60mL/min/1,73m2 3549 1437 (40.5%)  3479 1267 (36.4%) 0.84 (0.76 , 0.93) 0.0006 0.91 (0.86 , 0.96) 0.0010 -3.88 (-6.10 , -1.65) 0.0006   
>= 60mL/min/1,73m2 2512 1105 (44.0%)  2587 1070 (41.4%) 0.90 (0.80 , 1.00) 0.0611 0.94 (0.89 , 1.00) 0.0692 -2.59 (-5.29 , 0.12) 0.0609   

Cardiac disorders: All            0.2734  
< 60mL/min/1,73m2 3549 615 (17.3%)  3479 495 (14.2%) 0.78 (0.68 , 0.89) 0.0003 0.83 (0.75 , 0.92) 0.0004 -3.05 (-4.69 , -1.40) 0.0003   
>= 60mL/min/1,73m2 2512 431 (17.2%)  2587 401 (15.5%) 0.89 (0.76 , 1.03) 0.1163 0.91 (0.80 , 1.03) 0.1219 -1.63 (-3.65 , 0.40) 0.1150   

Cardiac disorders: Atrial fibrillation            0.2431  
< 60mL/min/1,73m2 3549 55 (1.5%)  3479 26 (0.7%) 0.50 (0.31 , 0.81) 0.0044 0.51 (0.32 , 0.81) 0.0047 -0.78 (-1.28 , -0.29) 0.0020   
>= 60mL/min/1,73m2 2512 48 (1.9%)  2587 36 (1.4%) 0.74 (0.48 , 1.14) 0.1698 0.74 (0.48 , 1.14) 0.1705 -0.52 (-1.22 , 0.18) 0.1490   

Cardiac disorders: Cardiac failure            0.9365  
< 60mL/min/1,73m2 3549 242 (6.8%)  3479 181 (5.2%) 0.73 (0.59 , 0.89) 0.0022 0.75 (0.63 , 0.90) 0.0019 -1.68 (-2.75 , -0.61) 0.0021   
>= 60mL/min/1,73m2 2512 86 (3.4%)  2587 67 (2.6%) 0.76 (0.55 , 1.05) 0.0922 0.76 (0.56 , 1.05) 0.0932 -0.83 (-1.77 , 0.11) 0.0830   

General disorders and administration site conditions: All            0.5561  
< 60mL/min/1,73m2 3549 122 (3.4%)  3479 101 (2.9%) 0.85 (0.65 , 1.11) 0.2348 0.86 (0.66 , 1.11) 0.2360 -0.49 (-1.31 , 0.32) 0.2338   
>= 60mL/min/1,73m2 2512 112 (4.5%)  2587 88 (3.4%) 0.76 (0.57 , 1.00) 0.0541 0.76 (0.58 , 1.00) 0.0543 -1.05 (-2.12 , 0.02) 0.0538   

Infections and infestations: All            0.6674  
< 60mL/min/1,73m2 3549 386 (10.9%)  3479 333 (9.6%) 0.88 (0.75 , 1.02) 0.0940 0.89 (0.77 , 1.02) 0.0904 -1.21 (-2.62 , 0.20) 0.0922   
>= 60mL/min/1,73m2 2512 296 (11.8%)  2587 258 (10.0%) 0.83 (0.70 , 0.99) 0.0390 0.85 (0.72 , 0.99) 0.0397 -1.80 (-3.51 , -0.09) 0.0387   

Infections and infestations: Pneumonia            0.9882  
< 60mL/min/1,73m2 3549 127 (3.6%)  3479 99 (2.8%) 0.80 (0.61 , 1.04) 0.0984 0.81 (0.62 , 1.04) 0.1033 -0.71 (-1.53 , 0.12) 0.0929   
>= 60mL/min/1,73m2 2512 89 (3.5%)  2587 73 (2.8%) 0.80 (0.58 , 1.09) 0.1595 0.80 (0.59 , 1.09) 0.1611 -0.72 (-1.68 , 0.25) 0.1451   

Metabolism and nutrition disorders: All            0.7287  
< 60mL/min/1,73m2 3549 147 (4.1%)  3479 99 (2.8%) 0.69 (0.53 , 0.89) 0.0051 0.70 (0.54 , 0.90) 0.0052 -1.26 (-2.11 , -0.40) 0.0040   
>= 60mL/min/1,73m2 2512 111 (4.4%)  2587 86 (3.3%) 0.74 (0.55 , 0.98) 0.0390 0.75 (0.56 , 0.98) 0.0385 -1.09 (-2.14 , -0.03) 0.0444   

Renal and urinary disorders: All            0.4123  
< 60mL/min/1,73m2 3549 236 (6.6%)  3479 178 (5.1%) 0.76 (0.62 , 0.93) 0.0071 0.77 (0.64 , 0.93) 0.0072 -1.52 (-2.62 , -0.42) 0.0067   
>= 60mL/min/1,73m2 2512 105 (4.2%)  2587 72 (2.8%) 0.66 (0.48 , 0.89) 0.0071 0.67 (0.50 , 0.90) 0.0071 -1.39 (-2.40 , -0.38) 0.0067   

Renal and urinary disorders: Acute kidney injury            0.9325  
< 60mL/min/1,73m2 3549 95 (2.7%)  3479 73 (2.1%) 0.79 (0.58 , 1.07) 0.1315 0.79 (0.59 , 1.07) 0.1337 -0.56 (-1.27 , 0.15) 0.1247   
>= 60mL/min/1,73m2 2512 50 (2.0%)  2587 40 (1.5%) 0.77 (0.51 , 1.18) 0.2304 0.78 (0.51 , 1.17) 0.2298 -0.44 (-1.16 , 0.28) 0.2326   

Respiratory, thoracic and mediastinal disorders: All            0.7517  
< 60mL/min/1,73m2 3549 138 (3.9%)  3479 91 (2.6%) 0.68 (0.52 , 0.89) 0.0057 0.69 (0.53 , 0.90) 0.0063 -1.24 (-2.06 , -0.41) 0.0034   
>= 60mL/min/1,73m2 2512 95 (3.8%)  2587 72 (2.8%) 0.73 (0.54 , 1.00) 0.0496 0.74 (0.55 , 1.00) 0.0501 -0.99 (-1.97 , -0.01) 0.0466   

Baseline systolic BP              
Any AE            0.8912  

<= 130 mmHg 2430 1018 (41.9%)  2456 936 (38.1%) 0.86 (0.77 , 0.97) 0.0120 0.92 (0.86 , 0.98) 0.0133 -3.45 (-6.13 , -0.76) 0.0119   
> 130 mmHg 3631 1524 (42.0%)  3611 1402 (38.8%) 0.87 (0.79 , 0.96) 0.0042 0.92 (0.88 , 0.98) 0.0055 -3.28 (-5.52 , -1.04) 0.0041   

Cardiac disorders: All            0.7205  
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
<= 130 mmHg 2430 465 (19.1%)  2456 405 (16.5%) 0.84 (0.72 , 0.98) 0.0272 0.87 (0.78 , 0.98) 0.0226 -2.34 (-4.42 , -0.27) 0.0268   
> 130 mmHg 3631 581 (16.0%)  3611 492 (13.6%) 0.82 (0.72 , 0.93) 0.0026 0.85 (0.76 , 0.95) 0.0032 -2.50 (-4.12 , -0.89) 0.0024   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Baseline systolic BP  (contd.)              

Cardiac disorders: Atrial fibrillation            0.7179  
<= 130 mmHg 2430 39 (1.6%)  2456 25 (1.0%) 0.67 (0.40 , 1.14) 0.1398 0.68 (0.40 , 1.14) 0.1439 -0.57 (-1.21 , 0.06) 0.0777   
> 130 mmHg 3631 64 (1.8%)  3611 38 (1.1%) 0.60 (0.40 , 0.90) 0.0131 0.60 (0.40 , 0.90) 0.0134 -0.73 (-1.27 , -0.18) 0.0087   

Cardiac disorders: Cardiac failure            0.8169  
<= 130 mmHg 2430 171 (7.0%)  2456 131 (5.3%) 0.75 (0.58 , 0.95) 0.0188 0.77 (0.62 , 0.95) 0.0149 -1.56 (-2.86 , -0.27) 0.0180   
> 130 mmHg 3631 157 (4.3%)  3611 117 (3.2%) 0.73 (0.57 , 0.93) 0.0109 0.74 (0.59 , 0.93) 0.0110 -1.13 (-2.00 , -0.27) 0.0105   

General disorders and administration site conditions: All            0.4583  
<= 130 mmHg 2430 97 (4.0%)  2456 85 (3.5%) 0.88 (0.65 , 1.18) 0.3910 0.88 (0.66 , 1.18) 0.3984 -0.47 (-1.53 , 0.59) 0.3834   
> 130 mmHg 3631 137 (3.8%)  3611 105 (2.9%) 0.76 (0.58 , 0.98) 0.0369 0.77 (0.60 , 0.98) 0.0367 -0.90 (-1.72 , -0.07) 0.0334   

Infections and infestations: All            0.0639  
<= 130 mmHg 2430 288 (11.9%)  2456 222 (9.0%) 0.74 (0.62 , 0.89) 0.0017 0.77 (0.65 , 0.91) 0.0017 -2.75 (-4.46 , -1.04) 0.0016   
> 130 mmHg 3631 394 (10.9%)  3611 369 (10.2%) 0.93 (0.80 , 1.08) 0.3641 0.94 (0.82 , 1.07) 0.3560 -0.66 (-2.07 , 0.76) 0.3619   

Infections and infestations: Pneumonia            0.7736  
<= 130 mmHg 2430 88 (3.6%)  2456 72 (2.9%) 0.82 (0.60 , 1.14) 0.2393 0.83 (0.61 , 1.14) 0.2463 -0.65 (-1.65 , 0.35) 0.2006   
> 130 mmHg 3631 128 (3.5%)  3611 100 (2.8%) 0.78 (0.60 , 1.01) 0.0636 0.78 (0.61 , 1.01) 0.0638 -0.76 (-1.57 , 0.04) 0.0624   

Metabolism and nutrition disorders: All            0.8061  
<= 130 mmHg 2430 98 (4.0%)  2456 69 (2.8%) 0.70 (0.51 , 0.96) 0.0254 0.70 (0.52 , 0.96) 0.0248 -1.20 (-2.22 , -0.18) 0.0209   
> 130 mmHg 3631 160 (4.4%)  3611 117 (3.2%) 0.73 (0.57 , 0.93) 0.0112 0.74 (0.58 , 0.93) 0.0117 -1.17 (-2.06 , -0.29) 0.0091   

Renal and urinary disorders: All            0.6257  
<= 130 mmHg 2430 136 (5.6%)  2456 96 (3.9%) 0.69 (0.53 , 0.90) 0.0061 0.70 (0.54 , 0.90) 0.0062 -1.69 (-2.89 , -0.50) 0.0054   
> 130 mmHg 3631 205 (5.6%)  3611 154 (4.3%) 0.75 (0.60 , 0.93) 0.0080 0.76 (0.62 , 0.93) 0.0082 -1.36 (-2.36 , -0.36) 0.0076   

Renal and urinary disorders: Acute kidney injury            0.4555  
<= 130 mmHg 2430 63 (2.6%)  2456 44 (1.8%) 0.69 (0.47 , 1.03) 0.0686 0.70 (0.48 , 1.03) 0.0688 -0.79 (-1.61 , 0.03) 0.0605   
> 130 mmHg 3631 82 (2.3%)  3611 69 (1.9%) 0.84 (0.61 , 1.17) 0.3024 0.85 (0.62 , 1.16) 0.3025 -0.35 (-1.01 , 0.31) 0.3007   

Respiratory, thoracic and mediastinal disorders: All            0.6867  
<= 130 mmHg 2430 94 (3.9%)  2456 64 (2.6%) 0.67 (0.49 , 0.93) 0.0172 0.68 (0.50 , 0.93) 0.0172 -1.22 (-2.21 , -0.23) 0.0155   
> 130 mmHg 3631 139 (3.8%)  3611 99 (2.7%) 0.73 (0.56 , 0.96) 0.0225 0.74 (0.57 , 0.96) 0.0240 -1.10 (-1.92 , -0.28) 0.0085   

Heart Failure              
Any AE            0.9591  

Yes 1567 827 (52.8%)  1549 753 (48.6%) 0.85 (0.74 , 0.98) 0.0230 0.93 (0.87 , 0.99) 0.0304 -4.05 (-7.53 , -0.56) 0.0229   
No 4494 1715 (38.2%)  4518 1585 (35.1%) 0.87 (0.80 , 0.95) 0.0018 0.93 (0.88 , 0.98) 0.0042 -3.13 (-5.08 , -1.17) 0.0018   

Cardiac disorders: All            0.3869  
Yes 1567 500 (31.9%)  1549 410 (26.5%) 0.77 (0.66 , 0.90) 0.0009 0.83 (0.75 , 0.93) 0.0010 -5.38 (-8.55 , -2.20) 0.0009   
No 4494 546 (12.1%)  4518 487 (10.8%) 0.87 (0.76 , 0.99) 0.0375 0.89 (0.80 , 1.00) 0.0499 -1.40 (-2.70 , -0.10) 0.0346   

Cardiac disorders: Atrial fibrillation            0.2462  
Yes 1567 41 (2.6%)  1549 19 (1.2%) 0.48 (0.27 , 0.83) 0.0094 0.49 (0.28 , 0.84) 0.0100 -1.37 (-2.33 , -0.41) 0.0051   
No 4494 62 (1.4%)  4518 44 (1.0%) 0.72 (0.49 , 1.07) 0.1052 0.73 (0.49 , 1.07) 0.1070 -0.41 (-0.85 , 0.03) 0.0710   

Cardiac disorders: Cardiac failure            0.8749  
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
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Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
Yes 1567 242 (15.4%)  1549 181 (11.7%) 0.72 (0.58 , 0.89) 0.0020 0.75 (0.63 , 0.90) 0.0018 -3.80 (-6.18 , -1.41) 0.0018   
No 4494 86 (1.9%)  4518 67 (1.5%) 0.77 (0.56 , 1.07) 0.1148 0.78 (0.56 , 1.06) 0.1157 -0.43 (-0.97 , 0.10) 0.1112   
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DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Heart Failure  (contd.)              

General disorders and administration site conditions: All            0.9726  
Yes 1567 87 (5.6%)  1549 69 (4.5%) 0.80 (0.58 , 1.11) 0.1792 0.81 (0.60 , 1.10) 0.1817 -1.07 (-2.60 , 0.46) 0.1692   
No 4494 147 (3.3%)  4518 121 (2.7%) 0.81 (0.63 , 1.04) 0.0924 0.82 (0.64 , 1.03) 0.0915 -0.60 (-1.30 , 0.10) 0.0917   

Infections and infestations: All            0.5352  
Yes 1567 203 (13.0%)  1549 181 (11.7%) 0.89 (0.72 , 1.11) 0.3100 0.91 (0.76 , 1.10) 0.3379 -1.20 (-3.49 , 1.10) 0.3061   
No 4494 479 (10.7%)  4518 410 (9.1%) 0.84 (0.73 , 0.96) 0.0111 0.85 (0.75 , 0.96) 0.0108 -1.59 (-2.82 , -0.37) 0.0110   

Infections and infestations: Pneumonia            0.9086  
Yes 1567 79 (5.0%)  1549 63 (4.1%) 0.80 (0.57 , 1.13) 0.2078 0.81 (0.59 , 1.12) 0.2118 -0.95 (-2.41 , 0.51) 0.2044   
No 4494 137 (3.0%)  4518 109 (2.4%) 0.79 (0.61 , 1.02) 0.0690 0.79 (0.62 , 1.02) 0.0709 -0.64 (-1.31 , 0.03) 0.0624   

Metabolism and nutrition disorders: All            0.0064  
Yes 1567 70 (4.5%)  1549 72 (4.6%) 1.05 (0.75 , 1.47) 0.7825 1.04 (0.76 , 1.44) 0.7901 0.20 (-1.25 , 1.66) 0.7831   
No 4494 188 (4.2%)  4518 114 (2.5%) 0.59 (0.47 , 0.75) <.0001 0.60 (0.48 , 0.76) <.0001 -1.67 (-2.41 , -0.92) <.0001   

Renal and urinary disorders: All            0.7619  
Yes 1567 109 (7.0%)  1549 76 (4.9%) 0.69 (0.51 , 0.94) 0.0170 0.71 (0.53 , 0.94) 0.0172 -2.02 (-3.68 , -0.37) 0.0163   
No 4494 232 (5.2%)  4518 174 (3.9%) 0.74 (0.60 , 0.90) 0.0029 0.75 (0.62 , 0.91) 0.0029 -1.31 (-2.16 , -0.45) 0.0028   

Renal and urinary disorders: Acute kidney injury            0.4470  
Yes 1567 55 (3.5%)  1549 37 (2.4%) 0.68 (0.44 , 1.04) 0.0735 0.69 (0.46 , 1.04) 0.0755 -1.10 (-2.28 , 0.09) 0.0690   
No 4494 90 (2.0%)  4518 76 (1.7%) 0.84 (0.62 , 1.14) 0.2579 0.84 (0.62 , 1.14) 0.2579 -0.32 (-0.88 , 0.23) 0.2573   

Respiratory, thoracic and mediastinal disorders: All            0.8232  
Yes 1567 92 (5.9%)  1549 64 (4.1%) 0.71 (0.51 , 1.00) 0.0470 0.73 (0.53 , 1.01) 0.0552 -1.71 (-3.24 , -0.18) 0.0282   
No 4494 141 (3.1%)  4518 99 (2.2%) 0.69 (0.53 , 0.90) 0.0055 0.70 (0.54 , 0.90) 0.0056 -0.95 (-1.62 , -0.29) 0.0050   

Type 2 Diabetes              
Any AE            0.4978  

Yes 4900 2170 (44.3%)  4892 2000 (40.9%) 0.87 (0.80 , 0.94) 0.0007 0.93 (0.88 , 0.97) 0.0009 -3.38 (-5.32 , -1.43) 0.0007   
No 1161 372 (32.0%)  1175 338 (28.8%) 0.84 (0.70 , 1.01) 0.0579 0.89 (0.79 , 1.00) 0.0445 -3.50 (-7.11 , 0.11) 0.0576   

Cardiac disorders: All            0.2813  
Yes 4900 886 (18.1%)  4892 770 (15.7%) 0.85 (0.76 , 0.94) 0.0024 0.88 (0.80 , 0.95) 0.0026 -2.28 (-3.74 , -0.82) 0.0022   
No 1161 160 (13.8%)  1175 127 (10.8%) 0.71 (0.55 , 0.93) 0.0127 0.77 (0.63 , 0.95) 0.0145 -3.20 (-5.70 , -0.69) 0.0123   

Cardiac disorders: Atrial fibrillation            0.2110  
Yes 4900 88 (1.8%)  4892 58 (1.2%) 0.67 (0.48 , 0.94) 0.0199 0.67 (0.48 , 0.94) 0.0205 -0.61 (-1.09 , -0.13) 0.0123   
No 1161 15 (1.3%)  1175 5 (0.4%) 0.33 (0.12 , 0.94) 0.0387 0.34 (0.12 , 0.95) 0.0390 -0.88 (-1.63 , -0.13) 0.0216   

Cardiac disorders: Cardiac failure            0.7247  
Yes 4900 250 (5.1%)  4892 190 (3.9%) 0.75 (0.62 , 0.92) 0.0046 0.77 (0.64 , 0.92) 0.0039 -1.16 (-1.95 , -0.36) 0.0044   
No 1161 78 (6.7%)  1175 58 (4.9%) 0.69 (0.48 , 0.99) 0.0422 0.72 (0.52 , 0.99) 0.0429 -1.91 (-3.74 , -0.07) 0.0417   

General disorders and administration site conditions: All            0.8006  
Yes 4900 207 (4.2%)  4892 166 (3.4%) 0.80 (0.65 , 0.98) 0.0329 0.80 (0.66 , 0.98) 0.0329 -0.82 (-1.58 , -0.07) 0.0325   
No 1161 27 (2.3%)  1175 24 (2.0%) 0.86 (0.49 , 1.51) 0.5995 0.87 (0.50 , 1.49) 0.6040 -0.32 (-1.50 , 0.86) 0.5958   

Infections and infestations: All            0.5264  
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
Yes 4900 595 (12.1%)  4892 521 (10.7%) 0.86 (0.76 , 0.98) 0.0200 0.88 (0.78 , 0.98) 0.0197 -1.50 (-2.76 , -0.24) 0.0196   
No 1161 87 (7.5%)  1175 70 (6.0%) 0.77 (0.56 , 1.07) 0.1249 0.79 (0.58 , 1.07) 0.1264 -1.59 (-3.61 , 0.44) 0.1240   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
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(N=6067)  
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Absolute Risk 

Difference(%) (95% CI)
ARR 
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Type 2 Diabetes  (contd.)              

Infections and infestations: Pneumonia            0.3151  
Yes 4900 181 (3.7%)  4892 150 (3.1%) 0.83 (0.66 , 1.03) 0.0887 0.83 (0.67 , 1.03) 0.0900 -0.63 (-1.34 , 0.09) 0.0856   
No 1161 35 (3.0%)  1175 22 (1.9%) 0.61 (0.35 , 1.05) 0.0748 0.62 (0.37 , 1.05) 0.0771 -1.17 (-2.42 , 0.07) 0.0654   

Metabolism and nutrition disorders: All            0.2827  
Yes 4900 249 (5.1%)  4892 176 (3.6%) 0.70 (0.57 , 0.85) 0.0004 0.71 (0.59 , 0.86) 0.0004 -1.49 (-2.29 , -0.68) 0.0003   
No 1161 9 (0.8%)  1175 10 (0.9%) 1.25 (0.44 , 3.54) 0.6684 1.26 (0.45 , 3.51) 0.6633 0.07 (-0.66 , 0.79) 0.8573   

Renal and urinary disorders: All            0.1329  
Yes 4900 275 (5.6%)  4892 213 (4.4%) 0.77 (0.64 , 0.92) 0.0045 0.78 (0.65 , 0.93) 0.0046 -1.26 (-2.12 , -0.40) 0.0042   
No 1161 66 (5.7%)  1175 37 (3.1%) 0.54 (0.36 , 0.82) 0.0038 0.56 (0.38 , 0.83) 0.0039 -2.52 (-4.19 , -0.86) 0.0029   

Renal and urinary disorders: Acute kidney injury            0.0875  
Yes 4900 125 (2.6%)  4892 105 (2.1%) 0.84 (0.65 , 1.09) 0.1914 0.84 (0.65 , 1.09) 0.1912 -0.40 (-1.00 , 0.20) 0.1883   
No 1161 20 (1.7%)  1175 8 (0.7%) 0.39 (0.17 , 0.90) 0.0275 0.40 (0.18 , 0.90) 0.0279 -1.05 (-1.93 , -0.16) 0.0201   

Respiratory, thoracic and mediastinal disorders: All            0.5724  
Yes 4900 198 (4.0%)  4892 142 (2.9%) 0.71 (0.57 , 0.89) 0.0027 0.72 (0.58 , 0.89) 0.0028 -1.14 (-1.86 , -0.41) 0.0021   
No 1161 35 (3.0%)  1175 21 (1.8%) 0.60 (0.34 , 1.07) 0.0840 0.61 (0.35 , 1.07) 0.0833 -1.25 (-2.49 , -0.01) 0.0490   

Baseline UACR              
Any AE            0.0165  

<30 352 166 (47.2%)  334 174 (52.1%) 1.23 (0.91 , 1.66) 0.1829 1.11 (0.95 , 1.29) 0.1828 5.09 (-2.39 , 12.57) 0.1821   
>=30 - <=300 2216 953 (43.0%)  2255 915 (40.6%) 0.91 (0.81 , 1.03) 0.1362 0.95 (0.89 , 1.02) 0.1408 -2.19 (-5.06 , 0.69) 0.1362   
>300 2518 935 (37.1%)  2501 818 (32.7%) 0.81 (0.72 , 0.91) 0.0005 0.87 (0.81 , 0.94) 0.0003 -4.61 (-7.20 , -2.03) 0.0005   

Cardiac disorders: All            0.4759  
<30 352 64 (18.2%)  334 56 (16.8%) 0.91 (0.61 , 1.35) 0.6386 0.92 (0.67 , 1.28) 0.6388 -1.37 (-7.05 , 4.32) 0.6382   
>=30 - <=300 2216 363 (16.4%)  2255 336 (14.9%) 0.90 (0.77 , 1.06) 0.2241 0.92 (0.80 , 1.05) 0.2214 -1.31 (-3.43 , 0.80) 0.2240   
>300 2518 307 (12.2%)  2501 247 (9.9%) 0.77 (0.64 , 0.92) 0.0051 0.81 (0.70 , 0.95) 0.0086 -2.45 (-4.14 , -0.75) 0.0046   

Cardiac disorders: Atrial fibrillation            0.6461  
<30 352 8 (2.3%)  334 7 (2.1%) 0.92 (0.33 , 2.57) 0.8788 0.92 (0.34 , 2.52) 0.8788 -0.17 (-2.36 , 2.02) 0.8787   
>=30 - <=300 2216 47 (2.1%)  2255 32 (1.4%) 0.68 (0.43 , 1.07) 0.0984 0.69 (0.44 , 1.07) 0.0990 -0.68 (-1.46 , 0.09) 0.0838   
>300 2518 28 (1.1%)  2501 15 (0.6%) 0.53 (0.28 , 1.01) 0.0525 0.54 (0.29 , 1.01) 0.0533 -0.52 (-1.03 , -0.02) 0.0434   

Cardiac disorders: Cardiac failure            0.3760  
<30 352 6 (1.7%)  334 9 (2.7%) 1.60 (0.56 , 4.55) 0.3764 1.59 (0.57 , 4.41) 0.3767 1.00 (-1.21 , 3.20) 0.3750   
>=30 - <=300 2216 63 (2.8%)  2255 51 (2.3%) 0.80 (0.55 , 1.16) 0.2329 0.80 (0.56 , 1.15) 0.2329 -0.56 (-1.49 , 0.36) 0.2322   
>300 2518 76 (3.0%)  2501 56 (2.2%) 0.73 (0.51 , 1.03) 0.0759 0.74 (0.52 , 1.03) 0.0762 -0.80 (-1.69 , 0.08) 0.0746   

General disorders and administration site conditions: All            0.0304  
<30 352 16 (4.5%)  334 20 (6.0%) 1.34 (0.68 , 2.64) 0.3933 1.32 (0.70 , 2.51) 0.3936 1.46 (-1.89 , 4.81) 0.3933   
>=30 - <=300 2216 86 (3.9%)  2255 79 (3.5%) 0.89 (0.65 , 1.21) 0.4551 0.89 (0.66 , 1.20) 0.4515 -0.34 (-1.44 , 0.77) 0.5508   
>300 2518 81 (3.2%)  2501 45 (1.8%) 0.54 (0.37 , 0.78) 0.0011 0.55 (0.38 , 0.79) 0.0011 -1.46 (-2.32 , -0.60) 0.0009   

Infections and infestations: All            0.7038  
<30 352 51 (14.5%)  334 43 (12.9%) 0.88 (0.57 , 1.35) 0.5493 0.89 (0.61 , 1.30) 0.5496 -1.58 (-6.72 , 3.57) 0.5485   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
>=30 - <=300 2216 266 (12.0%)  2255 226 (10.0%) 0.82 (0.68 , 0.99) 0.0398 0.84 (0.71 , 0.99) 0.0399 -1.93 (-3.76 , -0.09) 0.0396   
>300 2518 253 (10.0%)  2501 235 (9.4%) 0.92 (0.76 , 1.11) 0.3972 0.93 (0.78 , 1.10) 0.3868 -0.71 (-2.34 , 0.93) 0.3969   
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If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 
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Absolute Risk 

Difference(%) (95% CI)
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p-value
Baseline UACR  (contd.)              

Infections and infestations: Pneumonia            0.2584  
<30 352 13 (3.7%)  334 17 (5.1%) 1.40 (0.67 , 2.94) 0.3688 1.38 (0.68 , 2.80) 0.3690 1.41 (-1.67 , 4.49) 0.3685   
>=30 - <=300 2216 79 (3.6%)  2255 64 (2.8%) 0.81 (0.58 , 1.13) 0.2103 0.81 (0.59 , 1.13) 0.2124 -0.70 (-1.73 , 0.34) 0.1863   
>300 2518 81 (3.2%)  2501 58 (2.3%) 0.71 (0.50 , 1.00) 0.0499 0.72 (0.51 , 1.00) 0.0508 -0.92 (-1.82 , -0.01) 0.0477   

Metabolism and nutrition disorders: All            0.3349  
<30 352 18 (5.1%)  334 17 (5.1%) 1.00 (0.51 , 1.97) 0.9960 1.00 (0.52 , 1.90) 0.9960 -0.01 (-3.31 , 3.29) 0.9960   
>=30 - <=300 2216 105 (4.7%)  2255 63 (2.8%) 0.58 (0.42 , 0.80) 0.0008 0.59 (0.44 , 0.81) 0.0009 -1.92 (-3.03 , -0.80) 0.0007   
>300 2518 108 (4.3%)  2501 76 (3.0%) 0.69 (0.51 , 0.94) 0.0178 0.71 (0.53 , 0.95) 0.0194 -1.28 (-2.32 , -0.25) 0.0153   

Renal and urinary disorders: All            0.6192  
<30 352 18 (5.1%)  334 17 (5.1%) 1.00 (0.51 , 1.97) 0.9960 1.00 (0.52 , 1.90) 0.9960 -0.01 (-3.31 , 3.29) 0.9960   
>=30 - <=300 2216 87 (3.9%)  2255 62 (2.7%) 0.69 (0.50 , 0.97) 0.0310 0.70 (0.51 , 0.97) 0.0311 -1.16 (-2.22 , -0.11) 0.0303   
>300 2518 185 (7.3%)  2501 133 (5.3%) 0.71 (0.56 , 0.89) 0.0033 0.72 (0.58 , 0.90) 0.0033 -2.03 (-3.38 , -0.69) 0.0031   

Renal and urinary disorders: Acute kidney injury            0.9577  
<30 352 11 (3.1%)  334 8 (2.4%) 0.76 (0.30 , 1.92) 0.5660 0.77 (0.31 , 1.89) 0.5661 -0.72 (-3.17 , 1.73) 0.5634   
>=30 - <=300 2216 43 (1.9%)  2255 34 (1.5%) 0.78 (0.49 , 1.23) 0.2812 0.78 (0.50 , 1.22) 0.2812 -0.42 (-1.18 , 0.34) 0.2802   
>300 2518 64 (2.5%)  2501 54 (2.2%) 0.84 (0.58 , 1.21) 0.3538 0.84 (0.59 , 1.21) 0.3546 -0.40 (-1.23 , 0.44) 0.3529   

Respiratory, thoracic and mediastinal disorders: All            0.2789  
<30 352 14 (4.0%)  334 17 (5.1%) 1.30 (0.63 , 2.68) 0.4789 1.28 (0.64 , 2.56) 0.4791 1.13 (-2.00 , 4.25) 0.4791   
>=30 - <=300 2216 77 (3.5%)  2255 61 (2.7%) 0.78 (0.55 , 1.10) 0.1514 0.78 (0.56 , 1.09) 0.1514 -0.74 (-1.76 , 0.27) 0.1505   
>300 2518 88 (3.5%)  2501 61 (2.4%) 0.68 (0.49 , 0.95) 0.0231 0.69 (0.50 , 0.95) 0.0233 -1.09 (-2.02 , -0.16) 0.0223   

Study Number              
Any AE            0.1334  

D169AC00001 2149 674 (31.4%)  2149 594 (27.6%) 0.84 (0.73 , 0.95) 0.0075 0.88 (0.80 , 0.97) 0.0075 -3.72 (-6.45 , -1.00) 0.0074   
D1699C00001 962 482 (50.1%)  960 417 (43.4%) 0.76 (0.64 , 0.92) 0.0034 0.87 (0.79 , 0.95) 0.0035 -6.67 (-11.12 , -2.22) 0.0033   
D1693C00001 2950 1386 (47.0%)  2958 1327 (44.9%) 0.92 (0.83 , 1.02) 0.1018 0.95 (0.90 , 1.01) 0.1019 -2.12 (-4.66 , 0.42) 0.1017   

Cardiac disorders: All            0.0487  
D169AC00001 2149 182 (8.5%)  2149 128 (6.0%) 0.68 (0.54 , 0.87) 0.0015 0.70 (0.57 , 0.87) 0.0016 -2.51 (-4.06 , -0.97) 0.0014   
D1699C00001 962 311 (32.3%)  960 252 (26.3%) 0.75 (0.61 , 0.91) 0.0035 0.81 (0.71 , 0.93) 0.0035 -6.08 (-10.14 , -2.02) 0.0033   
D1693C00001 2950 553 (18.7%)  2958 517 (17.5%) 0.92 (0.80 , 1.05) 0.2059 0.93 (0.84 , 1.04) 0.2060 -1.27 (-3.23 , 0.70) 0.2058   

Cardiac disorders: Atrial fibrillation            0.0729  
D169AC00001 2149 17 (0.8%)  2149 6 (0.3%) 0.35 (0.14 , 0.89) 0.0278 0.35 (0.14 , 0.89) 0.0280 -0.51 (-0.95 , -0.08) 0.0214   
D1699C00001 962 20 (2.1%)  960 6 (0.6%) 0.30 (0.12 , 0.74) 0.0093 0.30 (0.12 , 0.75) 0.0095 -1.45 (-2.48 , -0.42) 0.0057   
D1693C00001 2950 66 (2.2%)  2958 51 (1.7%) 0.77 (0.53 , 1.11) 0.1581 0.77 (0.54 , 1.11) 0.1582 -0.51 (-1.22 , 0.20) 0.1569   

Cardiac disorders: Cardiac failure            0.7278  
D169AC00001 2149 48 (2.2%)  2149 35 (1.6%) 0.72 (0.47 , 1.13) 0.1513 0.73 (0.47 , 1.12) 0.1514 -0.60 (-1.43 , 0.22) 0.1495   
D1699C00001 962 183 (19.0%)  960 132 (13.8%) 0.68 (0.53 , 0.87) 0.0019 0.72 (0.59 , 0.89) 0.0019 -5.27 (-8.57 , -1.97) 0.0017   
D1693C00001 2950 97 (3.3%)  2958 81 (2.7%) 0.83 (0.61 , 1.12) 0.2171 0.83 (0.62 , 1.11) 0.2171 -0.55 (-1.42 , 0.32) 0.2164   

General disorders and administration site conditions: All            0.9352  
D169AC00001 2149 31 (1.4%)  2149 25 (1.2%) 0.80 (0.47 , 1.37) 0.4205 0.81 (0.48 , 1.36) 0.4206 -0.28 (-0.96 , 0.40) 0.4196   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
D1699C00001 962 51 (5.3%)  960 44 (4.6%) 0.86 (0.57 , 1.30) 0.4681 0.86 (0.58 , 1.28) 0.4682 -0.72 (-2.66 , 1.22) 0.4676   
D1693C00001 2950 152 (5.2%)  2958 121 (4.1%) 0.79 (0.61 , 1.00) 0.0524 0.79 (0.63 , 1.00) 0.0525 -1.06 (-2.13 , 0.01) 0.0519   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.12.1 - Pooled IPD analysis: Serious adverse events (SAE) by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Study Number  (contd.)              

Infections and infestations: All            0.4301  
D169AC00001 2149 180 (8.4%)  2149 171 (8.0%) 0.95 (0.76 , 1.18) 0.6162 0.95 (0.78 , 1.16) 0.6162 -0.42 (-2.06 , 1.22) 0.6162   
D1699C00001 962 109 (11.3%)  960 83 (8.6%) 0.74 (0.55 , 1.00) 0.0503 0.76 (0.58 , 1.00) 0.0506 -2.68 (-5.36 , -0.01) 0.0494   
D1693C00001 2950 393 (13.3%)  2958 337 (11.4%) 0.84 (0.72 , 0.98) 0.0244 0.86 (0.75 , 0.98) 0.0245 -1.93 (-3.61 , -0.25) 0.0242   

Infections and infestations: Pneumonia            0.2712  
D169AC00001 2149 58 (2.7%)  2149 36 (1.7%) 0.61 (0.40 , 0.94) 0.0230 0.62 (0.41 , 0.94) 0.0231 -1.02 (-1.90 , -0.15) 0.0217   
D1699C00001 962 43 (4.5%)  960 31 (3.2%) 0.71 (0.45 , 1.14) 0.1593 0.72 (0.46 , 1.14) 0.1596 -1.24 (-2.96 , 0.48) 0.1572   
D1693C00001 2950 115 (3.9%)  2958 105 (3.5%) 0.91 (0.69 , 1.19) 0.4794 0.91 (0.70 , 1.18) 0.4794 -0.35 (-1.31 , 0.62) 0.4792   

Metabolism and nutrition disorders: All            0.1444  
D169AC00001 2149 75 (3.5%)  2149 44 (2.0%) 0.58 (0.40 , 0.84) 0.0044 0.59 (0.41 , 0.85) 0.0044 -1.44 (-2.42 , -0.46) 0.0039   
D1699C00001 962 25 (2.6%)  960 28 (2.9%) 1.13 (0.65 , 1.95) 0.6706 1.12 (0.66 , 1.91) 0.6706 0.32 (-1.15 , 1.78) 0.6704   
D1693C00001 2950 158 (5.4%)  2958 114 (3.9%) 0.71 (0.55 , 0.91) 0.0061 0.72 (0.57 , 0.91) 0.0061 -1.50 (-2.57 , -0.43) 0.0059   

Renal and urinary disorders: All            0.9697  
D169AC00001 2149 143 (6.7%)  2149 107 (5.0%) 0.74 (0.57 , 0.95) 0.0194 0.75 (0.59 , 0.95) 0.0195 -1.68 (-3.07 , -0.28) 0.0189   
D1699C00001 962 51 (5.3%)  960 36 (3.8%) 0.70 (0.45 , 1.08) 0.1035 0.71 (0.47 , 1.07) 0.1038 -1.55 (-3.41 , 0.31) 0.1016   
D1693C00001 2950 147 (5.0%)  2958 107 (3.6%) 0.72 (0.55 , 0.92) 0.0100 0.73 (0.57 , 0.93) 0.0100 -1.37 (-2.40 , -0.33) 0.0096   

Renal and urinary disorders: Acute kidney injury            0.6365  
D169AC00001 2149 44 (2.0%)  2149 36 (1.7%) 0.82 (0.52 , 1.27) 0.3674 0.82 (0.53 , 1.27) 0.3674 -0.37 (-1.18 , 0.44) 0.3665   
D1699C00001 962 27 (2.8%)  960 16 (1.7%) 0.59 (0.31 , 1.10) 0.0947 0.59 (0.32 , 1.09) 0.0950 -1.14 (-2.46 , 0.18) 0.0908   
D1693C00001 2950 74 (2.5%)  2958 61 (2.1%) 0.82 (0.58 , 1.15) 0.2518 0.82 (0.59 , 1.15) 0.2519 -0.45 (-1.21 , 0.32) 0.2511   

Respiratory, thoracic and mediastinal disorders: All            0.0534  
D169AC00001 2149 51 (2.4%)  2149 35 (1.6%) 0.68 (0.44 , 1.05) 0.0831 0.69 (0.45 , 1.05) 0.0833 -0.74 (-1.58 , 0.09) 0.0813   
D1699C00001 962 53 (5.5%)  960 22 (2.3%) 0.40 (0.24 , 0.67) 0.0004 0.42 (0.26 , 0.68) 0.0004 -3.22 (-4.94 , -1.49) 0.0003   
D1693C00001 2950 129 (4.4%)  2958 106 (3.6%) 0.81 (0.63 , 1.06) 0.1212 0.82 (0.64 , 1.05) 0.1213 -0.79 (-1.79 , 0.21) 0.1206   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio 

(95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Overall              
Any AE 6061 1560 (25.7%)  6067 1449 (23.9%) 0.90 (0.83 , 0.98) 0.0168 0.93 (0.87 , 0.99) 0.0157 -1.86 (-3.38 , -0.34) 0.0167  0.9284
Cardiac disorders: All 6061 624 (10.3%)  6067 537 (8.9%) 0.84 (0.75 , 0.95) 0.0064 0.86 (0.77 , 0.96) 0.0054 -1.44 (-2.48 , -0.41) 0.0062  0.2096
Cardiac disorders: Acute myocardial infarction 6061 122 (2.0%)  6067 117 (1.9%) 0.96 (0.74 , 1.24) 0.7472 0.96 (0.75 , 1.24) 0.7527 -0.09 (-0.58 , 0.41) 0.7351  0.3158
Cardiac disorders: Cardiac failure 6061 185 (3.1%)  6067 131 (2.2%) 0.69 (0.55 , 0.87) 0.0019 0.71 (0.57 , 0.88) 0.0018 -0.89 (-1.45 , -0.33) 0.0017  0.4450
Cardiac disorders: Cardiac failure congestive 6061 74 (1.2%)  6067 61 (1.0%) 0.83 (0.59 , 1.17) 0.2851 0.83 (0.59 , 1.17) 0.2870 -0.22 (-0.59 , 0.16) 0.2559  0.3182
Gastrointestinal disorders: All 6061 89 (1.5%)  6067 92 (1.5%) 1.03 (0.77 , 1.39) 0.8332 1.03 (0.77 , 1.38) 0.8358 0.05 (-0.38 , 0.48) 0.8287  0.4774
General disorders and administration site conditions: All 6061 160 (2.6%)  6067 127 (2.1%) 0.79 (0.62 , 1.00) 0.0483 0.79 (0.63 , 1.00) 0.0486 -0.55 (-1.09 , -0.01) 0.0469  0.6345
General disorders and administration site conditions: Death 6061 82 (1.4%)  6067 59 (1.0%) 0.72 (0.51 , 1.00) 0.0525 0.72 (0.52 , 1.00) 0.0528 -0.38 (-0.76 , 0.00) 0.0503  0.8291
Infections and infestations: All 6061 344 (5.7%)  6067 307 (5.1%) 0.88 (0.75 , 1.04) 0.1315 0.89 (0.77 , 1.03) 0.1271 -0.62 (-1.42 , 0.18) 0.1302  0.2612
Infections and infestations: Pneumonia 6061 105 (1.7%)  6067 82 (1.4%) 0.78 (0.58 , 1.04) 0.0900 0.78 (0.59 , 1.04) 0.0902 -0.38 (-0.82 , 0.06) 0.0881  0.8414
Injury, poisoning and procedural complications: All 6061 103 (1.7%)  6067 109 (1.8%) 1.06 (0.80 , 1.39) 0.6907 1.05 (0.81 , 1.38) 0.6957 0.10 (-0.37 , 0.56) 0.6852  0.4989
Metabolism and nutrition disorders: All 6061 131 (2.2%)  6067 101 (1.7%) 0.76 (0.58 , 0.99) 0.0420 0.76 (0.59 , 0.99) 0.0412 -0.50 (-0.98 , -0.01) 0.0453  0.0815
Musculoskeletal and connective tissue disorders: All 6061 70 (1.2%)  6067 65 (1.1%) 0.93 (0.66 , 1.31) 0.6692 0.93 (0.66 , 1.30) 0.6710 -0.08 (-0.46 , 0.29) 0.6568  0.6242
Neoplasms benign, malignant and unspecified (incl cysts and polyps): All 6061 144 (2.4%)  6067 147 (2.4%) 1.02 (0.81 , 1.29) 0.8845 1.02 (0.81 , 1.28) 0.8916 0.05 (-0.50 , 0.59) 0.8688  0.2701
Nervous system disorders: All 6061 204 (3.4%)  6067 185 (3.0%) 0.90 (0.74 , 1.11) 0.3209 0.91 (0.75 , 1.10) 0.3232 -0.32 (-0.94 , 0.31) 0.3194  0.7876
Renal and urinary disorders: All 6061 206 (3.4%)  6067 165 (2.7%) 0.80 (0.65 , 0.98) 0.0325 0.80 (0.66 , 0.98) 0.0327 -0.68 (-1.29 , -0.07) 0.0299  0.3549
Renal and urinary disorders: Acute kidney injury 6061 83 (1.4%)  6067 76 (1.3%) 0.92 (0.67 , 1.27) 0.6248 0.92 (0.68 , 1.27) 0.6250 -0.12 (-0.52 , 0.29) 0.5716  0.1277
Respiratory, thoracic and mediastinal disorders: All 6061 145 (2.4%)  6067 104 (1.7%) 0.71 (0.55 , 0.92) 0.0098 0.72 (0.56 , 0.92) 0.0100 -0.68 (-1.18 , -0.17) 0.0083  0.3388
Vascular disorders: All 6061 123 (2.0%)  6067 120 (2.0%) 0.97 (0.75 , 1.26) 0.8355 0.97 (0.76 , 1.25) 0.8316 -0.05 (-0.55 , 0.45) 0.8357  0.7774

Sex              
Any AE            0.4219  

Male 4108 1087 (26.5%)  4149 1035 (24.9%) 0.92 (0.83 , 1.02) 0.1090 0.94 (0.88 , 1.01) 0.1006 -1.53 (-3.39 , 0.34) 0.1089   
Female 1953 473 (24.2%)  1918 414 (21.6%) 0.86 (0.74 , 1.00) 0.0460 0.89 (0.79 , 1.00) 0.0464 -2.67 (-5.29 , -0.05) 0.0457   

Cardiac disorders: All            0.2974  
Male 4108 447 (10.9%)  4149 400 (9.6%) 0.87 (0.76 , 1.01) 0.0691 0.89 (0.78 , 1.01) 0.0606 -1.20 (-2.50 , 0.09) 0.0676   
Female 1953 177 (9.1%)  1918 137 (7.1%) 0.75 (0.60 , 0.96) 0.0196 0.78 (0.63 , 0.96) 0.0193 -2.03 (-3.72 , -0.34) 0.0189   

Cardiac disorders: Cardiac failure            0.1632  
Male 4108 130 (3.2%)  4149 101 (2.4%) 0.77 (0.59 , 1.01) 0.0632 0.78 (0.61 , 1.00) 0.0545 -0.67 (-1.37 , 0.03) 0.0593   
Female 1953 55 (2.8%)  1918 30 (1.6%) 0.52 (0.33 , 0.83) 0.0056 0.54 (0.35 , 0.84) 0.0064 -1.34 (-2.25 , -0.44) 0.0037   

General disorders and administration site conditions: All            0.7867  
Male 4108 113 (2.8%)  4149 92 (2.2%) 0.80 (0.61 , 1.06) 0.1262 0.81 (0.62 , 1.06) 0.1280 -0.53 (-1.19 , 0.14) 0.1238   
Female 1953 47 (2.4%)  1918 35 (1.8%) 0.75 (0.48 , 1.17) 0.2049 0.75 (0.49 , 1.16) 0.2035 -0.59 (-1.49 , 0.31) 0.2011   

Metabolism and nutrition disorders: All            0.8682  
Male 4108 88 (2.1%)  4149 68 (1.6%) 0.76 (0.55 , 1.04) 0.0865 0.76 (0.55 , 1.04) 0.0856 -0.52 (-1.10 , 0.07) 0.0842   
Female 1953 43 (2.2%)  1918 33 (1.7%) 0.72 (0.45 , 1.16) 0.1809 0.72 (0.45 , 1.16) 0.1790 -0.47 (-1.34 , 0.40) 0.2933   

Renal and urinary disorders: All            0.0747  
Male 4108 157 (3.8%)  4149 113 (2.7%) 0.71 (0.55 , 0.90) 0.0057 0.72 (0.56 , 0.91) 0.0058 -1.09 (-1.86 , -0.33) 0.0052   
Female 1953 49 (2.5%)  1918 52 (2.7%) 1.08 (0.73 , 1.61) 0.6906 1.08 (0.73 , 1.59) 0.6910 0.20 (-0.81 , 1.21) 0.6965   

Respiratory, thoracic and mediastinal disorders: All            0.3811  
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)

Page 2 of 14

 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%)
Odds Ratio

(95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

Male 4108 93 (2.3%)  4149 73 (1.8%) 0.77 (0.57 , 1.05) 0.1039 0.78 (0.57 , 1.05) 0.1052 -0.51 (-1.12 , 0.09) 0.0974   
Female 1953 52 (2.7%)  1918 31 (1.6%) 0.60 (0.38 , 0.95) 0.0287 0.61 (0.39 , 0.95) 0.0290 -1.05 (-1.96 , -0.14) 0.0242   
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DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Age (years)              

Any AE            0.3849  
<=65 years 3144 710 (22.6%)  3171 645 (20.3%) 0.87 (0.77 , 0.99) 0.0300 0.90 (0.82 , 0.99) 0.0281 -2.22 (-4.23 , -0.22) 0.0296   
>65 years 2917 850 (29.1%)  2896 804 (27.8%) 0.93 (0.83 , 1.05) 0.2420 0.95 (0.88 , 1.03) 0.2257 -1.37 (-3.67 , 0.93) 0.2418   

Cardiac disorders: All            0.5305  
<=65 years 3144 271 (8.6%)  3171 225 (7.1%) 0.81 (0.67 , 0.98) 0.0273 0.83 (0.70 , 0.98) 0.0246 -1.48 (-2.79 , -0.18) 0.0262   
>65 years 2917 353 (12.1%)  2896 312 (10.8%) 0.87 (0.74 , 1.03) 0.1010 0.89 (0.77 , 1.02) 0.0922 -1.36 (-2.98 , 0.26) 0.0998   

Cardiac disorders: Cardiac failure            0.7707  
<=65 years 3144 67 (2.1%)  3171 49 (1.5%) 0.73 (0.50 , 1.07) 0.1112 0.74 (0.52 , 1.06) 0.1025 -0.54 (-1.19 , 0.10) 0.1002   
>65 years 2917 118 (4.0%)  2896 82 (2.8%) 0.68 (0.50 , 0.90) 0.0083 0.69 (0.53 , 0.91) 0.0081 -1.25 (-2.17 , -0.33) 0.0079   

General disorders and administration site conditions: All            0.1827  
<=65 years 3144 79 (2.5%)  3171 53 (1.7%) 0.66 (0.46 , 0.94) 0.0229 0.67 (0.47 , 0.95) 0.0230 -0.83 (-1.53 , -0.13) 0.0206   
>65 years 2917 81 (2.8%)  2896 74 (2.6%) 0.92 (0.66 , 1.26) 0.5913 0.92 (0.67 , 1.25) 0.5932 -0.23 (-1.05 , 0.60) 0.5906   

Metabolism and nutrition disorders: All            0.1897  
<=65 years 3144 66 (2.1%)  3171 43 (1.4%) 0.63 (0.42 , 0.93) 0.0205 0.63 (0.43 , 0.93) 0.0206 -0.75 (-1.39 , -0.11) 0.0224   
>65 years 2917 65 (2.2%)  2896 58 (2.0%) 0.90 (0.62 , 1.29) 0.5617 0.90 (0.63 , 1.28) 0.5548 -0.22 (-0.96 , 0.52) 0.5651   

Renal and urinary disorders: All            0.1850  
<=65 years 3144 109 (3.5%)  3171 77 (2.4%) 0.69 (0.52 , 0.93) 0.0157 0.70 (0.53 , 0.94) 0.0158 -1.03 (-1.87 , -0.20) 0.0152   
>65 years 2917 97 (3.3%)  2896 88 (3.0%) 0.92 (0.68 , 1.24) 0.5815 0.92 (0.69 , 1.23) 0.5884 -0.28 (-1.19 , 0.62) 0.5366   

Respiratory, thoracic and mediastinal disorders: All            0.8678  
<=65 years 3144 61 (1.9%)  3171 45 (1.4%) 0.74 (0.50 , 1.10) 0.1344 0.75 (0.51 , 1.10) 0.1352 -0.52 (-1.16 , 0.11) 0.1062   
>65 years 2917 84 (2.9%)  2896 59 (2.0%) 0.71 (0.50 , 0.99) 0.0439 0.71 (0.51 , 0.99) 0.0452 -0.84 (-1.63 , -0.04) 0.0387   

Region              
Any AE            0.6498  

Latin America 965 243 (25.2%)  995 212 (21.3%) 0.81 (0.65 , 1.00) 0.0467 0.85 (0.73 , 1.00) 0.0521 -3.77 (-7.48 , -0.06) 0.0463   
Asia/Pacific 1256 209 (16.6%)  1277 192 (15.0%) 0.90 (0.72 , 1.11) 0.3246 0.91 (0.76 , 1.09) 0.3108 -1.41 (-4.21 , 1.39) 0.3243   
Europe 2263 560 (24.7%)  2260 538 (23.8%) 0.95 (0.83 , 1.08) 0.4249 0.96 (0.87 , 1.06) 0.4397 -1.01 (-3.50 , 1.47) 0.4247   
North America 1577 548 (34.7%)  1535 507 (33.0%) 0.92 (0.79 , 1.07) 0.2974 0.95 (0.86 , 1.04) 0.2649 -1.75 (-5.02 , 1.53) 0.2953   

Cardiac disorders: All            0.6341  
Latin America 965 82 (8.5%)  995 77 (7.7%) 0.89 (0.64 , 1.25) 0.5000 0.90 (0.68 , 1.21) 0.4899 -0.81 (-3.16 , 1.54) 0.4987   
Asia/Pacific 1256 73 (5.8%)  1277 51 (4.0%) 0.68 (0.47 , 0.99) 0.0454 0.69 (0.49 , 0.98) 0.0400 -1.71 (-3.36 , -0.05) 0.0429   
Europe 2263 246 (10.9%)  2260 218 (9.6%) 0.86 (0.71 , 1.05) 0.1403 0.88 (0.74 , 1.04) 0.1276 -1.32 (-3.07 , 0.43) 0.1388   
North America 1577 223 (14.1%)  1535 191 (12.4%) 0.87 (0.70 , 1.07) 0.1872 0.89 (0.74 , 1.06) 0.1890 -1.60 (-3.96 , 0.76) 0.1828   

Cardiac disorders: Cardiac failure            0.4746  
Latin America 965 31 (3.2%)  995 22 (2.2%) 0.67 (0.38 , 1.20) 0.1765 0.70 (0.42 , 1.18) 0.1817 -0.99 (-2.38 , 0.40) 0.1635   
Asia/Pacific 1256 26 (2.1%)  1277 11 (0.9%) 0.42 (0.20 , 0.87) 0.0201 0.44 (0.22 , 0.88) 0.0208 -1.20 (-2.12 , -0.28) 0.0107   
Europe 2263 109 (4.8%)  2260 82 (3.6%) 0.72 (0.54 , 0.98) 0.0336 0.74 (0.56 , 0.97) 0.0315 -1.27 (-2.43 , -0.12) 0.0307   
North America 1577 19 (1.2%)  1535 16 (1.0%) 0.93 (0.46 , 1.88) 0.8441 0.93 (0.47 , 1.83) 0.8269 -0.09 (-0.82 , 0.64) 0.8109   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Region  (contd.)              

General disorders and administration site conditions: All            0.5898  
Latin America 965 14 (1.5%)  995 15 (1.5%) 0.98 (0.45 , 2.11) 0.9538 0.98 (0.46 , 2.06) 0.9507 0.04 (-1.03 , 1.11) 0.9400   
Asia/Pacific 1256 15 (1.2%)  1277 16 (1.3%) 1.05 (0.51 , 2.16) 0.8942 1.05 (0.52 , 2.09) 0.8989 0.06 (-0.79 , 0.90) 0.8930   
Europe 2263 72 (3.2%)  2260 59 (2.6%) 0.81 (0.57 , 1.15) 0.2370 0.82 (0.58 , 1.14) 0.2371 -0.59 (-1.57 , 0.39) 0.2360   
North America 1577 59 (3.7%)  1535 37 (2.4%) 0.64 (0.42 , 0.97) 0.0341 0.65 (0.43 , 0.97) 0.0347 -1.34 (-2.55 , -0.13) 0.0303   

Metabolism and nutrition disorders: All            0.2604  
Latin America 965 14 (1.5%)  995 18 (1.8%) 1.23 (0.61 , 2.49) 0.5660 1.22 (0.61 , 2.44) 0.5672 0.39 (-0.73 , 1.51) 0.4910   
Asia/Pacific 1256 27 (2.1%)  1277 13 (1.0%) 0.48 (0.24 , 0.96) 0.0373 0.49 (0.25 , 0.96) 0.0379 -1.10 (-2.06 , -0.13) 0.0269   
Europe 2263 33 (1.5%)  2260 31 (1.4%) 0.89 (0.54 , 1.49) 0.6693 0.89 (0.54 , 1.48) 0.6650 -0.08 (-0.77 , 0.60) 0.8107   
North America 1577 57 (3.6%)  1535 39 (2.5%) 0.69 (0.46 , 1.04) 0.0795 0.70 (0.47 , 1.04) 0.0801 -1.13 (-2.34 , 0.08) 0.0677   

Renal and urinary disorders: All            0.6011  
Latin America 965 41 (4.2%)  995 31 (3.1%) 0.75 (0.47 , 1.22) 0.2498 0.77 (0.49 , 1.21) 0.2501 -0.97 (-2.63 , 0.68) 0.2483   
Asia/Pacific 1256 27 (2.1%)  1277 21 (1.6%) 0.76 (0.43 , 1.36) 0.3632 0.77 (0.44 , 1.36) 0.3648 -0.52 (-1.58 , 0.55) 0.3413   
Europe 2263 64 (2.8%)  2260 44 (1.9%) 0.69 (0.46 , 1.01) 0.0591 0.69 (0.47 , 1.02) 0.0600 -0.88 (-1.77 , 0.01) 0.0526   
North America 1577 74 (4.7%)  1535 69 (4.5%) 0.96 (0.69 , 1.35) 0.8332 0.97 (0.70 , 1.33) 0.8299 -0.16 (-1.63 , 1.31) 0.8265   

Respiratory, thoracic and mediastinal disorders: All            0.8917  
Latin America 965 16 (1.7%)  995 16 (1.6%) 0.94 (0.46 , 1.90) 0.8546 0.94 (0.47 , 1.87) 0.8498 -0.10 (-1.22 , 1.03) 0.8664   
Asia/Pacific 1256 11 (0.9%)  1277 9 (0.7%) 0.82 (0.33 , 2.05) 0.6730 0.82 (0.33 , 2.03) 0.6704 -0.17 (-0.86 , 0.52) 0.6275   
Europe 2263 44 (1.9%)  2260 29 (1.3%) 0.72 (0.44 , 1.19) 0.2033 0.73 (0.45 , 1.19) 0.2081 -0.66 (-1.40 , 0.07) 0.0765   
North America 1577 74 (4.7%)  1535 50 (3.3%) 0.68 (0.47 , 0.99) 0.0422 0.69 (0.49 , 0.99) 0.0421 -1.44 (-2.81 , -0.07) 0.0390   

Race              
Any AE            0.1052  

White 4141 1164 (28.1%)  4139 1113 (26.9%) 0.94 (0.85 , 1.03) 0.1791 0.95 (0.89 , 1.02) 0.1724 -1.31 (-3.23 , 0.60) 0.1790   
Black or African American 249 94 (37.8%)  251 62 (24.7%) 0.56 (0.38 , 0.83) 0.0037 0.69 (0.53 , 0.89) 0.0051 -11.91 (-19.84 , -3.98) 0.0032   
Asian 1362 223 (16.4%)  1373 197 (14.3%) 0.86 (0.70 , 1.07) 0.1710 0.88 (0.74 , 1.05) 0.1538 -1.86 (-4.53 , 0.80) 0.1701   
Other 309 79 (25.6%)  304 77 (25.3%) 0.97 (0.67 , 1.40) 0.8677 0.99 (0.76 , 1.29) 0.9280 -0.57 (-7.39 , 6.25) 0.8697   

Cardiac disorders: All            0.2182  
White 4141 490 (11.8%)  4139 433 (10.5%) 0.87 (0.75 , 0.99) 0.0408 0.88 (0.78 , 0.99) 0.0356 -1.41 (-2.76 , -0.07) 0.0397   
Black or African American 249 37 (14.9%)  251 21 (8.4%) 0.56 (0.30 , 1.03) 0.0620 0.67 (0.42 , 1.07) 0.0945 -5.66 (-10.95 , -0.37) 0.0360   
Asian 1362 77 (5.7%)  1373 56 (4.1%) 0.72 (0.50 , 1.03) 0.0718 0.73 (0.52 , 1.02) 0.0626 -1.47 (-3.06 , 0.11) 0.0685   
Other 309 20 (6.5%)  304 27 (8.9%) 1.35 (0.71 , 2.58) 0.3568 1.33 (0.75 , 2.35) 0.3254 2.07 (-2.01 , 6.16) 0.3194   

Cardiac disorders: Cardiac failure            0.1435  
White 4141 150 (3.6%)  4139 105 (2.5%) 0.69 (0.53 , 0.89) 0.0045 0.70 (0.55 , 0.89) 0.0040 -1.08 (-1.81 , -0.35) 0.0039   
Black or African American 249 7 (2.8%)  251 11 (4.4%) 1.76 (0.64 , 4.86) 0.2735 1.58 (0.68 , 3.67) 0.2865 2.88 (-2.06 , 7.82) 0.2533   
Asian 1362 24 (1.8%)  1373 10 (0.7%) 0.44 (0.20 , 0.93) 0.0319 0.45 (0.22 , 0.94) 0.0327 -1.02 (-1.84 , -0.21) 0.0137   
Other 309 4 (1.3%)  304 5 (1.6%) 1.12 (0.28 , 4.47) 0.8710 1.12 (0.32 , 3.93) 0.8651 0.36 (-3.99 , 4.71) 0.8701   

General disorders and administration site conditions: All            0.4639  
White 4141 119 (2.9%)  4139 97 (2.3%) 0.81 (0.61 , 1.06) 0.1189 0.81 (0.62 , 1.06) 0.1194 -0.55 (-1.23 , 0.14) 0.1173   
Black or African American 249 14 (5.6%)  251 6 (2.4%) 0.46 (0.18 , 1.20) 0.1121 0.48 (0.20 , 1.19) 0.1147 -2.90 (-6.30 , 0.49) 0.0940   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
Asian 1362 23 (1.7%)  1373 17 (1.2%) 0.76 (0.39 , 1.46) 0.4089 0.77 (0.41 , 1.45) 0.4170 -0.43 (-1.32 , 0.46) 0.3420   
Other 309 4 (1.3%)  304 7 (2.3%) 1.58 (0.50 , 5.03) 0.4384 1.55 (0.51 , 4.73) 0.4427 0.99 (-1.09 , 3.07) 0.3524   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Race  (contd.)              

Metabolism and nutrition disorders: All            0.4058  
White 4141 86 (2.1%)  4139 76 (1.8%) 0.86 (0.63 , 1.18) 0.3546 0.86 (0.63 , 1.18) 0.3499 -0.25 (-0.84 , 0.35) 0.4189   
Black or African American 249 11 (4.4%)  251 4 (1.6%) 0.41 (0.13 , 1.26) 0.1190 0.42 (0.14 , 1.25) 0.1205 -2.59 (-5.53 , 0.36) 0.0848   
Asian 1362 29 (2.1%)  1373 16 (1.2%) 0.55 (0.30 , 1.03) 0.0637 0.56 (0.30 , 1.03) 0.0640 -0.93 (-1.88 , 0.02) 0.0552   
Other 309 5 (1.6%)  304 5 (1.6%) 1.02 (0.28 , 3.67) 0.9765 1.02 (0.29 , 3.58) 0.9785 0.05 (-2.07 , 2.18) 0.9597   

Renal and urinary disorders: All            0.6814  
White 4141 149 (3.6%)  4139 127 (3.1%) 0.85 (0.67 , 1.09) 0.1953 0.86 (0.68 , 1.08) 0.1979 -0.52 (-1.29 , 0.25) 0.1882   
Black or African American 249 17 (6.8%)  251 8 (3.2%) 0.48 (0.19 , 1.20) 0.1166 0.50 (0.21 , 1.20) 0.1212 -3.78 (-7.66 , 0.10) 0.0560   
Asian 1362 24 (1.8%)  1373 20 (1.5%) 0.82 (0.44 , 1.50) 0.5164 0.82 (0.45 , 1.49) 0.5148 -0.33 (-1.27 , 0.62) 0.4968   
Other 309 16 (5.2%)  304 10 (3.3%) 0.69 (0.30 , 1.56) 0.3717 0.71 (0.33 , 1.53) 0.3817 -1.93 (-5.26 , 1.41) 0.2580   

Respiratory, thoracic and mediastinal disorders: All            0.8748  
White 4141 111 (2.7%)  4139 84 (2.0%) 0.75 (0.56 , 1.00) 0.0536 0.76 (0.57 , 1.01) 0.0549 -0.66 (-1.32 , -0.01) 0.0461   
Black or African American 249 11 (4.4%)  251 5 (2.0%) 0.47 (0.15 , 1.51) 0.2058 0.48 (0.16 , 1.50) 0.2076 -2.25 (-5.31 , 0.80) 0.1479   
Asian 1362 13 (1.0%)  1373 9 (0.7%) 0.70 (0.29 , 1.66) 0.4165 0.70 (0.30 , 1.65) 0.4155 -0.30 (-0.97 , 0.37) 0.3850   
Other 309 10 (3.2%)  304 6 (2.0%) 0.61 (0.21 , 1.73) 0.3515 0.62 (0.23 , 1.69) 0.3481 -1.30 (-3.95 , 1.34) 0.3338   

Baseline eGFR Group 1              
Any AE            0.7475  

< 45mL/min/1,73m2 1700 406 (23.9%)  1724 389 (22.6%) 0.93 (0.79 , 1.09) 0.3739 0.94 (0.84 , 1.06) 0.3273 -1.26 (-4.04 , 1.52) 0.3733   
>= 45mL/min/1,73m2 4361 1154 (26.5%)  4342 1059 (24.4%) 0.89 (0.81 , 0.98) 0.0215 0.92 (0.86 , 0.99) 0.0239 -2.13 (-3.94 , -0.32) 0.0213   

Cardiac disorders: All            0.0679  
< 45mL/min/1,73m2 1700 167 (9.8%)  1724 122 (7.1%) 0.69 (0.53 , 0.88) 0.0033 0.72 (0.58 , 0.89) 0.0027 -2.72 (-4.52 , -0.91) 0.0031   
>= 45mL/min/1,73m2 4361 457 (10.5%)  4342 414 (9.5%) 0.90 (0.78 , 1.03) 0.1314 0.91 (0.80 , 1.03) 0.1250 -0.97 (-2.22 , 0.29) 0.1305   

Cardiac disorders: Cardiac failure            0.4855  
< 45mL/min/1,73m2 1700 68 (4.0%)  1724 44 (2.6%) 0.61 (0.41 , 0.91) 0.0149 0.64 (0.44 , 0.91) 0.0147 -1.45 (-2.61 , -0.29) 0.0145   
>= 45mL/min/1,73m2 4361 117 (2.7%)  4342 87 (2.0%) 0.74 (0.55 , 0.98) 0.0366 0.75 (0.57 , 0.98) 0.0348 -0.67 (-1.30 , -0.05) 0.0349   

General disorders and administration site conditions: All            0.8924  
< 45mL/min/1,73m2 1700 37 (2.2%)  1724 29 (1.7%) 0.76 (0.46 , 1.26) 0.2910 0.77 (0.48 , 1.24) 0.2838 -0.49 (-1.41 , 0.42) 0.2908   
>= 45mL/min/1,73m2 4361 123 (2.8%)  4342 98 (2.3%) 0.79 (0.60 , 1.04) 0.0922 0.80 (0.61 , 1.04) 0.0931 -0.57 (-1.23 , 0.09) 0.0890   

Metabolism and nutrition disorders: All            0.5861  
< 45mL/min/1,73m2 1700 33 (1.9%)  1724 29 (1.7%) 0.85 (0.50 , 1.43) 0.5384 0.85 (0.51 , 1.42) 0.5383 -0.26 (-1.15 , 0.64) 0.5754   
>= 45mL/min/1,73m2 4361 98 (2.2%)  4342 71 (1.6%) 0.72 (0.53 , 0.98) 0.0370 0.72 (0.53 , 0.98) 0.0362 -0.62 (-1.20 , -0.04) 0.0360   

Renal and urinary disorders: All            0.9518  
< 45mL/min/1,73m2 1700 96 (5.6%)  1724 77 (4.5%) 0.79 (0.58 , 1.07) 0.1257 0.80 (0.59 , 1.07) 0.1263 -1.17 (-2.64 , 0.30) 0.1174   
>= 45mL/min/1,73m2 4361 110 (2.5%)  4342 88 (2.0%) 0.80 (0.60 , 1.06) 0.1263 0.81 (0.61 , 1.06) 0.1273 -0.50 (-1.12 , 0.13) 0.1189   

Respiratory, thoracic and mediastinal disorders: All            0.6930  
< 45mL/min/1,73m2 1700 33 (1.9%)  1724 22 (1.3%) 0.66 (0.38 , 1.15) 0.1417 0.67 (0.39 , 1.15) 0.1417 -0.65 (-1.50 , 0.19) 0.1270   
>= 45mL/min/1,73m2 4361 112 (2.6%)  4342 82 (1.9%) 0.75 (0.56 , 1.00) 0.0510 0.75 (0.57 , 1.00) 0.0522 -0.69 (-1.31 , -0.07) 0.0301   

Baseline eGFR Group 2              
Any AE            0.5651  
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
< 60mL/min/1,73m2 3549 882 (24.9%)  3479 814 (23.4%) 0.93 (0.83 , 1.04) 0.1950 0.95 (0.87 , 1.03) 0.1738 -1.30 (-3.26 , 0.66) 0.1947   
>= 60mL/min/1,73m2 2512 678 (27.0%)  2587 634 (24.5%) 0.88 (0.78 , 1.00) 0.0457 0.91 (0.83 , 1.00) 0.0519 -2.46 (-4.85 , -0.06) 0.0446   
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Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Baseline eGFR Group 2  (contd.)              

Cardiac disorders: All            0.7293  
< 60mL/min/1,73m2 3549 369 (10.4%)  3479 306 (8.8%) 0.83 (0.70 , 0.97) 0.0228 0.85 (0.73 , 0.97) 0.0195 -1.57 (-2.92 , -0.23) 0.0220   
>= 60mL/min/1,73m2 2512 255 (10.2%)  2587 230 (8.9%) 0.87 (0.72 , 1.04) 0.1321 0.88 (0.74 , 1.04) 0.1351 -1.24 (-2.85 , 0.37) 0.1303   

Cardiac disorders: Cardiac failure            0.6229  
< 60mL/min/1,73m2 3549 142 (4.0%)  3479 97 (2.8%) 0.67 (0.51 , 0.87) 0.0033 0.69 (0.54 , 0.88) 0.0031 -1.25 (-2.08 , -0.43) 0.0030   
>= 60mL/min/1,73m2 2512 43 (1.7%)  2587 34 (1.3%) 0.78 (0.49 , 1.23) 0.2817 0.78 (0.50 , 1.23) 0.2829 -0.40 (-1.07 , 0.27) 0.2471   

General disorders and administration site conditions: All            0.8379  
< 60mL/min/1,73m2 3549 90 (2.5%)  3479 68 (2.0%) 0.77 (0.56 , 1.07) 0.1181 0.78 (0.57 , 1.07) 0.1193 -0.57 (-1.25 , 0.12) 0.1064   
>= 60mL/min/1,73m2 2512 70 (2.8%)  2587 59 (2.3%) 0.82 (0.57 , 1.16) 0.2542 0.82 (0.58 , 1.15) 0.2535 -0.50 (-1.36 , 0.36) 0.2546   

Metabolism and nutrition disorders: All            0.1154  
< 60mL/min/1,73m2 3549 68 (1.9%)  3479 61 (1.8%) 0.92 (0.64 , 1.31) 0.6391 0.92 (0.65 , 1.30) 0.6344 -0.13 (-0.76 , 0.49) 0.6776   
>= 60mL/min/1,73m2 2512 63 (2.5%)  2587 39 (1.5%) 0.60 (0.40 , 0.89) 0.0120 0.60 (0.41 , 0.89) 0.0121 -1.00 (-1.77 , -0.23) 0.0112   

Renal and urinary disorders: All            0.1369  
< 60mL/min/1,73m2 3549 148 (4.2%)  3479 128 (3.7%) 0.89 (0.69 , 1.13) 0.3312 0.89 (0.71 , 1.13) 0.3428 -0.47 (-1.38 , 0.44) 0.3113   
>= 60mL/min/1,73m2 2512 58 (2.3%)  2587 37 (1.4%) 0.62 (0.41 , 0.94) 0.0241 0.62 (0.41 , 0.94) 0.0243 -0.88 (-1.62 , -0.13) 0.0208   

Respiratory, thoracic and mediastinal disorders: All            0.6850  
< 60mL/min/1,73m2 3549 80 (2.3%)  3479 53 (1.5%) 0.68 (0.48 , 0.97) 0.0347 0.69 (0.49 , 0.98) 0.0356 -0.71 (-1.34 , -0.07) 0.0293   
>= 60mL/min/1,73m2 2512 65 (2.6%)  2587 51 (2.0%) 0.76 (0.52 , 1.10) 0.1507 0.77 (0.53 , 1.10) 0.1514 -0.61 (-1.43 , 0.21) 0.1423   

Baseline systolic BP              
Any AE            0.7069  

<= 130 mmHg 2430 654 (26.9%)  2456 616 (25.1%) 0.92 (0.81 , 1.05) 0.2058 0.94 (0.86 , 1.03) 0.2100 -1.56 (-3.98 , 0.86) 0.2057   
> 130 mmHg 3631 906 (25.0%)  3611 833 (23.1%) 0.90 (0.80 , 1.00) 0.0482 0.92 (0.85 , 1.00) 0.0461 -1.97 (-3.93 , -0.02) 0.0479   

Cardiac disorders: All            0.4802  
<= 130 mmHg 2430 301 (12.4%)  2456 248 (10.1%) 0.80 (0.67 , 0.96) 0.0188 0.83 (0.71 , 0.96) 0.0156 -2.09 (-3.82 , -0.35) 0.0182   
> 130 mmHg 3631 323 (8.9%)  3611 289 (8.0%) 0.88 (0.75 , 1.04) 0.1399 0.89 (0.77 , 1.04) 0.1412 -0.96 (-2.23 , 0.31) 0.1389   

Cardiac disorders: Cardiac failure            0.7391  
<= 130 mmHg 2430 103 (4.2%)  2456 70 (2.9%) 0.67 (0.48 , 0.92) 0.0125 0.69 (0.51 , 0.92) 0.0114 -1.30 (-2.31 , -0.29) 0.0113   
> 130 mmHg 3631 82 (2.3%)  3611 61 (1.7%) 0.73 (0.52 , 1.02) 0.0678 0.74 (0.53 , 1.02) 0.0678 -0.60 (-1.23 , 0.04) 0.0664   

General disorders and administration site conditions: All            0.8292  
<= 130 mmHg 2430 73 (3.0%)  2456 59 (2.4%) 0.81 (0.57 , 1.16) 0.2485 0.82 (0.58 , 1.15) 0.2578 -0.56 (-1.46 , 0.35) 0.2286   
> 130 mmHg 3631 87 (2.4%)  3611 68 (1.9%) 0.78 (0.56 , 1.07) 0.1234 0.78 (0.57 , 1.07) 0.1226 -0.54 (-1.20 , 0.13) 0.1132   

Metabolism and nutrition disorders: All            0.2888  
<= 130 mmHg 2430 46 (1.9%)  2456 43 (1.8%) 0.92 (0.60 , 1.42) 0.6978 0.92 (0.60 , 1.40) 0.6876 -0.14 (-0.88 , 0.61) 0.7236   
> 130 mmHg 3631 85 (2.3%)  3611 58 (1.6%) 0.68 (0.48 , 0.95) 0.0251 0.68 (0.49 , 0.95) 0.0252 -0.74 (-1.38 , -0.10) 0.0239   

Renal and urinary disorders: All            0.4666  
<= 130 mmHg 2430 89 (3.7%)  2456 66 (2.7%) 0.73 (0.53 , 1.01) 0.0560 0.74 (0.54 , 1.01) 0.0562 -0.98 (-1.96 , 0.01) 0.0519   
> 130 mmHg 3631 117 (3.2%)  3611 99 (2.7%) 0.85 (0.65 , 1.12) 0.2508 0.86 (0.66 , 1.12) 0.2519 -0.46 (-1.24 , 0.32) 0.2468   

Respiratory, thoracic and mediastinal disorders: All            0.7270  
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)

Page 9 of 14

 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
<= 130 mmHg 2430 58 (2.4%)  2456 41 (1.7%) 0.70 (0.47 , 1.05) 0.0879 0.71 (0.48 , 1.05) 0.0875 -0.69 (-1.48 , 0.10) 0.0847   
> 130 mmHg 3631 87 (2.4%)  3611 63 (1.7%) 0.77 (0.55 , 1.08) 0.1263 0.78 (0.56 , 1.08) 0.1304 -0.66 (-1.32 , -0.01) 0.0474   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Heart Failure              

Any AE            0.7660  
Yes 1567 543 (34.7%)  1549 491 (31.7%) 0.88 (0.76 , 1.02) 0.0897 0.92 (0.83 , 1.01) 0.0902 -2.85 (-6.13 , 0.44) 0.0894   
No 4494 1017 (22.6%)  4518 958 (21.2%) 0.92 (0.83 , 1.01) 0.0916 0.94 (0.87 , 1.01) 0.0911 -1.46 (-3.15 , 0.24) 0.0916   

Cardiac disorders: All            0.1390  
Yes 1567 305 (19.5%)  1549 238 (15.4%) 0.75 (0.62 , 0.91) 0.0028 0.79 (0.68 , 0.92) 0.0029 -4.07 (-6.72 , -1.42) 0.0026   
No 4494 319 (7.1%)  4518 299 (6.6%) 0.92 (0.78 , 1.09) 0.3481 0.93 (0.80 , 1.08) 0.3566 -0.50 (-1.53 , 0.54) 0.3474   

Cardiac disorders: Cardiac failure            0.3126  
Yes 1567 138 (8.8%)  1549 91 (5.9%) 0.64 (0.49 , 0.84) 0.0016 0.66 (0.52 , 0.86) 0.0016 -2.96 (-4.78 , -1.15) 0.0014   
No 4494 47 (1.0%)  4518 40 (0.9%) 0.86 (0.56 , 1.32) 0.4796 0.86 (0.56 , 1.32) 0.4824 -0.16 (-0.57 , 0.24) 0.4327   

General disorders and administration site conditions: All            0.2875  
Yes 1567 68 (4.3%)  1549 61 (3.9%) 0.91 (0.64 , 1.30) 0.5979 0.91 (0.65 , 1.28) 0.6029 -0.38 (-1.78 , 1.01) 0.5890   
No 4494 92 (2.0%)  4518 66 (1.5%) 0.71 (0.51 , 0.97) 0.0342 0.71 (0.52 , 0.97) 0.0337 -0.59 (-1.13 , -0.05) 0.0322   

Metabolism and nutrition disorders: All            0.0156  
Yes 1567 26 (1.7%)  1549 34 (2.2%) 1.35 (0.79 , 2.30) 0.2719 1.34 (0.79 , 2.25) 0.2758 0.55 (-0.41 , 1.52) 0.2597   
No 4494 105 (2.3%)  4518 67 (1.5%) 0.63 (0.46 , 0.86) 0.0035 0.64 (0.47 , 0.86) 0.0035 -0.86 (-1.42 , -0.29) 0.0030   

Renal and urinary disorders: All            0.6434  
Yes 1567 62 (4.0%)  1549 45 (2.9%) 0.73 (0.49 , 1.09) 0.1272 0.75 (0.51 , 1.09) 0.1337 -1.03 (-2.31 , 0.25) 0.1136   
No 4494 144 (3.2%)  4518 120 (2.7%) 0.83 (0.65 , 1.06) 0.1261 0.83 (0.65 , 1.05) 0.1268 -0.54 (-1.24 , 0.15) 0.1254   

Respiratory, thoracic and mediastinal disorders: All            0.7375  
Yes 1567 50 (3.2%)  1549 37 (2.4%) 0.76 (0.49 , 1.18) 0.2175 0.77 (0.50 , 1.18) 0.2259 -0.78 (-1.94 , 0.37) 0.1844   
No 4494 95 (2.1%)  4518 67 (1.5%) 0.70 (0.51 , 0.96) 0.0249 0.70 (0.51 , 0.96) 0.0252 -0.63 (-1.18 , -0.09) 0.0232   

Type 2 Diabetes              
Any AE            0.3962  

Yes 4900 1353 (27.6%)  4892 1239 (25.3%) 0.89 (0.81 , 0.97) 0.0111 0.92 (0.86 , 0.98) 0.0102 -2.25 (-3.99 , -0.52) 0.0110   
No 1161 207 (17.8%)  1175 210 (17.9%) 0.99 (0.80 , 1.23) 0.9392 0.99 (0.84 , 1.18) 0.9313 -0.12 (-3.15 , 2.92) 0.9392   

Cardiac disorders: All            0.5253  
Yes 4900 531 (10.8%)  4892 461 (9.4%) 0.86 (0.75 , 0.98) 0.0240 0.87 (0.78 , 0.98) 0.0210 -1.37 (-2.55 , -0.19) 0.0234   
No 1161 93 (8.0%)  1175 76 (6.5%) 0.76 (0.55 , 1.06) 0.1068 0.79 (0.60 , 1.05) 0.1000 -1.68 (-3.71 , 0.36) 0.1061   

Cardiac disorders: Cardiac failure            0.6386  
Yes 4900 143 (2.9%)  4892 103 (2.1%) 0.72 (0.55 , 0.93) 0.0135 0.73 (0.57 , 0.93) 0.0123 -0.77 (-1.38 , -0.17) 0.0125   
No 1161 42 (3.6%)  1175 28 (2.4%) 0.63 (0.38 , 1.03) 0.0629 0.64 (0.41 , 1.02) 0.0632 -1.30 (-2.66 , 0.06) 0.0615   

General disorders and administration site conditions: All            0.5973  
Yes 4900 139 (2.8%)  4892 107 (2.2%) 0.77 (0.59 , 0.99) 0.0439 0.77 (0.60 , 0.99) 0.0442 -0.64 (-1.26 , -0.02) 0.0427   
No 1161 21 (1.8%)  1175 20 (1.7%) 0.92 (0.49 , 1.72) 0.7971 0.92 (0.51 , 1.69) 0.7961 -0.14 (-1.20 , 0.92) 0.7972   

Metabolism and nutrition disorders: All            0.4054  
Yes 4900 126 (2.6%)  4892 93 (1.9%) 0.73 (0.56 , 0.96) 0.0248 0.74 (0.57 , 0.96) 0.0247 -0.67 (-1.26 , -0.09) 0.0239   
No 1161 5 (0.4%)  1175 8 (0.7%) 1.31 (0.35 , 4.94) 0.6899 1.31 (0.35 , 4.90) 0.6915 0.25 (-0.35 , 0.85) 0.4204   

Renal and urinary disorders: All            0.4553  
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
Yes 4900 172 (3.5%)  4892 142 (2.9%) 0.83 (0.66 , 1.04) 0.1009 0.83 (0.67 , 1.04) 0.1021 -0.61 (-1.30 , 0.09) 0.0887   
No 1161 34 (2.9%)  1175 23 (2.0%) 0.66 (0.39 , 1.14) 0.1348 0.67 (0.40 , 1.13) 0.1349 -0.97 (-2.22 , 0.29) 0.1304   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Type 2 Diabetes  (contd.)              

Respiratory, thoracic and mediastinal disorders: All            0.8006  
Yes 4900 127 (2.6%)  4892 92 (1.9%) 0.72 (0.55 , 0.95) 0.0199 0.73 (0.56 , 0.95) 0.0202 -0.71 (-1.30 , -0.13) 0.0173   
No 1161 18 (1.6%)  1175 12 (1.0%) 0.66 (0.31 , 1.38) 0.2684 0.66 (0.32 , 1.38) 0.2673 -0.54 (-1.45 , 0.38) 0.2477   

Baseline UACR              
Any AE            0.3342  

<30 352 107 (30.4%)  334 110 (32.9%) 1.13 (0.82 , 1.56) 0.4588 1.09 (0.87 , 1.35) 0.4588 2.64 (-4.34 , 9.61) 0.4588   
>=30 - <=300 2216 589 (26.6%)  2255 552 (24.5%) 0.90 (0.79 , 1.03) 0.1352 0.92 (0.84 , 1.02) 0.1245 -1.94 (-4.49 , 0.61) 0.1359   
>300 2518 545 (21.6%)  2501 494 (19.8%) 0.88 (0.77 , 1.01) 0.0716 0.90 (0.81 , 1.01) 0.0654 -2.03 (-4.24 , 0.18) 0.0714   

Cardiac disorders: All            0.5379  
<30 352 31 (8.8%)  334 34 (10.2%) 1.18 (0.71 , 1.96) 0.5314 1.16 (0.73 , 1.84) 0.5314 1.40 (-2.99 , 5.80) 0.5317   
>=30 - <=300 2216 216 (9.7%)  2255 190 (8.4%) 0.86 (0.70 , 1.06) 0.1539 0.87 (0.73 , 1.05) 0.1530 -1.22 (-2.90 , 0.46) 0.1537   
>300 2518 174 (6.9%)  2501 157 (6.3%) 0.89 (0.71 , 1.11) 0.2998 0.90 (0.73 , 1.11) 0.3216 -0.72 (-2.07 , 0.63) 0.2978   

Cardiac disorders: Cardiac failure            0.1616  
<30 352 2 (0.6%)  334 6 (1.8%) 3.21 (0.64 , 16.02) 0.1549 3.17 (0.64 , 15.60) 0.1557 1.23 (-0.40 , 2.86) 0.1380   
>=30 - <=300 2216 36 (1.6%)  2255 23 (1.0%) 0.63 (0.37 , 1.07) 0.0847 0.63 (0.38 , 1.06) 0.0849 -0.60 (-1.27 , 0.07) 0.0817   
>300 2518 34 (1.4%)  2501 28 (1.1%) 0.82 (0.49 , 1.37) 0.4549 0.83 (0.50 , 1.37) 0.4589 -0.24 (-0.85 , 0.37) 0.4424   

General disorders and administration site conditions: All            0.4507  
<30 352 10 (2.8%)  334 8 (2.4%) 0.84 (0.33 , 2.16) 0.7202 0.85 (0.34 , 2.12) 0.7202 -0.44 (-2.83 , 1.95) 0.7193   
>=30 - <=300 2216 54 (2.4%)  2255 48 (2.1%) 0.87 (0.59 , 1.29) 0.4887 0.87 (0.59 , 1.28) 0.4869 -0.28 (-1.16 , 0.59) 0.5290   
>300 2518 51 (2.0%)  2501 31 (1.2%) 0.60 (0.38 , 0.94) 0.0259 0.60 (0.39 , 0.94) 0.0251 -0.82 (-1.51 , -0.12) 0.0217   

Metabolism and nutrition disorders: All            0.0141  
<30 352 7 (2.0%)  334 13 (3.9%) 2.00 (0.79 , 5.08) 0.1440 1.96 (0.79 , 4.86) 0.1447 1.92 (-0.63 , 4.46) 0.1395   
>=30 - <=300 2216 63 (2.8%)  2255 30 (1.3%) 0.46 (0.30 , 0.72) 0.0006 0.47 (0.31 , 0.72) 0.0006 -1.51 (-2.34 , -0.67) 0.0004   
>300 2518 55 (2.2%)  2501 43 (1.7%) 0.78 (0.52 , 1.16) 0.2178 0.78 (0.53 , 1.16) 0.2181 -0.48 (-1.25 , 0.28) 0.2164   

Renal and urinary disorders: All            0.4550  
<30 352 10 (2.8%)  334 13 (3.9%) 1.39 (0.60 , 3.21) 0.4420 1.37 (0.61 , 3.09) 0.4422 1.06 (-1.65 , 3.77) 0.4419   
>=30 - <=300 2216 45 (2.0%)  2255 39 (1.7%) 0.85 (0.55 , 1.31) 0.4573 0.85 (0.55 , 1.30) 0.4571 -0.30 (-1.10 , 0.50) 0.4598   
>300 2518 115 (4.6%)  2501 91 (3.6%) 0.79 (0.60 , 1.04) 0.0962 0.80 (0.61 , 1.04) 0.0961 -0.93 (-2.03 , 0.16) 0.0950   

Respiratory, thoracic and mediastinal disorders: All            0.4125  
<30 352 8 (2.3%)  334 10 (3.0%) 1.33 (0.52 , 3.41) 0.5516 1.32 (0.53 , 3.31) 0.5517 0.73 (-1.67 , 3.14) 0.5518   
>=30 - <=300 2216 48 (2.2%)  2255 38 (1.7%) 0.78 (0.51 , 1.20) 0.2590 0.78 (0.51 , 1.20) 0.2584 -0.46 (-1.27 , 0.34) 0.2604   
>300 2518 59 (2.3%)  2501 40 (1.6%) 0.67 (0.44 , 1.00) 0.0499 0.67 (0.45 , 1.00) 0.0505 -0.77 (-1.54 , -0.01) 0.0480   

Study Number              
Any AE            0.9284  

D169AC00001 2149 371 (17.3%)  2149 348 (16.2%) 0.93 (0.79 , 1.09) 0.3473 0.94 (0.82 , 1.07) 0.3474 -1.07 (-3.30 , 1.16) 0.3472   
D1699C00001 962 315 (32.7%)  960 285 (29.7%) 0.87 (0.71 , 1.05) 0.1483 0.91 (0.79 , 1.04) 0.1486 -3.06 (-7.20 , 1.08) 0.1479   
D1693C00001 2950 874 (29.6%)  2958 816 (27.6%) 0.90 (0.81 , 1.01) 0.0827 0.93 (0.86 , 1.01) 0.0828 -2.04 (-4.35 , 0.26) 0.0826   

Cardiac disorders: All            0.2096  
D169AC00001 2149 97 (4.5%)  2149 80 (3.7%) 0.82 (0.60 , 1.11) 0.1926 0.82 (0.62 , 1.10) 0.1927 -0.79 (-1.98 , 0.40) 0.1918   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when
p-value<0.05 in overall analysis (safety analysis set)
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 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction test

RR p-value

Study
interaction test

p-value
D1699C00001 962 203 (21.1%)  960 153 (15.9%) 0.71 (0.56 , 0.89) 0.0037 0.76 (0.62 , 0.91) 0.0038 -5.16 (-8.63 , -1.70) 0.0035   
D1693C00001 2950 324 (11.0%)  2958 304 (10.3%) 0.93 (0.79 , 1.10) 0.3789 0.94 (0.81 , 1.08) 0.3789 -0.71 (-2.28 , 0.87) 0.3788   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.13.1 - Pooled IPD analysis: Adverse events graded as severe by SOC and PT occurring in at least 5% of subjects [or 1%, minimum 10 subjects] in any treatment group, overall and by subgroups only when 
p-value<0.05 in overall analysis (safety analysis set)

Page 14 of 14

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction test 

RR p-value

Study 
interaction test 

p-value
Study Number  (contd.)              

Cardiac disorders: Cardiac failure            0.4450  
D169AC00001 2149 26 (1.2%)  2149 16 (0.7%) 0.61 (0.33 , 1.15) 0.1246 0.62 (0.33 , 1.14) 0.1248 -0.47 (-1.05 , 0.12) 0.1209   
D1699C00001 962 113 (11.7%)  960 74 (7.7%) 0.63 (0.46 , 0.85) 0.0030 0.66 (0.50 , 0.87) 0.0031 -4.04 (-6.68 , -1.39) 0.0028   
D1693C00001 2950 46 (1.6%)  2958 41 (1.4%) 0.89 (0.58 , 1.36) 0.5806 0.89 (0.59 , 1.35) 0.5806 -0.17 (-0.79 , 0.44) 0.5804   

General disorders and administration site conditions: All            0.6345  
D169AC00001 2149 17 (0.8%)  2149 16 (0.7%) 0.94 (0.47 , 1.87) 0.8613 0.94 (0.48 , 1.86) 0.8613 -0.05 (-0.57 , 0.48) 0.8613   
D1699C00001 962 45 (4.7%)  960 40 (4.2%) 0.89 (0.57 , 1.37) 0.5860 0.89 (0.59 , 1.35) 0.5860 -0.51 (-2.35 , 1.33) 0.5858   
D1693C00001 2950 98 (3.3%)  2958 71 (2.4%) 0.72 (0.53 , 0.98) 0.0343 0.72 (0.53 , 0.98) 0.0344 -0.92 (-1.77 , -0.07) 0.0335   

Metabolism and nutrition disorders: All            0.0815  
D169AC00001 2149 37 (1.7%)  2149 28 (1.3%) 0.75 (0.46 , 1.24) 0.2622 0.76 (0.46 , 1.23) 0.2623 -0.42 (-1.15 , 0.31) 0.2606   
D1699C00001 962 6 (0.6%)  960 13 (1.4%) 2.19 (0.83 , 5.78) 0.1143 2.17 (0.83 , 5.69) 0.1147 0.73 (-0.15 , 1.61) 0.1055   
D1693C00001 2950 88 (3.0%)  2958 60 (2.0%) 0.67 (0.48 , 0.94) 0.0196 0.68 (0.49 , 0.94) 0.0197 -0.95 (-1.75 , -0.16) 0.0189   

Renal and urinary disorders: All            0.3549  
D169AC00001 2149 87 (4.0%)  2149 73 (3.4%) 0.83 (0.61 , 1.14) 0.2599 0.84 (0.62 , 1.14) 0.2600 -0.65 (-1.78 , 0.48) 0.2593   
D1699C00001 962 36 (3.7%)  960 20 (2.1%) 0.55 (0.31 , 0.95) 0.0330 0.56 (0.32 , 0.95) 0.0333 -1.66 (-3.16 , -0.16) 0.0304   
D1693C00001 2950 83 (2.8%)  2958 72 (2.4%) 0.86 (0.63 , 1.19) 0.3619 0.87 (0.63 , 1.18) 0.3620 -0.38 (-1.19 , 0.44) 0.3615   

Respiratory, thoracic and mediastinal disorders: All            0.3388  
D169AC00001 2149 30 (1.4%)  2149 20 (0.9%) 0.66 (0.38 , 1.17) 0.1577 0.67 (0.38 , 1.17) 0.1578 -0.47 (-1.11 , 0.18) 0.1548   
D1699C00001 962 29 (3.0%)  960 14 (1.5%) 0.48 (0.25 , 0.91) 0.0240 0.48 (0.26 , 0.91) 0.0242 -1.56 (-2.88 , -0.24) 0.0209   
D1693C00001 2950 86 (2.9%)  2958 70 (2.4%) 0.81 (0.59 , 1.11) 0.1891 0.81 (0.59 , 1.11) 0.1892 -0.55 (-1.37 , 0.27) 0.1884   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.15.1 - Pooled IPD analysis: Any adverse events by subgroup in any treatment group where PT was "Sudden death", overall and by subgroups only when p-value<0.05 in overall analysis (safety analysis set)

Page 1 of 2

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Overall              
General disorders and administration site conditions: Sudden death 6061 15 (0.2%)  6067 26 (0.4%) 1.47 (0.73 , 2.96) 0.2749 1.47 (0.73 , 2.94) 0.2765 0.18 (-0.03 , 0.39) 0.0856  0.0494

Sex              
General disorders and administration site conditions: Sudden death            0.9298  

Male 4108 10 (0.2%)  4149 18 (0.4%) 1.35 (0.57 , 3.20) 0.5011 1.34 (0.57 , 3.18) 0.5034 0.19 (-0.06 , 0.44) 0.1326   
Female 1953 5 (0.3%)  1918 8 (0.4%) 1.44 (0.45 , 4.56) 0.5406 1.43 (0.45 , 4.54) 0.5412 0.16 (-0.21 , 0.52) 0.3977   

Age (years)              
General disorders and administration site conditions: Sudden death            0.9776  

<=65 years 3144 7 (0.2%)  3171 12 (0.4%) 1.51 (0.59 , 3.87) 0.3940 1.50 (0.59 , 3.85) 0.3948 0.16 (-0.11 , 0.43) 0.2565   
>65 years 2917 8 (0.3%)  2896 14 (0.5%) 1.54 (0.58 , 4.08) 0.3885 1.53 (0.58 , 4.06) 0.3894 0.21 (-0.11 , 0.52) 0.1988   

Region              
General disorders and administration site conditions: Sudden death            0.4989  

Latin America 965 3 (0.3%)  995 6 (0.6%) 1.33 (0.28 , 6.23) 0.7181 1.32 (0.28 , 6.17) 0.7202 0.29 (-0.31 , 0.89) 0.3481   
Asia/Pacific 1256 0 (0.0%)  1277 7 (0.5%) 4.92 (0.82 , 29.32) 0.0804 4.87 (0.82 , 28.90) 0.0814 0.55 (0.14 , 0.95) 0.0079   
Europe 2263 11 (0.5%)  2260 12 (0.5%) 1.06 (0.46 , 2.43) 0.8882 1.06 (0.47 , 2.41) 0.8892 0.04 (-0.37 , 0.46) 0.8417   
North America 1577 1 (0.1%)  1535 1 (0.1%) 1.00 (0.06 , 16.03) 0.9994 1.00 (0.06 , 15.98) 0.9994 0.00 (-0.28 , 0.28) 0.9994   

Race              
General disorders and administration site conditions: Sudden death            0.2786  

White 4141 15 (0.4%)  4139 18 (0.4%) 1.10 (0.53 , 2.31) 0.7973 1.10 (0.53 , 2.30) 0.7985 0.07 (-0.20 , 0.34) 0.6138   
Asian 1362 0 (0.0%)  1373 7 (0.5%) 4.96 (0.83 , 29.59) 0.0787 4.92 (0.83 , 29.17) 0.0796 0.51 (0.13 , 0.89) 0.0079   
Other 309 0 (0.0%)  304 1 (0.3%) 3.11 (0.13 , 77.16) 0.4887 3.08 (0.13 , 74.83) 0.4893 0.91 (-0.86 , 2.68) 0.3151   

Baseline eGFR Group 1              
General disorders and administration site conditions: Sudden death            0.3506  

< 45mL/min/1,73m2 1700 2 (0.1%)  1724 6 (0.3%) 2.89 (0.57 , 14.60) 0.1999 2.88 (0.57 , 14.47) 0.2002 0.24 (-0.10 , 0.58) 0.1612   
>= 45mL/min/1,73m2 4361 13 (0.3%)  4342 20 (0.5%) 1.23 (0.58 , 2.63) 0.5883 1.23 (0.58 , 2.61) 0.5906 0.16 (-0.10 , 0.42) 0.2206   

Baseline eGFR Group 2              
General disorders and administration site conditions: Sudden death            0.2170  

< 60mL/min/1,73m2 3549 7 (0.2%)  3479 18 (0.5%) 2.37 (0.87 , 6.46) 0.0931 2.35 (0.86 , 6.41) 0.0941 0.32 (0.04 , 0.60) 0.0238   
>= 60mL/min/1,73m2 2512 8 (0.3%)  2587 8 (0.3%) 0.97 (0.36 , 2.60) 0.9580 0.97 (0.37 , 2.59) 0.9580 -0.01 (-0.35 , 0.33) 0.9580   

Baseline systolic BP              
General disorders and administration site conditions: Sudden death            0.9445  

<= 130 mmHg 2430 10 (0.4%)  2456 17 (0.7%) 1.49 (0.61 , 3.61) 0.3801 1.48 (0.61 , 3.58) 0.3823 0.29 (-0.13 , 0.71) 0.1726   
> 130 mmHg 3631 5 (0.1%)  3611 9 (0.2%) 1.56 (0.55 , 4.44) 0.4059 1.56 (0.55 , 4.42) 0.4063 0.11 (-0.09 , 0.31) 0.2917   

Heart Failure              
General disorders and administration site conditions: Sudden death            0.9036  

Yes 1567 8 (0.5%)  1549 15 (1.0%) 1.69 (0.57 , 5.03) 0.3487 1.67 (0.56 , 4.96) 0.3535 0.54 (-0.16 , 1.25) 0.1309   
No 4494 7 (0.2%)  4518 11 (0.2%) 1.53 (0.59 , 4.00) 0.3842 1.53 (0.59 , 3.99) 0.3845 0.09 (-0.10 , 0.27) 0.3532   

Type 2 Diabetes              
General disorders and administration site conditions: Sudden death            0.5017  

Yes 4900 13 (0.3%)  4892 20 (0.4%) 1.26 (0.59 , 2.69) 0.5422 1.26 (0.59 , 2.68) 0.5441 0.15 (-0.08 , 0.38) 0.2151   
No 1161 2 (0.2%)  1175 6 (0.5%) 2.44 (0.42 , 14.32) 0.3220 2.43 (0.42 , 14.20) 0.3226 0.33 (-0.14 , 0.80) 0.1665   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.15.1 - Pooled IPD analysis: Any adverse events by subgroup in any treatment group where PT was "Sudden death", overall and by subgroups only when p-value<0.05 in overall analysis (safety analysis set)

Page 2 of 2

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Baseline UACR              
General disorders and administration site conditions: Sudden death            0.7913  

<30 352 1 (0.3%)  334 2 (0.6%) 2.12 (0.19 , 23.50) 0.5401 2.11 (0.19 , 23.21) 0.5402 0.32 (-0.68 , 1.32) 0.5346   
>=30 - <=300 2216 9 (0.4%)  2255 8 (0.4%) 0.86 (0.33 , 2.22) 0.7559 0.86 (0.34 , 2.21) 0.7557 -0.05 (-0.41 , 0.31) 0.7895   
>300 2518 3 (0.1%)  2501 3 (0.1%) 0.99 (0.18 , 5.43) 0.9941 0.99 (0.18 , 5.42) 0.9936 -0.00 (-0.19 , 0.19) 0.9938   

Study Number              
General disorders and administration site conditions: Sudden death            0.0494  

D169AC00001 2149 1 (0.0%)  2149 3 (0.1%) 3.00 (0.31 , 28.89) 0.3411 3.00 (0.31 , 28.82) 0.3412 0.09 (-0.09 , 0.28) 0.3170   
D1699C00001 962 2 (0.2%)  960 13 (1.4%) 6.59 (1.48 , 29.28) 0.0132 6.51 (1.47 , 28.79) 0.0135 1.15 (0.36 , 1.93) 0.0042   
D1693C00001 2950 12 (0.4%)  2958 10 (0.3%) 0.83 (0.36 , 1.93) 0.6651 0.83 (0.36 , 1.92) 0.6651 -0.07 (-0.38 , 0.24) 0.6646   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.16.1 - Pooled IPD analysis: Serious adverse events (SAE) by subgroup in any treatment group where PT was "Sudden death", overall and by subgroups only when p-value<0.05 in overall analysis (safety analysis 
set)

Page 1 of 3

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Overall              
General disorders and administration site conditions: Sudden death 6061 15 (0.2%)  6067 26 (0.4%) 1.47 (0.73 , 2.96) 0.2749 1.47 (0.73 , 2.94) 0.2765 0.18 (-0.03 , 0.39) 0.0856  0.0494

Sex              
General disorders and administration site conditions: Sudden death            0.9298  

Male 4108 10 (0.2%)  4149 18 (0.4%) 1.35 (0.57 , 3.20) 0.5011 1.34 (0.57 , 3.18) 0.5034 0.19 (-0.06 , 0.44) 0.1326   
Female 1953 5 (0.3%)  1918 8 (0.4%) 1.44 (0.45 , 4.56) 0.5406 1.43 (0.45 , 4.54) 0.5412 0.16 (-0.21 , 0.52) 0.3977   

Age (years)              
General disorders and administration site conditions: Sudden death            0.9776  

<=65 years 3144 7 (0.2%)  3171 12 (0.4%) 1.51 (0.59 , 3.87) 0.3940 1.50 (0.59 , 3.85) 0.3948 0.16 (-0.11 , 0.43) 0.2565   
>65 years 2917 8 (0.3%)  2896 14 (0.5%) 1.54 (0.58 , 4.08) 0.3885 1.53 (0.58 , 4.06) 0.3894 0.21 (-0.11 , 0.52) 0.1988   

Region              
General disorders and administration site conditions: Sudden death            0.4989  

Latin America 965 3 (0.3%)  995 6 (0.6%) 1.33 (0.28 , 6.23) 0.7181 1.32 (0.28 , 6.17) 0.7202 0.29 (-0.31 , 0.89) 0.3481   
Asia/Pacific 1256 0 (0.0%)  1277 7 (0.5%) 4.92 (0.82 , 29.32) 0.0804 4.87 (0.82 , 28.90) 0.0814 0.55 (0.14 , 0.95) 0.0079   
Europe 2263 11 (0.5%)  2260 12 (0.5%) 1.06 (0.46 , 2.43) 0.8882 1.06 (0.47 , 2.41) 0.8892 0.04 (-0.37 , 0.46) 0.8417   
North America 1577 1 (0.1%)  1535 1 (0.1%) 1.00 (0.06 , 16.03) 0.9994 1.00 (0.06 , 15.98) 0.9994 0.00 (-0.28 , 0.28) 0.9994   

Race              
General disorders and administration site conditions: Sudden death            0.2786  

White 4141 15 (0.4%)  4139 18 (0.4%) 1.10 (0.53 , 2.31) 0.7973 1.10 (0.53 , 2.30) 0.7985 0.07 (-0.20 , 0.34) 0.6138   
Asian 1362 0 (0.0%)  1373 7 (0.5%) 4.96 (0.83 , 29.59) 0.0787 4.92 (0.83 , 29.17) 0.0796 0.51 (0.13 , 0.89) 0.0079   
Other 309 0 (0.0%)  304 1 (0.3%) 3.11 (0.13 , 77.16) 0.4887 3.08 (0.13 , 74.83) 0.4893 0.91 (-0.86 , 2.68) 0.3151   

Baseline eGFR Group 1              
General disorders and administration site conditions: Sudden death            0.3506  

< 45mL/min/1,73m2 1700 2 (0.1%)  1724 6 (0.3%) 2.89 (0.57 , 14.60) 0.1999 2.88 (0.57 , 14.47) 0.2002 0.24 (-0.10 , 0.58) 0.1612   
>= 45mL/min/1,73m2 4361 13 (0.3%)  4342 20 (0.5%) 1.23 (0.58 , 2.63) 0.5883 1.23 (0.58 , 2.61) 0.5906 0.16 (-0.10 , 0.42) 0.2206   

Baseline eGFR Group 2              
General disorders and administration site conditions: Sudden death            0.2170  

< 60mL/min/1,73m2 3549 7 (0.2%)  3479 18 (0.5%) 2.37 (0.87 , 6.46) 0.0931 2.35 (0.86 , 6.41) 0.0941 0.32 (0.04 , 0.60) 0.0238   
>= 60mL/min/1,73m2 2512 8 (0.3%)  2587 8 (0.3%) 0.97 (0.36 , 2.60) 0.9580 0.97 (0.37 , 2.59) 0.9580 -0.01 (-0.35 , 0.33) 0.9580   

Baseline systolic BP              
General disorders and administration site conditions: Sudden death            0.9445  

<= 130 mmHg 2430 10 (0.4%)  2456 17 (0.7%) 1.49 (0.61 , 3.61) 0.3801 1.48 (0.61 , 3.58) 0.3823 0.29 (-0.13 , 0.71) 0.1726   
> 130 mmHg 3631 5 (0.1%)  3611 9 (0.2%) 1.56 (0.55 , 4.44) 0.4059 1.56 (0.55 , 4.42) 0.4063 0.11 (-0.09 , 0.31) 0.2917   

Heart Failure              
General disorders and administration site conditions: Sudden death            0.9036  

Yes 1567 8 (0.5%)  1549 15 (1.0%) 1.69 (0.57 , 5.03) 0.3487 1.67 (0.56 , 4.96) 0.3535 0.54 (-0.16 , 1.25) 0.1309   
No 4494 7 (0.2%)  4518 11 (0.2%) 1.53 (0.59 , 4.00) 0.3842 1.53 (0.59 , 3.99) 0.3845 0.09 (-0.10 , 0.27) 0.3532   

Type 2 Diabetes              
General disorders and administration site conditions: Sudden death            0.5017  
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.16.1 - Pooled IPD analysis: Serious adverse events (SAE) by subgroup in any treatment group where PT was "Sudden death", overall and by subgroups only when p-value<0.05 in overall analysis (safety analysis
set)

Page 2 of 3

 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

Yes 4900 13 (0.3%)  4892 20 (0.4%) 1.26 (0.59 , 2.69) 0.5422 1.26 (0.59 , 2.68) 0.5441 0.15 (-0.08 , 0.38) 0.2151   
No 1161 2 (0.2%)  1175 6 (0.5%) 2.44 (0.42 , 14.32) 0.3220 2.43 (0.42 , 14.20) 0.3226 0.33 (-0.14 , 0.80) 0.1665   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.16.1 - Pooled IPD analysis: Serious adverse events (SAE) by subgroup in any treatment group where PT was "Sudden death", overall and by subgroups only when p-value<0.05 in overall analysis (safety analysis 
set)
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 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Baseline UACR              
General disorders and administration site conditions: Sudden death            0.7913  

<30 352 1 (0.3%)  334 2 (0.6%) 2.12 (0.19 , 23.50) 0.5401 2.11 (0.19 , 23.21) 0.5402 0.32 (-0.68 , 1.32) 0.5346   
>=30 - <=300 2216 9 (0.4%)  2255 8 (0.4%) 0.86 (0.33 , 2.22) 0.7559 0.86 (0.34 , 2.21) 0.7557 -0.05 (-0.41 , 0.31) 0.7895   
>300 2518 3 (0.1%)  2501 3 (0.1%) 0.99 (0.18 , 5.43) 0.9941 0.99 (0.18 , 5.42) 0.9936 -0.00 (-0.19 , 0.19) 0.9938   

Study Number              
General disorders and administration site conditions: Sudden death            0.0494  

D169AC00001 2149 1 (0.0%)  2149 3 (0.1%) 3.00 (0.31 , 28.89) 0.3411 3.00 (0.31 , 28.82) 0.3412 0.09 (-0.09 , 0.28) 0.3170   
D1699C00001 962 2 (0.2%)  960 13 (1.4%) 6.59 (1.48 , 29.28) 0.0132 6.51 (1.47 , 28.79) 0.0135 1.15 (0.36 , 1.93) 0.0042   
D1693C00001 2950 12 (0.4%)  2958 10 (0.3%) 0.83 (0.36 , 1.93) 0.6651 0.83 (0.36 , 1.92) 0.6651 -0.07 (-0.38 , 0.24) 0.6646   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.17.1 - Pooled IPD analysis: Adverse events graded as sever by subgroup in any treatment group where PT was "Sudden death", overall and by subgroups only when p-value<0.05 in overall analysis (safety 
analysis set)

Page 1 of 3

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Overall              
General disorders and administration site conditions: Sudden death 6061 15 (0.2%)  6067 26 (0.4%) 1.47 (0.73 , 2.96) 0.2749 1.47 (0.73 , 2.94) 0.2765 0.18 (-0.03 , 0.39) 0.0856  0.0494

Sex              
General disorders and administration site conditions: Sudden death            0.9298  

Male 4108 10 (0.2%)  4149 18 (0.4%) 1.35 (0.57 , 3.20) 0.5011 1.34 (0.57 , 3.18) 0.5034 0.19 (-0.06 , 0.44) 0.1326   
Female 1953 5 (0.3%)  1918 8 (0.4%) 1.44 (0.45 , 4.56) 0.5406 1.43 (0.45 , 4.54) 0.5412 0.16 (-0.21 , 0.52) 0.3977   

Age (years)              
General disorders and administration site conditions: Sudden death            0.9776  

<=65 years 3144 7 (0.2%)  3171 12 (0.4%) 1.51 (0.59 , 3.87) 0.3940 1.50 (0.59 , 3.85) 0.3948 0.16 (-0.11 , 0.43) 0.2565   
>65 years 2917 8 (0.3%)  2896 14 (0.5%) 1.54 (0.58 , 4.08) 0.3885 1.53 (0.58 , 4.06) 0.3894 0.21 (-0.11 , 0.52) 0.1988   

Region              
General disorders and administration site conditions: Sudden death            0.4989  

Latin America 965 3 (0.3%)  995 6 (0.6%) 1.33 (0.28 , 6.23) 0.7181 1.32 (0.28 , 6.17) 0.7202 0.29 (-0.31 , 0.89) 0.3481   
Asia/Pacific 1256 0 (0.0%)  1277 7 (0.5%) 4.92 (0.82 , 29.32) 0.0804 4.87 (0.82 , 28.90) 0.0814 0.55 (0.14 , 0.95) 0.0079   
Europe 2263 11 (0.5%)  2260 12 (0.5%) 1.06 (0.46 , 2.43) 0.8882 1.06 (0.47 , 2.41) 0.8892 0.04 (-0.37 , 0.46) 0.8417   
North America 1577 1 (0.1%)  1535 1 (0.1%) 1.00 (0.06 , 16.03) 0.9994 1.00 (0.06 , 15.98) 0.9994 0.00 (-0.28 , 0.28) 0.9994   

Race              
General disorders and administration site conditions: Sudden death            0.2786  

White 4141 15 (0.4%)  4139 18 (0.4%) 1.10 (0.53 , 2.31) 0.7973 1.10 (0.53 , 2.30) 0.7985 0.07 (-0.20 , 0.34) 0.6138   
Asian 1362 0 (0.0%)  1373 7 (0.5%) 4.96 (0.83 , 29.59) 0.0787 4.92 (0.83 , 29.17) 0.0796 0.51 (0.13 , 0.89) 0.0079   
Other 309 0 (0.0%)  304 1 (0.3%) 3.11 (0.13 , 77.16) 0.4887 3.08 (0.13 , 74.83) 0.4893 0.91 (-0.86 , 2.68) 0.3151   

Baseline eGFR Group 1              
General disorders and administration site conditions: Sudden death            0.3506  

< 45mL/min/1,73m2 1700 2 (0.1%)  1724 6 (0.3%) 2.89 (0.57 , 14.60) 0.1999 2.88 (0.57 , 14.47) 0.2002 0.24 (-0.10 , 0.58) 0.1612   
>= 45mL/min/1,73m2 4361 13 (0.3%)  4342 20 (0.5%) 1.23 (0.58 , 2.63) 0.5883 1.23 (0.58 , 2.61) 0.5906 0.16 (-0.10 , 0.42) 0.2206   

Baseline eGFR Group 2              
General disorders and administration site conditions: Sudden death            0.2170  

< 60mL/min/1,73m2 3549 7 (0.2%)  3479 18 (0.5%) 2.37 (0.87 , 6.46) 0.0931 2.35 (0.86 , 6.41) 0.0941 0.32 (0.04 , 0.60) 0.0238   
>= 60mL/min/1,73m2 2512 8 (0.3%)  2587 8 (0.3%) 0.97 (0.36 , 2.60) 0.9580 0.97 (0.37 , 2.59) 0.9580 -0.01 (-0.35 , 0.33) 0.9580   

Baseline systolic BP              
General disorders and administration site conditions: Sudden death            0.9445  

<= 130 mmHg 2430 10 (0.4%)  2456 17 (0.7%) 1.49 (0.61 , 3.61) 0.3801 1.48 (0.61 , 3.58) 0.3823 0.29 (-0.13 , 0.71) 0.1726   
> 130 mmHg 3631 5 (0.1%)  3611 9 (0.2%) 1.56 (0.55 , 4.44) 0.4059 1.56 (0.55 , 4.42) 0.4063 0.11 (-0.09 , 0.31) 0.2917   

Heart Failure              
General disorders and administration site conditions: Sudden death            0.9036  

Yes 1567 8 (0.5%)  1549 15 (1.0%) 1.69 (0.57 , 5.03) 0.3487 1.67 (0.56 , 4.96) 0.3535 0.54 (-0.16 , 1.25) 0.1309   
No 4494 7 (0.2%)  4518 11 (0.2%) 1.53 (0.59 , 4.00) 0.3842 1.53 (0.59 , 3.99) 0.3845 0.09 (-0.10 , 0.27) 0.3532   

Type 2 Diabetes              
General disorders and administration site conditions: Sudden death            0.5017  
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.17.1 - Pooled IPD analysis: Adverse events graded as sever by subgroup in any treatment group where PT was "Sudden death", overall and by subgroups only when p-value<0.05 in overall analysis (safety
analysis set)

Page 2 of 3

 Placebo (N=6061)  
Dapagliflozin 10mg

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR

p-value Risk Ratio (95% CI)
RR

p-value
Absolute Risk

Difference(%) (95% CI)
ARR

p-value

Subgroup
interaction

test RR
p-value

Study
interaction
test p-value

Yes 4900 13 (0.3%)  4892 20 (0.4%) 1.26 (0.59 , 2.69) 0.5422 1.26 (0.59 , 2.68) 0.5441 0.15 (-0.08 , 0.38) 0.2151   
No 1161 2 (0.2%)  1175 6 (0.5%) 2.44 (0.42 , 14.32) 0.3220 2.43 (0.42 , 14.20) 0.3226 0.33 (-0.14 , 0.80) 0.1665   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
Where data are insufficient (<10 patients with events in at least one subgroup category or a study has zero events in both arms), it is not possible to calculate an interaction p-value. Where this applies, no interaction p-value is presented
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroup analysis is only shown if the overall odds ratio is significant (p <=0.05)
Overall adverse events by SOC/PT are shown if either i) in either treatment group at least 1% of subjects overall report events or ii) in either treatment group at least 10 subjects and at least 1% report events

DAPA
Table 2.1.17.1 - Pooled IPD analysis: Adverse events graded as sever by subgroup in any treatment group where PT was "Sudden death", overall and by subgroups only when p-value<0.05 in overall analysis (safety 
analysis set)

Page 3 of 3

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / SOC :PT / Category N n (%) N n (%) Odds Ratio (95% CI)
OR 

p-value Risk Ratio (95% CI)
RR 

p-value
Absolute Risk 

Difference(%) (95% CI)
ARR 

p-value

Subgroup 
interaction 

test RR 
p-value

Study 
interaction 
test p-value

Baseline UACR              
General disorders and administration site conditions: Sudden death            0.7913  

<30 352 1 (0.3%)  334 2 (0.6%) 2.12 (0.19 , 23.50) 0.5401 2.11 (0.19 , 23.21) 0.5402 0.32 (-0.68 , 1.32) 0.5346   
>=30 - <=300 2216 9 (0.4%)  2255 8 (0.4%) 0.86 (0.33 , 2.22) 0.7559 0.86 (0.34 , 2.21) 0.7557 -0.05 (-0.41 , 0.31) 0.7895   
>300 2518 3 (0.1%)  2501 3 (0.1%) 0.99 (0.18 , 5.43) 0.9941 0.99 (0.18 , 5.42) 0.9936 -0.00 (-0.19 , 0.19) 0.9938   

Study Number              
General disorders and administration site conditions: Sudden death            0.0494  

D169AC00001 2149 1 (0.0%)  2149 3 (0.1%) 3.00 (0.31 , 28.89) 0.3411 3.00 (0.31 , 28.82) 0.3412 0.09 (-0.09 , 0.28) 0.3170   
D1699C00001 962 2 (0.2%)  960 13 (1.4%) 6.59 (1.48 , 29.28) 0.0132 6.51 (1.47 , 28.79) 0.0135 1.15 (0.36 , 1.93) 0.0042   
D1693C00001 2950 12 (0.4%)  2958 10 (0.3%) 0.83 (0.36 , 1.93) 0.6651 0.83 (0.36 , 1.92) 0.6651 -0.07 (-0.38 , 0.24) 0.6646   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.2.1.1 - Pooled IPD analysis: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 37 (0.6%)  6067 25 (0.4%) 0.69 (0.41 , 1.14) 0.1450 0.69 (0.42 , 1.14) 0.1454 -0.24 (-0.54 , 0.06) 0.1231   
Sex            0.2150  

Male 4108 26 (0.6%)  4149 14 (0.3%) 0.54 (0.28 , 1.03) 0.0604 0.54 (0.29 , 1.03) 0.0607 -0.37 (-0.73 , -0.00) 0.0471   
Female 1953 11 (0.6%)  1918 11 (0.6%) 1.05 (0.45 , 2.44) 0.9057 1.05 (0.46 , 2.41) 0.9057 0.06 (-0.90 , 1.01) 0.9058   

Age (years)            0.5665  
<=65 years 3144 21 (0.7%)  3171 16 (0.5%) 0.77 (0.40 , 1.48) 0.4393 0.78 (0.41 , 1.48) 0.4404 -0.18 (-0.59 , 0.22) 0.3798   
>65 years 2917 16 (0.5%)  2896 9 (0.3%) 0.57 (0.25 , 1.29) 0.1782 0.57 (0.25 , 1.29) 0.1784 -0.53 (-1.29 , 0.23) 0.1715   

Region            0.3880  
Latin America 965 1 (0.1%)  995 1 (0.1%) 0.89 (0.06 , 14.31) 0.9355 0.89 (0.06 , 14.20) 0.9355 -0.03 (-0.85 , 0.78) 0.9356   
Asia/Pacific 1256 3 (0.2%)  1277 2 (0.2%) 0.75 (0.14 , 4.02) 0.7399 0.75 (0.14 , 4.00) 0.7407 -0.09 (-0.49 , 0.32) 0.6748   
Europe 2263 16 (0.7%)  2260 16 (0.7%) 1.01 (0.50 , 2.03) 0.9773 1.01 (0.51 , 2.01) 0.9773 0.01 (-0.90 , 0.93) 0.9773   
North America 1577 17 (1.1%)  1535 6 (0.4%) 0.37 (0.15 , 0.91) 0.0307 0.37 (0.15 , 0.91) 0.0310 -0.78 (-1.45 , -0.12) 0.0211   

Race            0.6920  
White 4141 28 (0.7%)  4139 22 (0.5%) 0.78 (0.45 , 1.36) 0.3774 0.78 (0.45 , 1.35) 0.3779 -0.19 (-0.59 , 0.21) 0.3605   
Black or African American 249 4 (1.6%)  251 1 (0.4%) 0.27 (0.03 , 2.50) 0.2511 0.28 (0.03 , 2.48) 0.2534 -2.48 (-6.30 , 1.35) 0.2040   
Asian 1362 3 (0.2%)  1373 2 (0.1%) 0.75 (0.14 , 4.02) 0.7411 0.76 (0.14 , 4.01) 0.7418 -0.08 (-0.45 , 0.29) 0.6745   
Other 309 2 (0.6%)  304 0 (0.0%) 0.20 (0.01 , 4.25) 0.3034 0.21 (0.01 , 4.23) 0.3051 -1.77 (-4.20 , 0.66) 0.1536   

Baseline eGFR Group 1            0.9235  
< 45mL/min/1,73m2 1700 4 (0.2%)  1724 2 (0.1%) 0.63 (0.12 , 3.31) 0.5844 0.64 (0.12 , 3.27) 0.5905 -0.14 (-0.50 , 0.21) 0.4230   
>= 45mL/min/1,73m2 4361 33 (0.8%)  4342 23 (0.5%) 0.69 (0.41 , 1.18) 0.1775 0.69 (0.41 , 1.18) 0.1775 -0.35 (-0.86 , 0.16) 0.1752   

Baseline eGFR Group 2            0.1169  
< 60mL/min/1,73m2 3549 14 (0.4%)  3479 4 (0.1%) 0.33 (0.12 , 0.97) 0.0437 0.34 (0.12 , 0.97) 0.0441 -0.36 (-0.68 , -0.04) 0.0254   
>= 60mL/min/1,73m2 2512 23 (0.9%)  2587 21 (0.8%) 0.89 (0.49 , 1.61) 0.6963 0.89 (0.49 , 1.60) 0.6963 -0.11 (-0.67 , 0.45) 0.6964   

Baseline systolic BP            0.5095  
<= 130 mmHg 2430 10 (0.4%)  2456 5 (0.2%) 0.50 (0.17 , 1.47) 0.2079 0.50 (0.17 , 1.47) 0.2081 -0.50 (-1.26 , 0.26) 0.1985   
> 130 mmHg 3631 27 (0.7%)  3611 20 (0.6%) 0.75 (0.42 , 1.35) 0.3409 0.76 (0.43 , 1.34) 0.3418 -0.21 (-0.61 , 0.19) 0.2955   

Heart Failure            0.0160  
Yes 1567 6 (0.4%)  1549 11 (0.7%) 1.96 (0.72 , 5.35) 0.1909 1.93 (0.72 , 5.15) 0.1915 1.49 (-0.72 , 3.71) 0.1860   
No 4494 31 (0.7%)  4518 14 (0.3%) 0.46 (0.24 , 0.86) 0.0145 0.46 (0.25 , 0.86) 0.0146 -0.38 (-0.67 , -0.09) 0.0101   

Type 2 Diabetes              
Yes 4900 37 (0.8%)  4892 25 (0.5%) 0.69 (0.41 , 1.14) 0.1449 0.69 (0.42 , 1.14) 0.1453 -0.27 (-0.62 , 0.07) 0.1231   
No 1161 0 (0.0%)  1175 0 (0.0%)         

Baseline UACR            0.6692  
<30 352 6 (1.7%)  334 2 (0.6%) 0.35 (0.07 , 1.74) 0.1986 0.35 (0.07 , 1.73) 0.1994 -1.10 (-2.69 , 0.48) 0.1726   
>=30 - <=300 2216 22 (1.0%)  2255 17 (0.8%) 0.77 (0.41 , 1.45) 0.4179 0.77 (0.41 , 1.45) 0.4179 -0.25 (-0.86 , 0.35) 0.4166   
>300 2518 9 (0.4%)  2501 6 (0.2%) 0.71 (0.25 , 1.98) 0.5070 0.71 (0.26 , 1.97) 0.5089 -0.13 (-0.43 , 0.17) 0.4087   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.2.2.1 - Pooled IPD analysis: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 26 (0.4%)  6067 19 (0.3%) 0.75 (0.41 , 1.35) 0.3369 0.75 (0.42 , 1.35) 0.3375 -0.14 (-0.40 , 0.12) 0.2911   
Sex            0.0726  

Male 4108 19 (0.5%)  4149 9 (0.2%) 0.48 (0.22 , 1.05) 0.0672 0.48 (0.22 , 1.05) 0.0674 -0.30 (-0.60 , 0.00) 0.0502   
Female 1953 7 (0.4%)  1918 10 (0.5%) 1.51 (0.57 , 3.98) 0.4069 1.50 (0.57 , 3.93) 0.4070 0.36 (-0.49 , 1.20) 0.4059   

Age (years)            0.4520  
<=65 years 3144 15 (0.5%)  3171 13 (0.4%) 0.89 (0.42 , 1.88) 0.7631 0.89 (0.42 , 1.88) 0.7644 -0.08 (-0.43 , 0.28) 0.6711   
>65 years 2917 11 (0.4%)  2896 6 (0.2%) 0.55 (0.20 , 1.50) 0.2443 0.55 (0.21 , 1.50) 0.2444 -0.38 (-1.01 , 0.25) 0.2363   

Region            0.7567  
Latin America 965 1 (0.1%)  995 0 (0.0%) 0.30 (0.01 , 7.30) 0.4570 0.30 (0.01 , 7.28) 0.4573 -0.31 (-0.92 , 0.30) 0.3166   
Asia/Pacific 1256 2 (0.2%)  1277 2 (0.2%) 1.06 (0.15 , 7.24) 0.9537 1.06 (0.16 , 7.21) 0.9530 0.00 (-0.36 , 0.37) 0.9847   
Europe 2263 13 (0.6%)  2260 12 (0.5%) 0.93 (0.42 , 2.05) 0.8604 0.93 (0.43 , 2.03) 0.8604 -0.07 (-0.88 , 0.74) 0.8603   
North America 1577 10 (0.6%)  1535 5 (0.3%) 0.53 (0.19 , 1.49) 0.2256 0.53 (0.19 , 1.48) 0.2259 -0.35 (-0.89 , 0.18) 0.1964   

Race            0.9370  
White 4141 21 (0.5%)  4139 16 (0.4%) 0.76 (0.40 , 1.45) 0.4011 0.76 (0.40 , 1.44) 0.4015 -0.16 (-0.50 , 0.19) 0.3806   
Black or African American 249 2 (0.8%)  251 1 (0.4%) 0.56 (0.05 , 6.25) 0.6368 0.56 (0.05 , 6.12) 0.6371 -0.75 (-3.79 , 2.28) 0.6264   
Asian 1362 2 (0.1%)  1373 2 (0.1%) 1.06 (0.16 , 7.26) 0.9515 1.06 (0.16 , 7.23) 0.9508 0.00 (-0.33 , 0.34) 0.9840   
Other 309 1 (0.3%)  304 0 (0.0%) 0.34 (0.01 , 8.42) 0.5095 0.34 (0.01 , 8.31) 0.5101 -0.88 (-2.61 , 0.84) 0.3152   

Baseline eGFR Group 1            0.8943  
< 45mL/min/1,73m2 1700 3 (0.2%)  1724 2 (0.1%) 0.83 (0.13 , 5.53) 0.8515 0.84 (0.13 , 5.49) 0.8574 -0.07 (-0.40 , 0.25) 0.6645   
>= 45mL/min/1,73m2 4361 23 (0.5%)  4342 17 (0.4%) 0.73 (0.39 , 1.38) 0.3374 0.74 (0.39 , 1.38) 0.3374 -0.21 (-0.64 , 0.22) 0.3356   

Baseline eGFR Group 2            0.1064  
< 60mL/min/1,73m2 3549 11 (0.3%)  3479 3 (0.1%) 0.33 (0.10 , 1.10) 0.0700 0.33 (0.10 , 1.10) 0.0704 -0.29 (-0.58 , -0.01) 0.0420   
>= 60mL/min/1,73m2 2512 15 (0.6%)  2587 16 (0.6%) 1.04 (0.51 , 2.11) 0.9149 1.04 (0.51 , 2.10) 0.9149 0.03 (-0.44 , 0.49) 0.9149   

Baseline systolic BP            0.2399  
<= 130 mmHg 2430 8 (0.3%)  2456 3 (0.1%) 0.38 (0.10 , 1.42) 0.1487 0.38 (0.10 , 1.42) 0.1490 -0.50 (-1.15 , 0.15) 0.1324   
> 130 mmHg 3631 18 (0.5%)  3611 16 (0.4%) 0.92 (0.47 , 1.81) 0.8048 0.92 (0.47 , 1.80) 0.8061 -0.06 (-0.40 , 0.28) 0.7199   

Heart Failure            0.0238  
Yes 1567 2 (0.1%)  1549 7 (0.5%) 3.73 (0.77 , 18.09) 0.1020 3.68 (0.77 , 17.59) 0.1028 1.44 (-0.19 , 3.07) 0.0833   
No 4494 24 (0.5%)  4518 12 (0.3%) 0.51 (0.26 , 1.02) 0.0557 0.51 (0.26 , 1.02) 0.0559 -0.27 (-0.53 , -0.01) 0.0421   

Type 2 Diabetes              
Yes 4900 26 (0.5%)  4892 19 (0.4%) 0.75 (0.41 , 1.35) 0.3368 0.75 (0.42 , 1.35) 0.3374 -0.16 (-0.46 , 0.14) 0.2909   
No 1161 0 (0.0%)  1175 0 (0.0%)         

Baseline UACR            0.5961  
<30 352 4 (1.1%)  334 1 (0.3%) 0.26 (0.03 , 2.36) 0.2321 0.26 (0.03 , 2.35) 0.2328 -0.84 (-2.09 , 0.42) 0.1911   
>=30 - <=300 2216 15 (0.7%)  2255 12 (0.5%) 0.80 (0.37 , 1.71) 0.5589 0.80 (0.37 , 1.70) 0.5589 -0.15 (-0.65 , 0.35) 0.5581   
>300 2518 7 (0.3%)  2501 6 (0.2%) 0.92 (0.30 , 2.80) 0.8874 0.93 (0.31 , 2.78) 0.8899 -0.05 (-0.33 , 0.23) 0.7481   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.2.3.1 - Pooled IPD analysis: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 13 (0.2%)  6067 8 (0.1%) 0.63 (0.27 , 1.50) 0.2965 0.63 (0.27 , 1.50) 0.2967 -0.10 (-0.27 , 0.08) 0.2719   
Sex            0.1569  

Male 4108 9 (0.2%)  4149 3 (0.1%) 0.36 (0.11 , 1.22) 0.1015 0.36 (0.11 , 1.22) 0.1016 -0.18 (-0.38 , 0.02) 0.0767   
Female 1953 4 (0.2%)  1918 5 (0.3%) 1.32 (0.35 , 4.92) 0.6829 1.31 (0.35 , 4.88) 0.6829 0.13 (-0.49 , 0.74) 0.6830   

Age (years)            0.6212  
<=65 years 3144 8 (0.3%)  3171 4 (0.1%) 0.52 (0.17 , 1.65) 0.2694 0.52 (0.17 , 1.65) 0.2696 -0.14 (-0.37 , 0.09) 0.2367   
>65 years 2917 5 (0.2%)  2896 4 (0.1%) 0.81 (0.22 , 3.04) 0.7584 0.81 (0.22 , 3.02) 0.7584 -0.07 (-0.53 , 0.39) 0.7578   

Region              
Latin America 965 0 (0.0%)  995 0 (0.0%)         
Asia/Pacific 1256 2 (0.2%)  1277 1 (0.1%) 0.52 (0.05 , 5.77) 0.5952 0.52 (0.05 , 5.74) 0.5953 -0.23 (-1.04 , 0.59) 0.5861   
Europe 2263 4 (0.2%)  2260 5 (0.2%) 1.26 (0.34 , 4.72) 0.7277 1.26 (0.34 , 4.69) 0.7277 0.09 (-0.40 , 0.58) 0.7273   
North America 1577 7 (0.4%)  1535 2 (0.1%) 0.33 (0.08 , 1.40) 0.1339 0.34 (0.08 , 1.40) 0.1342 -0.35 (-0.77 , 0.06) 0.0953   

Race              
White 4141 9 (0.2%)  4139 6 (0.1%) 0.68 (0.25 , 1.87) 0.4571 0.68 (0.25 , 1.86) 0.4573 -0.09 (-0.31 , 0.13) 0.4211   
Black or African American 249 2 (0.8%)  251 1 (0.4%) 0.56 (0.05 , 6.25) 0.6368 0.56 (0.05 , 6.12) 0.6371 -0.75 (-3.79 , 2.28) 0.6264   
Asian 1362 2 (0.1%)  1373 1 (0.1%) 0.52 (0.05 , 5.75) 0.5932 0.52 (0.05 , 5.72) 0.5933 -0.21 (-0.96 , 0.54) 0.5843   
Other 309 0 (0.0%)  304 0 (0.0%)         

Baseline eGFR Group 1            0.6568  
< 45mL/min/1,73m2 1700 1 (0.1%)  1724 1 (0.1%) 1.01 (0.10 , 9.74) 0.9944 1.01 (0.11 , 9.68) 0.9922 0.00 (-0.21 , 0.21) 0.9959   
>= 45mL/min/1,73m2 4361 12 (0.3%)  4342 7 (0.2%) 0.58 (0.23 , 1.48) 0.2532 0.58 (0.23 , 1.47) 0.2533 -0.18 (-0.47 , 0.12) 0.2476   

Baseline eGFR Group 2            0.4479  
< 60mL/min/1,73m2 3549 6 (0.2%)  3479 2 (0.1%) 0.41 (0.10 , 1.77) 0.2336 0.41 (0.10 , 1.77) 0.2339 -0.14 (-0.36 , 0.07) 0.1851   
>= 60mL/min/1,73m2 2512 7 (0.3%)  2587 6 (0.2%) 0.83 (0.28 , 2.49) 0.7454 0.83 (0.28 , 2.48) 0.7454 -0.05 (-0.35 , 0.25) 0.7453   

Baseline systolic BP            0.1323  
<= 130 mmHg 2430 6 (0.2%)  2456 1 (0.0%) 0.17 (0.02 , 1.39) 0.0976 0.17 (0.02 , 1.39) 0.0980 -0.50 (-1.02 , 0.02) 0.0586   
> 130 mmHg 3631 7 (0.2%)  3611 7 (0.2%) 1.02 (0.36 , 2.87) 0.9684 1.02 (0.36 , 2.86) 0.9679 -0.00 (-0.22 , 0.22) 0.9936   

Heart Failure            0.0685  
Yes 1567 0 (0.0%)  1549 3 (0.2%) 7.42 (0.38 , 144.13) 0.1855 7.35 (0.38 , 141.88) 0.1864 0.85 (-0.11 , 1.80) 0.0820   
No 4494 13 (0.3%)  4518 5 (0.1%) 0.40 (0.15 , 1.09) 0.0730 0.40 (0.15 , 1.09) 0.0731 -0.18 (-0.36 , 0.01) 0.0567   

Type 2 Diabetes              
Yes 4900 13 (0.3%)  4892 8 (0.2%) 0.63 (0.27 , 1.50) 0.2963 0.63 (0.27 , 1.49) 0.2965 -0.11 (-0.32 , 0.09) 0.2719   
No 1161 0 (0.0%)  1175 0 (0.0%)         

Baseline UACR            0.8612  
<30 352 2 (0.6%)  334 1 (0.3%) 0.53 (0.05 , 5.84) 0.6018 0.53 (0.05 , 5.80) 0.6019 -0.27 (-1.25 , 0.71) 0.5924   
>=30 - <=300 2216 6 (0.3%)  2255 3 (0.1%) 0.50 (0.12 , 1.99) 0.3247 0.50 (0.12 , 1.99) 0.3247 -0.15 (-0.44 , 0.14) 0.3151   
>300 2518 5 (0.2%)  2501 4 (0.2%) 0.82 (0.23 , 2.94) 0.7612 0.82 (0.23 , 2.92) 0.7623 -0.04 (-0.28 , 0.19) 0.7092   

Page 242 of 4674

28/07/2021



t_dapa_pooled_ae_nsev_dka.pdf generated by dapa_ae_pooled.sas at 19:51:49 on 26 July 2021

Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.2.4.1 - Pooled IPD analysis: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non-severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 25 (0.4%)  6067 18 (0.3%) 0.73 (0.40 , 1.32) 0.2962 0.73 (0.40 , 1.32) 0.2965 -0.14 (-0.39 , 0.11) 0.2802   
Sex            0.4008  

Male 4108 18 (0.4%)  4149 11 (0.3%) 0.61 (0.29 , 1.27) 0.1850 0.61 (0.29 , 1.27) 0.1853 -0.22 (-0.52 , 0.09) 0.1693   
Female 1953 7 (0.4%)  1918 7 (0.4%) 1.05 (0.37 , 3.01) 0.9249 1.05 (0.37 , 2.99) 0.9249 0.04 (-0.73 , 0.80) 0.9249   

Age (years)            0.1934  
<=65 years 3144 13 (0.4%)  3171 13 (0.4%) 1.00 (0.46 , 2.14) 0.9917 1.00 (0.47 , 2.13) 0.9926 -0.01 (-0.35 , 0.33) 0.9643   
>65 years 2917 12 (0.4%)  2896 5 (0.2%) 0.42 (0.15 , 1.20) 0.1057 0.42 (0.15 , 1.20) 0.1059 -0.54 (-1.16 , 0.09) 0.0940   

Region            0.5410  
Latin America 965 1 (0.1%)  995 1 (0.1%) 0.89 (0.06 , 14.31) 0.9355 0.89 (0.06 , 14.20) 0.9355 -0.03 (-0.85 , 0.78) 0.9356   
Asia/Pacific 1256 1 (0.1%)  1277 1 (0.1%) 1.00 (0.10 , 9.58) 0.9966 1.00 (0.10 , 9.55) 0.9968 -0.00 (-0.26 , 0.26) 0.9972   
Europe 2263 12 (0.5%)  2260 12 (0.5%) 1.01 (0.45 , 2.26) 0.9804 1.01 (0.46 , 2.24) 0.9804 0.01 (-0.78 , 0.80) 0.9804   
North America 1577 11 (0.7%)  1535 4 (0.3%) 0.36 (0.11 , 1.14) 0.0822 0.36 (0.12 , 1.14) 0.0826 -0.70 (-1.46 , 0.06) 0.0696   

Race            0.6873  
White 4141 20 (0.5%)  4139 17 (0.4%) 0.83 (0.44 , 1.59) 0.5819 0.83 (0.44 , 1.59) 0.5819 -0.15 (-0.67 , 0.37) 0.5817   
Black or African American 249 2 (0.8%)  251 0 (0.0%) 0.22 (0.01 , 4.66) 0.3321 0.23 (0.01 , 4.63) 0.3338 -1.72 (-4.09 , 0.64) 0.1537   
Asian 1362 1 (0.1%)  1373 1 (0.1%) 1.00 (0.10 , 9.63) 0.9998 1.00 (0.10 , 9.60) 0.9996 0.00 (-0.24 , 0.24) 0.9999   
Other 309 2 (0.6%)  304 0 (0.0%) 0.20 (0.01 , 4.25) 0.3034 0.21 (0.01 , 4.23) 0.3051 -1.77 (-4.20 , 0.66) 0.1536   

Baseline eGFR Group 1            0.5841  
< 45mL/min/1,73m2 1700 3 (0.2%)  1724 1 (0.1%) 0.43 (0.06 , 2.99) 0.3973 0.44 (0.06 , 2.97) 0.3985 -0.14 (-0.43 , 0.14) 0.3246   
>= 45mL/min/1,73m2 4361 22 (0.5%)  4342 17 (0.4%) 0.77 (0.41 , 1.45) 0.4168 0.77 (0.41 , 1.45) 0.4168 -0.18 (-0.60 , 0.25) 0.4155   

Baseline eGFR Group 2            0.1816  
< 60mL/min/1,73m2 3549 8 (0.2%)  3479 2 (0.1%) 0.31 (0.08 , 1.29) 0.1082 0.32 (0.08 , 1.29) 0.1086 -0.22 (-0.46 , 0.02) 0.0709   
>= 60mL/min/1,73m2 2512 17 (0.7%)  2587 16 (0.6%) 0.92 (0.46 , 1.82) 0.8023 0.92 (0.46 , 1.81) 0.8023 -0.06 (-0.55 , 0.42) 0.8024   

Baseline systolic BP            0.6093  
<= 130 mmHg 2430 4 (0.2%)  2456 4 (0.2%) 1.01 (0.25 , 4.03) 0.9932 1.01 (0.25 , 4.01) 0.9932 0.00 (-0.56 , 0.56) 0.9932   
> 130 mmHg 3631 21 (0.6%)  3611 14 (0.4%) 0.67 (0.34 , 1.31) 0.2452 0.67 (0.35 , 1.31) 0.2455 -0.21 (-0.56 , 0.13) 0.2276   

Heart Failure            0.0711  
Yes 1567 6 (0.4%)  1549 9 (0.6%) 1.59 (0.56 , 4.52) 0.3829 1.58 (0.57 , 4.38) 0.3831 0.93 (-1.15 , 3.01) 0.3812   
No 4494 19 (0.4%)  4518 9 (0.2%) 0.48 (0.22 , 1.05) 0.0660 0.48 (0.22 , 1.05) 0.0661 -0.22 (-0.45 , 0.00) 0.0551   

Type 2 Diabetes              
Yes 4900 25 (0.5%)  4892 18 (0.4%) 0.73 (0.40 , 1.32) 0.2961 0.73 (0.40 , 1.32) 0.2964 -0.16 (-0.45 , 0.13) 0.2802   
No 1161 0 (0.0%)  1175 0 (0.0%)         

Baseline UACR            0.6241  
<30 352 4 (1.1%)  334 1 (0.3%) 0.26 (0.03 , 2.36) 0.2321 0.26 (0.03 , 2.35) 0.2328 -0.84 (-2.09 , 0.42) 0.1911   
>=30 - <=300 2216 17 (0.8%)  2255 14 (0.6%) 0.82 (0.40 , 1.67) 0.5844 0.82 (0.41 , 1.66) 0.5844 -0.15 (-0.69 , 0.39) 0.5838   
>300 2518 4 (0.2%)  2501 3 (0.1%) 0.79 (0.19 , 3.30) 0.7411 0.79 (0.19 , 3.28) 0.7419 -0.04 (-0.25 , 0.16) 0.6812   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.3.1.1 - Pooled IPD analysis: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 288 (4.8%)  6067 345 (5.7%) 1.21 (1.03 , 1.42) 0.0208 1.20 (1.03 , 1.39) 0.0213 0.94 (0.15 , 1.73) 0.0198  0.2950
Sex            0.9117  

Male 4108 212 (5.2%)  4149 256 (6.2%) 1.22 (1.01 , 1.47) 0.0416 1.20 (1.00 , 1.43) 0.0451 1.05 (0.05 , 2.04) 0.0392   
Female 1953 76 (3.9%)  1918 89 (4.6%) 1.18 (0.86 , 1.62) 0.3122 1.17 (0.87 , 1.59) 0.2970 0.67 (-0.60 , 1.94) 0.2996   

Age (years)            0.5065  
<=65 years 3144 113 (3.6%)  3171 145 (4.6%) 1.29 (1.01 , 1.67) 0.0453 1.28 (1.00 , 1.62) 0.0484 1.00 (0.03 , 1.98) 0.0435   
>65 years 2917 175 (6.0%)  2896 200 (6.9%) 1.16 (0.94 , 1.43) 0.1728 1.15 (0.94 , 1.40) 0.1699 0.89 (-0.37 , 2.14) 0.1684   

Region            0.4637  
Latin America 965 28 (2.9%)  995 47 (4.7%) 1.73 (1.06 , 2.81) 0.0278 1.67 (1.06 , 2.64) 0.0271 1.91 (0.24 , 3.59) 0.0251   
Asia/Pacific 1256 42 (3.3%)  1277 51 (4.0%) 1.20 (0.79 , 1.83) 0.4027 1.19 (0.79 , 1.77) 0.4049 0.63 (-0.82 , 2.08) 0.3954   
Europe 2263 89 (3.9%)  2260 109 (4.8%) 1.23 (0.92 , 1.64) 0.1632 1.21 (0.92 , 1.59) 0.1668 0.85 (-0.34 , 2.03) 0.1600   
North America 1577 129 (8.2%)  1535 138 (9.0%) 1.12 (0.87 , 1.44) 0.3938 1.10 (0.87 , 1.39) 0.4156 0.89 (-1.08 , 2.85) 0.3778   

Race            0.2824  
White 4141 214 (5.2%)  4139 261 (6.3%) 1.24 (1.03 , 1.50) 0.0235 1.22 (1.03 , 1.46) 0.0234 1.16 (0.16 , 2.15) 0.0233   
Black or African American 249 24 (9.6%)  251 15 (6.0%) 0.63 (0.31 , 1.27) 0.1931 0.65 (0.34 , 1.25) 0.1988 -3.55 (-8.24 , 1.14) 0.1379   
Asian 1362 42 (3.1%)  1373 54 (3.9%) 1.28 (0.84 , 1.95) 0.2430 1.26 (0.85 , 1.88) 0.2473 0.83 (-0.53 , 2.20) 0.2313   
Other 309 8 (2.6%)  304 15 (4.9%) 1.65 (0.61 , 4.42) 0.3216 1.60 (0.61 , 4.16) 0.3384 2.36 (-0.66 , 5.38) 0.1262   

Baseline eGFR Group 1            0.7682  
< 45mL/min/1,73m2 1700 102 (6.0%)  1724 128 (7.4%) 1.26 (0.96 , 1.66) 0.0930 1.23 (0.96 , 1.58) 0.1042 1.44 (-0.22 , 3.11) 0.0887   
>= 45mL/min/1,73m2 4361 186 (4.3%)  4342 217 (5.0%) 1.18 (0.97 , 1.45) 0.1011 1.17 (0.97 , 1.42) 0.1004 0.74 (-0.14 , 1.62) 0.0998   

Baseline eGFR Group 2            0.3187  
< 60mL/min/1,73m2 3549 203 (5.7%)  3479 252 (7.2%) 1.29 (1.06 , 1.56) 0.0097 1.26 (1.06 , 1.51) 0.0105 1.52 (0.38 , 2.67) 0.0093   
>= 60mL/min/1,73m2 2512 85 (3.4%)  2587 93 (3.6%) 1.06 (0.79 , 1.44) 0.6845 1.06 (0.80 , 1.42) 0.6844 0.21 (-0.80 , 1.22) 0.6823   

Baseline systolic BP            0.1528  
<= 130 mmHg 2430 145 (6.0%)  2456 194 (7.9%) 1.36 (1.09 , 1.70) 0.0072 1.32 (1.08 , 1.63) 0.0078 1.97 (0.55 , 3.38) 0.0064   
> 130 mmHg 3631 143 (3.9%)  3611 151 (4.2%) 1.06 (0.84 , 1.34) 0.6084 1.06 (0.85 , 1.33) 0.6098 0.24 (-0.67 , 1.15) 0.6058   

Heart Failure            0.5908  
Yes 1567 127 (8.1%)  1549 144 (9.3%) 1.16 (0.90 , 1.49) 0.2499 1.14 (0.91 , 1.44) 0.2545 1.19 (-0.79 , 3.16) 0.2399   
No 4494 161 (3.6%)  4518 201 (4.4%) 1.25 (1.01 , 1.55) 0.0366 1.24 (1.01 , 1.52) 0.0364 0.87 (0.06 , 1.68) 0.0356   

Type 2 Diabetes            0.1758  
Yes 4900 235 (4.8%)  4892 265 (5.4%) 1.14 (0.95 , 1.37) 0.1487 1.13 (0.95 , 1.34) 0.1524 0.64 (-0.23 , 1.51) 0.1466   
No 1161 53 (4.6%)  1175 80 (6.8%) 1.52 (1.06 , 2.17) 0.0232 1.47 (1.05 , 2.06) 0.0248 2.20 (0.33 , 4.06) 0.0210   

Baseline UACR            0.6251  
<30 352 17 (4.8%)  334 20 (6.0%) 1.26 (0.65 , 2.45) 0.4968 1.24 (0.66 , 2.33) 0.4969 1.18 (-2.22 , 4.57) 0.4971   
>=30 - <=300 2216 87 (3.9%)  2255 99 (4.4%) 1.08 (0.80 , 1.46) 0.6285 1.07 (0.80 , 1.43) 0.6343 0.43 (-0.74 , 1.60) 0.4716   
>300 2518 97 (3.9%)  2501 125 (5.0%) 1.31 (1.00 , 1.72) 0.0484 1.30 (1.00 , 1.68) 0.0486 1.15 (0.01 , 2.29) 0.0475   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.3.2.1 - Pooled IPD analysis: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test RR 

p-value
Study interaction 

test RR p-value
Overall 6061 84 (1.4%)  6067 86 (1.4%) 1.02 (0.76 , 1.39) 0.8821 1.02 (0.76 , 1.38) 0.8835 0.03 (-0.39 , 0.45) 0.8826  0.8254
Sex            0.5347  

Male 4108 63 (1.5%)  4149 61 (1.5%) 0.96 (0.67 , 1.37) 0.8262 0.96 (0.68 , 1.37) 0.8265 -0.06 (-0.59 , 0.46) 0.8117   
Female 1953 21 (1.1%)  1918 25 (1.3%) 1.20 (0.66 , 2.17) 0.5541 1.19 (0.66 , 2.15) 0.5534 0.22 (-0.46 , 0.90) 0.5321   

Age (years)            0.9089  
<=65 years 3144 32 (1.0%)  3171 32 (1.0%) 1.00 (0.60 , 1.66) 0.9926 1.00 (0.61 , 1.65) 0.9926 -0.00 (-0.50 , 0.49) 0.9857   
>65 years 2917 52 (1.8%)  2896 54 (1.9%) 1.04 (0.71 , 1.54) 0.8354 1.04 (0.71 , 1.52) 0.8405 0.08 (-0.60 , 0.77) 0.8142   

Region            0.8571  
Latin America 965 10 (1.0%)  995 7 (0.7%) 0.69 (0.26 , 1.83) 0.4520 0.69 (0.26 , 1.82) 0.4512 -0.33 (-1.15 , 0.50) 0.4380   
Asia/Pacific 1256 6 (0.5%)  1277 7 (0.5%) 0.95 (0.25 , 3.51) 0.9328 0.94 (0.26 , 3.47) 0.9316 0.08 (-0.48 , 0.63) 0.7862   
Europe 2263 26 (1.1%)  2260 27 (1.2%) 1.05 (0.60 , 1.85) 0.8658 1.05 (0.60 , 1.84) 0.8667 0.04 (-0.59 , 0.67) 0.9031   
North America 1577 42 (2.7%)  1535 45 (2.9%) 1.10 (0.72 , 1.70) 0.6590 1.10 (0.72 , 1.66) 0.6646 0.28 (-0.87 , 1.44) 0.6306   

Race            0.9450  
White 4141 66 (1.6%)  4139 70 (1.7%) 1.06 (0.75 , 1.49) 0.7429 1.06 (0.76 , 1.48) 0.7402 0.09 (-0.46 , 0.64) 0.7474   
Black or African American 249 9 (3.6%)  251 5 (2.0%) 0.73 (0.22 , 2.37) 0.5989 0.74 (0.24 , 2.35) 0.6145 -1.51 (-4.43 , 1.41) 0.3104   
Asian 1362 7 (0.5%)  1373 9 (0.7%) 0.91 (0.29 , 2.84) 0.8730 0.91 (0.29 , 2.81) 0.8689 0.15 (-0.42 , 0.72) 0.6105   
Other 309 2 (0.6%)  304 2 (0.7%) 0.98 (0.14 , 6.75) 0.9846 0.98 (0.14 , 6.62) 0.9819 0.02 (-1.33 , 1.37) 0.9771   

Baseline eGFR Group 1            0.8971  
< 45mL/min/1,73m2 1700 21 (1.2%)  1724 21 (1.2%) 0.99 (0.53 , 1.84) 0.9761 0.99 (0.54 , 1.81) 0.9693 -0.01 (-0.75 , 0.72) 0.9771   
>= 45mL/min/1,73m2 4361 63 (1.4%)  4342 65 (1.5%) 1.03 (0.73 , 1.47) 0.8472 1.03 (0.73 , 1.46) 0.8460 0.05 (-0.46 , 0.55) 0.8488   

Baseline eGFR Group 2            0.3330  
< 60mL/min/1,73m2 3549 54 (1.5%)  3479 60 (1.7%) 1.15 (0.79 , 1.67) 0.4636 1.15 (0.80 , 1.66) 0.4574 0.23 (-0.36 , 0.82) 0.4500   
>= 60mL/min/1,73m2 2512 30 (1.2%)  2587 26 (1.0%) 0.84 (0.49 , 1.42) 0.5094 0.84 (0.50 , 1.41) 0.5087 -0.19 (-0.76 , 0.39) 0.5233   

Baseline systolic BP            0.1349  
<= 130 mmHg 2430 33 (1.4%)  2456 45 (1.8%) 1.38 (0.87 , 2.17) 0.1678 1.37 (0.88 , 2.13) 0.1681 0.50 (-0.21 , 1.20) 0.1656   
> 130 mmHg 3631 51 (1.4%)  3611 41 (1.1%) 0.86 (0.56 , 1.31) 0.4705 0.86 (0.56 , 1.30) 0.4736 -0.28 (-0.79 , 0.24) 0.2915   

Heart Failure            0.7139  
Yes 1567 38 (2.4%)  1549 36 (2.3%) 0.96 (0.61 , 1.53) 0.8738 0.96 (0.61 , 1.51) 0.8747 -0.09 (-1.15 , 0.98) 0.8743   
No 4494 46 (1.0%)  4518 50 (1.1%) 1.08 (0.72 , 1.62) 0.7079 1.08 (0.72 , 1.61) 0.7074 0.08 (-0.34 , 0.50) 0.7077   

Type 2 Diabetes            0.0851  
Yes 4900 78 (1.6%)  4892 72 (1.5%) 0.93 (0.67 , 1.29) 0.6796 0.93 (0.68 , 1.29) 0.6782 -0.12 (-0.60 , 0.37) 0.6401   
No 1161 6 (0.5%)  1175 14 (1.2%) 2.29 (0.87 , 5.99) 0.0928 2.26 (0.87 , 5.85) 0.0935 0.66 (-0.08 , 1.40) 0.0809   

Baseline UACR            0.4882  
<30 352 7 (2.0%)  334 11 (3.3%) 1.68 (0.64 , 4.40) 0.2874 1.66 (0.65 , 4.23) 0.2878 1.31 (-1.10 , 3.73) 0.2851   
>=30 - <=300 2216 33 (1.5%)  2255 31 (1.4%) 0.87 (0.53 , 1.44) 0.5898 0.87 (0.53 , 1.43) 0.5873 -0.11 (-0.80 , 0.59) 0.7639   
>300 2518 21 (0.8%)  2501 22 (0.9%) 1.04 (0.57 , 1.92) 0.8925 1.04 (0.57 , 1.91) 0.8903 0.04 (-0.47 , 0.55) 0.8783   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.3.3.1 - Pooled IPD analysis: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 41 (0.7%)  6067 38 (0.6%) 0.93 (0.59 , 1.44) 0.7319 0.93 (0.60 , 1.44) 0.7315 -0.05 (-0.34 , 0.24) 0.7312  0.8522
Sex            0.2272  

Male 4108 33 (0.8%)  4149 26 (0.6%) 0.78 (0.46 , 1.31) 0.3421 0.78 (0.47 , 1.30) 0.3413 -0.18 (-0.54 , 0.19) 0.3379   
Female 1953 8 (0.4%)  1918 12 (0.6%) 1.48 (0.60 , 3.69) 0.3970 1.48 (0.60 , 3.66) 0.3963 0.21 (-0.25 , 0.66) 0.3708   

Age (years)            0.7868  
<=65 years 3144 17 (0.5%)  3171 17 (0.5%) 1.00 (0.51 , 1.97) 0.9966 1.00 (0.51 , 1.96) 0.9963 -0.00 (-0.36 , 0.36) 0.9927   
>65 years 2917 24 (0.8%)  2896 21 (0.7%) 0.88 (0.48 , 1.61) 0.6800 0.88 (0.49 , 1.60) 0.6790 -0.10 (-0.55 , 0.35) 0.6706   

Region            0.6029  
Latin America 965 5 (0.5%)  995 4 (0.4%) 0.89 (0.23 , 3.47) 0.8653 0.89 (0.23 , 3.45) 0.8672 -0.11 (-0.72 , 0.49) 0.7165   
Asia/Pacific 1256 5 (0.4%)  1277 3 (0.2%) 0.98 (0.17 , 5.67) 0.9822 0.98 (0.17 , 5.66) 0.9841 -0.15 (-0.59 , 0.28) 0.4902   
Europe 2263 13 (0.6%)  2260 8 (0.4%) 0.62 (0.25 , 1.50) 0.2849 0.62 (0.25 , 1.49) 0.2849 -0.22 (-0.62 , 0.17) 0.2708   
North America 1577 18 (1.1%)  1535 23 (1.5%) 1.30 (0.70 , 2.44) 0.4050 1.30 (0.70 , 2.39) 0.4083 0.38 (-0.42 , 1.18) 0.3501   

Race            0.8982  
White 4141 34 (0.8%)  4139 32 (0.8%) 0.94 (0.58 , 1.52) 0.7933 0.94 (0.58 , 1.52) 0.7929 -0.05 (-0.43 , 0.33) 0.7932   
Black or African American 249 3 (1.2%)  251 2 (0.8%) 0.79 (0.15 , 4.13) 0.7776 0.79 (0.15 , 4.06) 0.7789 -0.36 (-2.13 , 1.42) 0.6937   
Asian 1362 3 (0.2%)  1373 4 (0.3%) 1.28 (0.29 , 5.77) 0.7450 1.28 (0.29 , 5.73) 0.7448 0.08 (-0.30 , 0.45) 0.6926   
Other 309 1 (0.3%)  304 0 (0.0%) 0.34 (0.01 , 8.42) 0.5095 0.34 (0.01 , 8.31) 0.5101 -0.88 (-2.61 , 0.84) 0.3152   

Baseline eGFR Group 1            0.7266  
< 45mL/min/1,73m2 1700 7 (0.4%)  1724 8 (0.5%) 1.09 (0.38 , 3.14) 0.8714 1.09 (0.38 , 3.10) 0.8750 0.05 (-0.39 , 0.50) 0.8083   
>= 45mL/min/1,73m2 4361 34 (0.8%)  4342 30 (0.7%) 0.88 (0.54 , 1.45) 0.6250 0.89 (0.54 , 1.45) 0.6253 -0.09 (-0.45 , 0.27) 0.6244   

Baseline eGFR Group 2            0.2487  
< 60mL/min/1,73m2 3549 22 (0.6%)  3479 24 (0.7%) 1.12 (0.62 , 2.03) 0.6973 1.12 (0.63 , 2.02) 0.6948 0.08 (-0.30 , 0.46) 0.6853   
>= 60mL/min/1,73m2 2512 19 (0.8%)  2587 14 (0.5%) 0.65 (0.32 , 1.34) 0.2434 0.65 (0.32 , 1.34) 0.2429 -0.22 (-0.66 , 0.23) 0.3388   

Baseline systolic BP            0.2423  
<= 130 mmHg 2430 21 (0.9%)  2456 25 (1.0%) 1.17 (0.64 , 2.12) 0.6112 1.16 (0.65 , 2.10) 0.6132 0.17 (-0.37 , 0.71) 0.5433   
> 130 mmHg 3631 20 (0.6%)  3611 13 (0.4%) 0.67 (0.34 , 1.36) 0.2690 0.68 (0.34 , 1.35) 0.2695 -0.19 (-0.50 , 0.12) 0.2224   

Heart Failure            0.5390  
Yes 1567 19 (1.2%)  1549 20 (1.3%) 1.07 (0.57 , 2.02) 0.8309 1.07 (0.57 , 2.00) 0.8311 0.09 (-0.69 , 0.87) 0.8281   
No 4494 22 (0.5%)  4518 18 (0.4%) 0.81 (0.43 , 1.52) 0.5118 0.81 (0.44 , 1.51) 0.5115 -0.09 (-0.37 , 0.18) 0.5101   

Type 2 Diabetes            0.0127  
Yes 4900 40 (0.8%)  4892 28 (0.6%) 0.71 (0.44 , 1.17) 0.1772 0.72 (0.44 , 1.16) 0.1775 -0.24 (-0.57 , 0.09) 0.1491   
No 1161 1 (0.1%)  1175 10 (0.9%) 6.91 (1.25 , 38.34) 0.0270 6.84 (1.24 , 37.77) 0.0273 0.76 (0.21 , 1.31) 0.0069   

Baseline UACR            0.4738  
<30 352 1 (0.3%)  334 3 (0.9%) 3.19 (0.33 , 30.83) 0.3160 3.17 (0.33 , 30.34) 0.3165 0.62 (-0.54 , 1.77) 0.2962   
>=30 - <=300 2216 19 (0.9%)  2255 17 (0.8%) 0.78 (0.39 , 1.55) 0.4769 0.78 (0.39 , 1.54) 0.4754 -0.11 (-0.63 , 0.42) 0.6937   
>300 2518 10 (0.4%)  2501 7 (0.3%) 0.70 (0.26 , 1.87) 0.4792 0.70 (0.26 , 1.87) 0.4803 -0.12 (-0.44 , 0.20) 0.4592   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.3.4.1 - Pooled IPD analysis: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non-severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 253 (4.2%)  6067 315 (5.2%) 1.26 (1.06 , 1.49) 0.0081 1.24 (1.06 , 1.46) 0.0084 1.02 (0.27 , 1.77) 0.0076  0.3068
Sex            0.6045  

Male 4108 185 (4.5%)  4149 237 (5.7%) 1.29 (1.06 , 1.58) 0.0108 1.27 (1.05 , 1.53) 0.0119 1.25 (0.30 , 2.19) 0.0099   
Female 1953 68 (3.5%)  1918 78 (4.1%) 1.15 (0.82 , 1.62) 0.4040 1.15 (0.83 , 1.59) 0.3889 0.52 (-0.68 , 1.71) 0.3971   

Age (years)            0.4228  
<=65 years 3144 98 (3.1%)  3171 133 (4.2%) 1.37 (1.05 , 1.79) 0.0210 1.35 (1.04 , 1.74) 0.0224 1.10 (0.18 , 2.02) 0.0195   
>65 years 2917 155 (5.3%)  2896 182 (6.3%) 1.19 (0.95 , 1.49) 0.1235 1.18 (0.96 , 1.45) 0.1219 0.95 (-0.25 , 2.15) 0.1201   

Region            0.2472  
Latin America 965 23 (2.4%)  995 44 (4.4%) 1.98 (1.18 , 3.33) 0.0098 1.90 (1.16 , 3.10) 0.0103 2.13 (0.55 , 3.71) 0.0084   
Asia/Pacific 1256 38 (3.0%)  1277 48 (3.8%) 1.24 (0.80 , 1.93) 0.3288 1.23 (0.81 , 1.86) 0.3401 0.71 (-0.69 , 2.11) 0.3231   
Europe 2263 78 (3.4%)  2260 103 (4.6%) 1.33 (0.98 , 1.80) 0.0667 1.31 (0.98 , 1.74) 0.0688 1.07 (-0.06 , 2.21) 0.0641   
North America 1577 114 (7.2%)  1535 120 (7.8%) 1.09 (0.83 , 1.43) 0.5164 1.08 (0.84 , 1.39) 0.5274 0.64 (-1.21 , 2.49) 0.4988   

Race            0.2801  
White 4141 184 (4.4%)  4139 237 (5.7%) 1.31 (1.08 , 1.60) 0.0069 1.29 (1.07 , 1.56) 0.0070 1.30 (0.36 , 2.25) 0.0067   
Black or African American 249 21 (8.4%)  251 13 (5.2%) 0.61 (0.28 , 1.31) 0.2060 0.63 (0.31 , 1.30) 0.2108 -3.19 (-7.59 , 1.20) 0.1541   
Asian 1362 40 (2.9%)  1373 50 (3.6%) 1.24 (0.81 , 1.91) 0.3215 1.23 (0.81 , 1.85) 0.3265 0.69 (-0.64 , 2.01) 0.3100   
Other 309 8 (2.6%)  304 15 (4.9%) 1.65 (0.61 , 4.42) 0.3216 1.60 (0.61 , 4.16) 0.3384 2.36 (-0.66 , 5.38) 0.1262   

Baseline eGFR Group 1            0.8763  
< 45mL/min/1,73m2 1700 95 (5.6%)  1724 122 (7.1%) 1.29 (0.98 , 1.71) 0.0723 1.26 (0.97 , 1.63) 0.0794 1.50 (-0.12 , 3.13) 0.0688   
>= 45mL/min/1,73m2 4361 158 (3.6%)  4342 193 (4.4%) 1.24 (1.00 , 1.54) 0.0500 1.23 (1.00 , 1.51) 0.0502 0.83 (0.00 , 1.65) 0.0486   

Baseline eGFR Group 2            0.4301  
< 60mL/min/1,73m2 3549 182 (5.1%)  3479 233 (6.7%) 1.33 (1.08 , 1.62) 0.0059 1.30 (1.08 , 1.57) 0.0065 1.56 (0.46 , 2.66) 0.0054   
>= 60mL/min/1,73m2 2512 71 (2.8%)  2587 82 (3.2%) 1.13 (0.81 , 1.55) 0.4734 1.12 (0.82 , 1.53) 0.4736 0.34 (-0.59 , 1.28) 0.4726   

Baseline systolic BP            0.2292  
<= 130 mmHg 2430 127 (5.2%)  2456 175 (7.1%) 1.40 (1.10 , 1.77) 0.0057 1.36 (1.09 , 1.70) 0.0063 1.92 (0.58 , 3.26) 0.0050   
> 130 mmHg 3631 126 (3.5%)  3611 140 (3.9%) 1.12 (0.88 , 1.43) 0.3638 1.12 (0.88 , 1.41) 0.3637 0.40 (-0.46 , 1.27) 0.3604   

Heart Failure            0.5674  
Yes 1567 110 (7.0%)  1549 129 (8.3%) 1.20 (0.92 , 1.56) 0.1884 1.18 (0.92 , 1.51) 0.1926 1.30 (-0.57 , 3.16) 0.1737   
No 4494 143 (3.2%)  4518 186 (4.1%) 1.31 (1.05 , 1.63) 0.0181 1.29 (1.05 , 1.60) 0.0180 0.94 (0.16 , 1.71) 0.0175   

Type 2 Diabetes            0.6083  
Yes 4900 201 (4.1%)  4892 243 (5.0%) 1.23 (1.01 , 1.49) 0.0355 1.22 (1.01 , 1.46) 0.0356 0.89 (0.06 , 1.71) 0.0345   
No 1161 52 (4.5%)  1175 72 (6.1%) 1.38 (0.95 , 2.00) 0.0877 1.35 (0.95 , 1.91) 0.0929 1.61 (-0.20 , 3.42) 0.0810   

Baseline UACR            0.6215  
<30 352 16 (4.5%)  334 17 (5.1%) 1.13 (0.56 , 2.27) 0.7326 1.12 (0.58 , 2.19) 0.7326 0.56 (-2.65 , 3.77) 0.7328   
>=30 - <=300 2216 73 (3.3%)  2255 88 (3.9%) 1.14 (0.83 , 1.58) 0.4197 1.14 (0.83 , 1.55) 0.4214 0.57 (-0.52 , 1.66) 0.3065   
>300 2518 87 (3.5%)  2501 119 (4.8%) 1.40 (1.05 , 1.85) 0.0201 1.38 (1.05 , 1.81) 0.0203 1.31 (0.21 , 2.41) 0.0192   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.4.1.1 - Pooled IPD analysis: AEs of special interest: genital infections—subjects experiencing any adverse event (AE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 30 (0.5%)  6067 108 (1.8%) 3.56 (2.37 , 5.37) <.0001 3.49 (2.33 , 5.23) <.0001 1.53 (1.08 , 1.97) <.0001   
Sex            0.9725  

Male 4108 14 (0.3%)  4149 56 (1.3%) 3.40 (1.88 , 6.14) <.0001 3.34 (1.86 , 6.00) <.0001 1.20 (0.73 , 1.67) <.0001   
Female 1953 16 (0.8%)  1918 52 (2.7%) 3.49 (1.98 , 6.14) <.0001 3.39 (1.95 , 5.91) <.0001 2.25 (1.28 , 3.21) <.0001   

Age (years)            0.1983  
<=65 years 3144 18 (0.6%)  3171 50 (1.6%) 2.74 (1.59 , 4.73) 0.0003 2.70 (1.58 , 4.62) 0.0003 1.08 (0.53 , 1.63) 0.0001   
>65 years 2917 12 (0.4%)  2896 58 (2.0%) 4.77 (2.54 , 8.97) <.0001 4.64 (2.49 , 8.65) <.0001 2.13 (1.39 , 2.87) <.0001   

Region            0.3424  
Latin America 965 1 (0.1%)  995 10 (1.0%) 6.53 (1.17 , 36.40) 0.0325 6.43 (1.16 , 35.64) 0.0330 1.07 (0.28 , 1.86) 0.0082   
Asia/Pacific 1256 3 (0.2%)  1277 9 (0.7%) 2.83 (0.82 , 9.68) 0.0983 2.79 (0.82 , 9.46) 0.0988 0.57 (-0.05 , 1.20) 0.0714   
Europe 2263 7 (0.3%)  2260 39 (1.7%) 5.74 (2.56 , 12.88) <.0001 5.64 (2.53 , 12.58) <.0001 1.78 (1.05 , 2.51) <.0001   
North America 1577 19 (1.2%)  1535 50 (3.3%) 2.60 (1.52 , 4.47) 0.0005 2.53 (1.50 , 4.29) 0.0005 2.22 (1.08 , 3.36) 0.0001   

Race            0.3132  
White 4141 22 (0.5%)  4139 91 (2.2%) 4.15 (2.60 , 6.64) <.0001 4.05 (2.55 , 6.45) <.0001 2.00 (1.40 , 2.60) <.0001   
Black or African American 249 4 (1.6%)  251 4 (1.6%) 1.13 (0.28 , 4.64) 0.8640 1.13 (0.29 , 4.39) 0.8640 0.44 (-4.56 , 5.43) 0.8644   
Asian 1362 3 (0.2%)  1373 11 (0.8%) 3.26 (0.96 , 10.98) 0.0571 3.21 (0.96 , 10.74) 0.0577 0.69 (0.07 , 1.31) 0.0282   
Other 309 1 (0.3%)  304 2 (0.7%) 1.66 (0.20 , 13.56) 0.6381 1.65 (0.20 , 13.29) 0.6393 0.36 (-0.81 , 1.54) 0.5475   

Baseline eGFR Group 1            0.3143  
< 45mL/min/1,73m2 1700 1 (0.1%)  1724 12 (0.7%) 8.13 (1.48 , 44.75) 0.0160 8.02 (1.47 , 43.85) 0.0163 0.81 (0.29 , 1.33) 0.0022   
>= 45mL/min/1,73m2 4361 29 (0.7%)  4342 96 (2.2%) 3.34 (2.19 , 5.07) <.0001 3.27 (2.16 , 4.94) <.0001 1.79 (1.21 , 2.36) <.0001   

Baseline eGFR Group 2            0.7522  
< 60mL/min/1,73m2 3549 10 (0.3%)  3479 40 (1.1%) 3.90 (1.91 , 7.99) 0.0002 3.80 (1.88 , 7.69) 0.0002 1.23 (0.68 , 1.77) <.0001   
>= 60mL/min/1,73m2 2512 20 (0.8%)  2587 68 (2.6%) 3.37 (2.04 , 5.56) <.0001 3.31 (2.01 , 5.43) <.0001 1.84 (1.13 , 2.54) <.0001   

Baseline systolic BP            0.0584  
<= 130 mmHg 2430 16 (0.7%)  2456 36 (1.5%) 2.24 (1.23 , 4.07) 0.0082 2.20 (1.22 , 3.97) 0.0084 1.13 (0.33 , 1.92) 0.0053   
> 130 mmHg 3631 14 (0.4%)  3611 72 (2.0%) 4.99 (2.79 , 8.90) <.0001 4.87 (2.74 , 8.64) <.0001 1.74 (1.20 , 2.28) <.0001   

Heart Failure            0.5338  
Yes 1567 2 (0.1%)  1549 12 (0.8%) 5.30 (1.36 , 20.72) 0.0165 5.19 (1.34 , 20.08) 0.0170 1.72 (0.49 , 2.95) 0.0060   
No 4494 28 (0.6%)  4518 96 (2.1%) 3.38 (2.21 , 5.18) <.0001 3.31 (2.18 , 5.05) <.0001 1.50 (1.02 , 1.98) <.0001   

Type 2 Diabetes            0.8936  
Yes 4900 29 (0.6%)  4892 104 (2.1%) 3.53 (2.32 , 5.35) <.0001 3.45 (2.29 , 5.21) <.0001 1.70 (1.19 , 2.21) <.0001   
No 1161 1 (0.1%)  1175 4 (0.3%) 4.03 (0.45 , 36.19) 0.2127 4.02 (0.45 , 35.85) 0.2131 0.43 (-0.20 , 1.06) 0.1777   

Baseline UACR            0.7403  
<30 352 3 (0.9%)  334 15 (4.5%) 5.49 (1.57 , 19.13) 0.0075 5.29 (1.54 , 18.09) 0.0080 3.65 (1.23 , 6.08) 0.0032   
>=30 - <=300 2216 19 (0.9%)  2255 64 (2.8%) 3.40 (2.03 , 5.69) <.0001 3.33 (2.00 , 5.54) <.0001 1.99 (1.21 , 2.78) <.0001   
>300 2518 8 (0.3%)  2501 29 (1.2%) 3.03 (1.32 , 6.91) 0.0086 2.98 (1.31 , 6.75) 0.0090 0.83 (0.36 , 1.31) 0.0006   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.4.2.1 - Pooled IPD analysis: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test RR 

p-value
Study interaction 

test RR p-value
Overall 6061 2 (0.0%)  6067 5 (0.1%) 1.81 (0.35 , 9.26) 0.4788 1.80 (0.35 , 9.25) 0.4790 0.06 (-0.04 , 0.16) 0.2575   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.4.3.1 - Pooled IPD analysis: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test RR 

p-value
Study interaction 

test RR p-value
Overall 6061 3 (0.0%)  6067 4 (0.1%) 1.24 (0.30 , 5.21) 0.7657 1.24 (0.30 , 5.20) 0.7658 0.02 (-0.08 , 0.12) 0.7076   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.4.4.1 - Pooled IPD analysis: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non-severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 28 (0.5%)  6067 105 (1.7%) 3.73 (2.45 , 5.69) <.0001 3.66 (2.41 , 5.55) <.0001 1.51 (1.07 , 1.94) <.0001   
Sex            0.7054  

Male 4108 12 (0.3%)  4149 55 (1.3%) 3.90 (2.08 , 7.29) <.0001 3.83 (2.06 , 7.13) <.0001 1.23 (0.77 , 1.69) <.0001   
Female 1953 16 (0.8%)  1918 50 (2.6%) 3.35 (1.90 , 5.91) <.0001 3.26 (1.87 , 5.70) <.0001 2.12 (1.17 , 3.07) <.0001   

Age (years)            0.2250  
<=65 years 3144 17 (0.5%)  3171 50 (1.6%) 2.91 (1.67 , 5.07) 0.0002 2.87 (1.66 , 4.96) 0.0002 1.11 (0.57 , 1.66) <.0001   
>65 years 2917 11 (0.4%)  2896 55 (1.9%) 4.98 (2.59 , 9.60) <.0001 4.85 (2.54 , 9.27) <.0001 2.04 (1.31 , 2.76) <.0001   

Region            0.4654  
Latin America 965 1 (0.1%)  995 9 (0.9%) 5.64 (0.98 , 32.39) 0.0522 5.57 (0.98 , 31.74) 0.0530 0.94 (0.19 , 1.70) 0.0143   
Asia/Pacific 1256 3 (0.2%)  1277 9 (0.7%) 2.83 (0.82 , 9.68) 0.0983 2.79 (0.82 , 9.46) 0.0988 0.57 (-0.05 , 1.20) 0.0714   
Europe 2263 7 (0.3%)  2260 39 (1.7%) 5.74 (2.56 , 12.88) <.0001 5.64 (2.53 , 12.58) <.0001 1.78 (1.05 , 2.51) <.0001   
North America 1577 17 (1.1%)  1535 48 (3.1%) 2.80 (1.59 , 4.92) 0.0004 2.72 (1.57 , 4.73) 0.0004 2.22 (1.11 , 3.33) <.0001   

Race            0.2349  
White 4141 20 (0.5%)  4139 89 (2.2%) 4.48 (2.75 , 7.30) <.0001 4.38 (2.70 , 7.09) <.0001 2.00 (1.41 , 2.59) <.0001   
Black or African American 249 4 (1.6%)  251 4 (1.6%) 1.13 (0.28 , 4.64) 0.8640 1.13 (0.29 , 4.39) 0.8640 0.44 (-4.56 , 5.43) 0.8644   
Asian 1362 3 (0.2%)  1373 11 (0.8%) 3.26 (0.96 , 10.98) 0.0571 3.21 (0.96 , 10.74) 0.0577 0.69 (0.07 , 1.31) 0.0282   
Other 309 1 (0.3%)  304 1 (0.3%) 1.03 (0.06 , 16.63) 0.9848 1.03 (0.07 , 16.22) 0.9848 0.02 (-2.45 , 2.50) 0.9848   

Baseline eGFR Group 1            0.3396  
< 45mL/min/1,73m2 1700 1 (0.1%)  1724 12 (0.7%) 8.13 (1.48 , 44.75) 0.0160 8.02 (1.47 , 43.85) 0.0163 0.81 (0.29 , 1.33) 0.0022   
>= 45mL/min/1,73m2 4361 27 (0.6%)  4342 93 (2.1%) 3.48 (2.26 , 5.37) <.0001 3.42 (2.23 , 5.23) <.0001 1.76 (1.19 , 2.33) <.0001   

Baseline eGFR Group 2            0.9985  
< 60mL/min/1,73m2 3549 10 (0.3%)  3479 38 (1.1%) 3.71 (1.81 , 7.63) 0.0004 3.62 (1.78 , 7.36) 0.0004 1.15 (0.61 , 1.68) <.0001   
>= 60mL/min/1,73m2 2512 18 (0.7%)  2587 67 (2.6%) 3.69 (2.18 , 6.22) <.0001 3.62 (2.16 , 6.07) <.0001 1.88 (1.18 , 2.57) <.0001   

Baseline systolic BP            0.0514  
<= 130 mmHg 2430 15 (0.6%)  2456 34 (1.4%) 2.27 (1.23 , 4.20) 0.0089 2.24 (1.22 , 4.10) 0.0091 1.07 (0.30 , 1.84) 0.0063   
> 130 mmHg 3631 13 (0.4%)  3611 71 (2.0%) 5.31 (2.92 , 9.66) <.0001 5.19 (2.87 , 9.38) <.0001 1.74 (1.20 , 2.27) <.0001   

Heart Failure            0.5798  
Yes 1567 2 (0.1%)  1549 12 (0.8%) 5.30 (1.36 , 20.72) 0.0165 5.19 (1.34 , 20.08) 0.0170 1.72 (0.49 , 2.95) 0.0060   
No 4494 26 (0.6%)  4518 93 (2.1%) 3.55 (2.29 , 5.51) <.0001 3.48 (2.25 , 5.37) <.0001 1.48 (1.01 , 1.95) <.0001   

Type 2 Diabetes            0.9277  
Yes 4900 27 (0.6%)  4892 101 (2.1%) 3.70 (2.41 , 5.69) <.0001 3.62 (2.37 , 5.54) <.0001 1.68 (1.18 , 2.17) <.0001   
No 1161 1 (0.1%)  1175 4 (0.3%) 4.03 (0.45 , 36.19) 0.2127 4.02 (0.45 , 35.85) 0.2131 0.43 (-0.20 , 1.06) 0.1777   

Baseline UACR            0.8068  
<30 352 3 (0.9%)  334 15 (4.5%) 5.49 (1.57 , 19.13) 0.0075 5.29 (1.54 , 18.09) 0.0080 3.65 (1.23 , 6.08) 0.0032   
>=30 - <=300 2216 18 (0.8%)  2255 62 (2.7%) 3.47 (2.05 , 5.89) <.0001 3.40 (2.02 , 5.74) <.0001 1.95 (1.18 , 2.72) <.0001   
>300 2518 7 (0.3%)  2501 28 (1.1%) 3.49 (1.47 , 8.25) 0.0044 3.43 (1.46 , 8.07) 0.0046 0.83 (0.37 , 1.29) 0.0004   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.5.1.1 - Pooled IPD analysis: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 
test RR p-value

Overall 6061 403 (6.6%)  6067 409 (6.7%) 1.01 (0.88 , 1.17) 0.8457 1.01 (0.89 , 1.16) 0.8484 0.09 (-0.80 , 0.97) 0.8456  0.8745
Sex            0.3177  

Male 4108 189 (4.6%)  4149 184 (4.4%) 0.95 (0.77 , 1.17) 0.6401 0.95 (0.78 , 1.16) 0.6197 -0.20 (-1.10 , 0.69) 0.6564   
Female 1953 214 (11.0%)  1918 225 (11.7%) 1.10 (0.90 , 1.34) 0.3706 1.09 (0.91 , 1.30) 0.3431 0.91 (-1.08 , 2.89) 0.3715   

Age (years)            0.4425  
<=65 years 3144 188 (6.0%)  3171 183 (5.8%) 0.96 (0.78 , 1.18) 0.6916 0.96 (0.79 , 1.17) 0.6838 -0.23 (-1.39 , 0.92) 0.6934   
>65 years 2917 215 (7.4%)  2896 226 (7.8%) 1.07 (0.88 , 1.30) 0.4957 1.07 (0.89 , 1.27) 0.4873 0.47 (-0.88 , 1.82) 0.4962   

Region            0.4529  
Latin America 965 70 (7.3%)  995 60 (6.0%) 0.83 (0.58 , 1.19) 0.3222 0.85 (0.61 , 1.19) 0.3349 -1.15 (-3.36 , 1.06) 0.3073   
Asia/Pacific 1256 59 (4.7%)  1277 57 (4.5%) 0.97 (0.67 , 1.41) 0.8676 0.97 (0.68 , 1.38) 0.8654 -0.14 (-1.75 , 1.48) 0.8675   
Europe 2263 127 (5.6%)  2260 147 (6.5%) 1.18 (0.92 , 1.51) 0.1876 1.17 (0.93 , 1.47) 0.1851 0.93 (-0.45 , 2.32) 0.1869   
North America 1577 147 (9.3%)  1535 145 (9.4%) 1.00 (0.78 , 1.27) 0.9867 1.00 (0.80 , 1.24) 0.9748 -0.02 (-2.05 , 2.01) 0.9865   

Race            0.7402  
White 4141 290 (7.0%)  4139 308 (7.4%) 1.06 (0.90 , 1.26) 0.4816 1.06 (0.91 , 1.23) 0.4827 0.40 (-0.71 , 1.51) 0.4814   
Black or African American 249 23 (9.2%)  251 17 (6.8%) 0.76 (0.39 , 1.49) 0.4278 0.77 (0.42 , 1.42) 0.4093 -1.95 (-6.65 , 2.75) 0.4163   
Asian 1362 61 (4.5%)  1373 57 (4.2%) 0.94 (0.65 , 1.36) 0.7368 0.94 (0.66 , 1.34) 0.7290 -0.26 (-1.77 , 1.25) 0.7355   
Other 309 29 (9.4%)  304 27 (8.9%) 0.96 (0.55 , 1.66) 0.8721 0.96 (0.58 , 1.58) 0.8765 -0.41 (-4.98 , 4.16) 0.8599   

Baseline eGFR Group 1            0.0971  
< 45mL/min/1,73m2 1700 75 (4.4%)  1724 96 (5.6%) 1.28 (0.94 , 1.75) 0.1168 1.27 (0.94 , 1.70) 0.1168 1.17 (-0.29 , 2.62) 0.1156   
>= 45mL/min/1,73m2 4361 328 (7.5%)  4342 313 (7.2%) 0.95 (0.81 , 1.12) 0.5514 0.96 (0.83 , 1.11) 0.5660 -0.33 (-1.43 , 0.76) 0.5478   

Baseline eGFR Group 2            0.7504  
< 60mL/min/1,73m2 3549 201 (5.7%)  3479 202 (5.8%) 1.05 (0.85 , 1.28) 0.6661 1.04 (0.86 , 1.26) 0.6775 0.24 (-0.84 , 1.31) 0.6656   
>= 60mL/min/1,73m2 2512 202 (8.0%)  2587 207 (8.0%) 1.00 (0.81 , 1.22) 0.9689 1.00 (0.83 , 1.20) 0.9745 -0.03 (-1.52 , 1.46) 0.9658   

Baseline systolic BP            0.3293  
<= 130 mmHg 2430 145 (6.0%)  2456 135 (5.5%) 0.92 (0.72 , 1.17) 0.5059 0.93 (0.74 , 1.16) 0.5118 -0.44 (-1.73 , 0.85) 0.5057   
> 130 mmHg 3631 258 (7.1%)  3611 274 (7.6%) 1.07 (0.90 , 1.28) 0.4434 1.07 (0.90 , 1.25) 0.4488 0.47 (-0.73 , 1.67) 0.4428   

Heart Failure            0.5257  
Yes 1567 74 (4.7%)  1549 80 (5.2%) 1.11 (0.80 , 1.54) 0.5325 1.11 (0.81 , 1.51) 0.5140 0.49 (-1.03 , 2.00) 0.5291   
No 4494 329 (7.3%)  4518 329 (7.3%) 0.99 (0.85 , 1.16) 0.9265 0.99 (0.86 , 1.15) 0.9153 -0.05 (-1.12 , 1.02) 0.9267   

Type 2 Diabetes            0.5444  
Yes 4900 364 (7.4%)  4892 374 (7.6%) 1.03 (0.89 , 1.20) 0.7112 1.03 (0.89 , 1.18) 0.7171 0.20 (-0.85 , 1.24) 0.7108   
No 1161 39 (3.4%)  1175 35 (3.0%) 0.88 (0.56 , 1.41) 0.6012 0.89 (0.57 , 1.39) 0.6012 -0.38 (-1.80 , 1.04) 0.6010   

Baseline UACR            0.2422  
<30 352 35 (9.9%)  334 40 (12.0%) 1.24 (0.76 , 2.00) 0.3867 1.21 (0.79 , 1.85) 0.3869 2.07 (-2.62 , 6.76) 0.3869   
>=30 - <=300 2216 206 (9.3%)  2255 191 (8.5%) 0.91 (0.74 , 1.11) 0.3525 0.91 (0.76 , 1.10) 0.3525 -0.79 (-2.46 , 0.88) 0.3525   
>300 2518 129 (5.1%)  2501 147 (5.9%) 1.15 (0.90 , 1.47) 0.2570 1.14 (0.91 , 1.44) 0.2538 0.73 (-0.53 , 1.99) 0.2552   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.5.2.1 - Pooled IPD analysis: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test RR 

p-value
Study interaction 

test RR p-value
Overall 6061 86 (1.4%)  6067 88 (1.5%) 1.02 (0.75 , 1.38) 0.9058 1.02 (0.76 , 1.37) 0.9094 0.03 (-0.39 , 0.45) 0.8862  0.1860
Sex            0.2120  

Male 4108 51 (1.2%)  4149 45 (1.1%) 0.86 (0.57 , 1.30) 0.4787 0.86 (0.57 , 1.30) 0.4754 -0.16 (-0.63 , 0.30) 0.4901   
Female 1953 35 (1.8%)  1918 43 (2.2%) 1.27 (0.81 , 2.00) 0.2998 1.27 (0.81 , 1.98) 0.2989 0.47 (-0.42 , 1.35) 0.3032   

Age (years)            0.0503  
<=65 years 3144 42 (1.3%)  3171 30 (0.9%) 0.71 (0.44 , 1.13) 0.1483 0.71 (0.44 , 1.13) 0.1479 -0.39 (-0.92 , 0.13) 0.1420   
>65 years 2917 44 (1.5%)  2896 58 (2.0%) 1.31 (0.88 , 1.97) 0.1854 1.31 (0.88 , 1.94) 0.1870 0.50 (-0.17 , 1.18) 0.1462   

Region            0.4620  
Latin America 965 19 (2.0%)  995 12 (1.2%) 0.71 (0.32 , 1.55) 0.3854 0.71 (0.33 , 1.54) 0.3897 -0.75 (-1.87 , 0.36) 0.1860   
Asia/Pacific 1256 15 (1.2%)  1277 19 (1.5%) 1.22 (0.62 , 2.42) 0.5664 1.22 (0.62 , 2.38) 0.5680 0.31 (-0.58 , 1.21) 0.4942   
Europe 2263 24 (1.1%)  2260 32 (1.4%) 1.37 (0.79 , 2.36) 0.2582 1.36 (0.80 , 2.33) 0.2576 0.36 (-0.28 , 1.01) 0.2687   
North America 1577 28 (1.8%)  1535 25 (1.6%) 0.86 (0.49 , 1.50) 0.5920 0.86 (0.50 , 1.48) 0.5875 -0.16 (-1.07 , 0.74) 0.7243   

Race            0.9296  
White 4141 60 (1.4%)  4139 62 (1.5%) 1.03 (0.71 , 1.48) 0.8868 1.03 (0.72 , 1.47) 0.8882 0.04 (-0.48 , 0.56) 0.8729   
Black or African American 249 6 (2.4%)  251 2 (0.8%) 0.60 (0.09 , 3.88) 0.5917 0.62 (0.10 , 3.87) 0.6098 -2.36 (-5.82 , 1.10) 0.1808   
Asian 1362 15 (1.1%)  1373 18 (1.3%) 1.16 (0.58 , 2.31) 0.6822 1.15 (0.58 , 2.29) 0.6849 0.22 (-0.60 , 1.04) 0.6007   
Other 309 5 (1.6%)  304 6 (2.0%) 1.21 (0.36 , 4.02) 0.7609 1.20 (0.37 , 3.89) 0.7637 0.34 (-1.78 , 2.46) 0.7556   

Baseline eGFR Group 1            0.1209  
< 45mL/min/1,73m2 1700 19 (1.1%)  1724 29 (1.7%) 1.58 (0.86 , 2.91) 0.1388 1.57 (0.86 , 2.87) 0.1396 0.57 (-0.22 , 1.35) 0.1565   
>= 45mL/min/1,73m2 4361 67 (1.5%)  4342 59 (1.4%) 0.90 (0.63 , 1.29) 0.5821 0.91 (0.64 , 1.29) 0.5846 -0.18 (-0.68 , 0.32) 0.4756   

Baseline eGFR Group 2            0.6347  
< 60mL/min/1,73m2 3549 48 (1.4%)  3479 51 (1.5%) 1.10 (0.73 , 1.65) 0.6505 1.09 (0.73 , 1.63) 0.6587 0.14 (-0.41 , 0.69) 0.6234   
>= 60mL/min/1,73m2 2512 38 (1.5%)  2587 37 (1.4%) 0.94 (0.60 , 1.49) 0.8078 0.95 (0.60 , 1.48) 0.8078 -0.08 (-0.74 , 0.58) 0.8079   

Baseline systolic BP            0.1245  
<= 130 mmHg 2430 39 (1.6%)  2456 30 (1.2%) 0.76 (0.47 , 1.24) 0.2744 0.77 (0.48 , 1.23) 0.2730 -0.38 (-1.04 , 0.29) 0.2655   
> 130 mmHg 3631 47 (1.3%)  3611 58 (1.6%) 1.24 (0.84 , 1.84) 0.2758 1.24 (0.84 , 1.83) 0.2770 0.31 (-0.24 , 0.86) 0.2713   

Heart Failure            0.8102  
Yes 1567 20 (1.3%)  1549 19 (1.2%) 0.95 (0.50 , 1.81) 0.8678 0.95 (0.50 , 1.79) 0.8678 -0.04 (-0.82 , 0.74) 0.9117   
No 4494 66 (1.5%)  4518 69 (1.5%) 1.04 (0.74 , 1.46) 0.8380 1.03 (0.74 , 1.45) 0.8422 0.06 (-0.44 , 0.56) 0.8253   

Type 2 Diabetes            0.9281  
Yes 4900 75 (1.5%)  4892 77 (1.6%) 1.02 (0.74 , 1.41) 0.8936 1.02 (0.74 , 1.40) 0.8965 0.04 (-0.45 , 0.53) 0.8732   
No 1161 11 (0.9%)  1175 11 (0.9%) 0.98 (0.42 , 2.30) 0.9640 0.98 (0.42 , 2.28) 0.9621 -0.02 (-0.80 , 0.77) 0.9667   

Baseline UACR            0.2119  
<30 352 7 (2.0%)  334 8 (2.4%) 1.21 (0.44 , 3.38) 0.7119 1.21 (0.44 , 3.29) 0.7119 0.41 (-1.78 , 2.61) 0.7122   
>=30 - <=300 2216 44 (2.0%)  2255 37 (1.6%) 0.83 (0.53 , 1.29) 0.3977 0.83 (0.54 , 1.28) 0.3977 -0.34 (-1.12 , 0.44) 0.3972   
>300 2518 23 (0.9%)  2501 35 (1.4%) 1.53 (0.90 , 2.60) 0.1172 1.52 (0.90 , 2.57) 0.1178 0.48 (-0.11 , 1.07) 0.1100   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.5.3.1 - Pooled IPD analysis: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 39 (0.6%)  6067 41 (0.7%) 1.05 (0.67 , 1.63) 0.8371 1.05 (0.68 , 1.62) 0.8390 0.03 (-0.26 , 0.32) 0.8292  0.7355
Sex            0.4563  

Male 4108 23 (0.6%)  4149 21 (0.5%) 0.87 (0.48 , 1.58) 0.6401 0.87 (0.48 , 1.57) 0.6390 -0.06 (-0.37 , 0.25) 0.7115   
Female 1953 16 (0.8%)  1918 20 (1.0%) 1.22 (0.62 , 2.39) 0.5615 1.22 (0.63 , 2.36) 0.5620 0.24 (-0.37 , 0.84) 0.4388   

Age (years)            0.5848  
<=65 years 3144 14 (0.4%)  3171 13 (0.4%) 0.87 (0.41 , 1.88) 0.7283 0.87 (0.41 , 1.87) 0.7272 -0.04 (-0.36 , 0.29) 0.8239   
>65 years 2917 25 (0.9%)  2896 28 (1.0%) 1.13 (0.66 , 1.96) 0.6492 1.13 (0.66 , 1.94) 0.6499 0.12 (-0.37 , 0.60) 0.6426   

Region            0.9218  
Latin America 965 6 (0.6%)  995 7 (0.7%) 1.11 (0.36 , 3.41) 0.8577 1.11 (0.36 , 3.38) 0.8576 0.07 (-0.65 , 0.79) 0.8474   
Asia/Pacific 1256 4 (0.3%)  1277 6 (0.5%) 1.45 (0.43 , 4.90) 0.5548 1.44 (0.43 , 4.85) 0.5548 0.17 (-0.32 , 0.65) 0.5071   
Europe 2263 10 (0.4%)  2260 11 (0.5%) 1.10 (0.48 , 2.56) 0.8183 1.10 (0.48 , 2.54) 0.8181 0.05 (-0.35 , 0.44) 0.8127   
North America 1577 19 (1.2%)  1535 17 (1.1%) 0.91 (0.47 , 1.73) 0.7637 0.91 (0.48 , 1.72) 0.7629 -0.12 (-0.87 , 0.63) 0.7529   

Race            0.8487  
White 4141 31 (0.7%)  4139 33 (0.8%) 1.05 (0.64 , 1.72) 0.8454 1.05 (0.64 , 1.71) 0.8470 0.04 (-0.34 , 0.42) 0.8402   
Black or African American 249 3 (1.2%)  251 1 (0.4%) 0.51 (0.07 , 4.04) 0.5266 0.52 (0.07 , 3.99) 0.5317 -1.19 (-3.65 , 1.26) 0.3414   
Asian 1362 4 (0.3%)  1373 5 (0.4%) 1.21 (0.34 , 4.33) 0.7684 1.21 (0.34 , 4.30) 0.7687 0.08 (-0.35 , 0.51) 0.7180   
Other 309 1 (0.3%)  304 2 (0.7%) 2.07 (0.19 , 23.21) 0.5538 2.05 (0.19 , 22.33) 0.5542 0.93 (-2.10 , 3.97) 0.5468   

Baseline eGFR Group 1            0.6696  
< 45mL/min/1,73m2 1700 7 (0.4%)  1724 8 (0.5%) 1.35 (0.44 , 4.15) 0.6011 1.35 (0.44 , 4.11) 0.6001 0.06 (-0.39 , 0.50) 0.8041   
>= 45mL/min/1,73m2 4361 32 (0.7%)  4342 33 (0.8%) 1.03 (0.64 , 1.68) 0.8913 1.03 (0.64 , 1.68) 0.8905 0.02 (-0.34 , 0.38) 0.9085   

Baseline eGFR Group 2            0.8736  
< 60mL/min/1,73m2 3549 18 (0.5%)  3479 19 (0.5%) 1.11 (0.57 , 2.15) 0.7618 1.10 (0.57 , 2.12) 0.7680 0.06 (-0.28 , 0.39) 0.7386   
>= 60mL/min/1,73m2 2512 21 (0.8%)  2587 22 (0.9%) 1.03 (0.57 , 1.87) 0.9300 1.03 (0.57 , 1.86) 0.9293 0.02 (-0.49 , 0.52) 0.9490   

Baseline systolic BP            0.2445  
<= 130 mmHg 2430 17 (0.7%)  2456 14 (0.6%) 0.70 (0.32 , 1.53) 0.3743 0.70 (0.33 , 1.52) 0.3711 -0.12 (-0.57 , 0.32) 0.5913   
> 130 mmHg 3631 22 (0.6%)  3611 27 (0.7%) 1.24 (0.70 , 2.21) 0.4558 1.24 (0.70 , 2.20) 0.4546 0.13 (-0.24 , 0.51) 0.4874   

Heart Failure            0.9503  
Yes 1567 9 (0.6%)  1549 9 (0.6%) 1.02 (0.39 , 2.65) 0.9641 1.02 (0.40 , 2.63) 0.9663 0.01 (-0.52 , 0.54) 0.9626   
No 4494 30 (0.7%)  4518 32 (0.7%) 1.06 (0.64 , 1.74) 0.8289 1.06 (0.64 , 1.73) 0.8298 0.04 (-0.30 , 0.38) 0.8265   

Type 2 Diabetes            0.9469  
Yes 4900 36 (0.7%)  4892 38 (0.8%) 1.05 (0.66 , 1.66) 0.8483 1.04 (0.66 , 1.65) 0.8503 0.04 (-0.30 , 0.38) 0.8148   
No 1161 3 (0.3%)  1175 3 (0.3%) 0.98 (0.18 , 5.38) 0.9853 0.98 (0.18 , 5.36) 0.9856 -0.00 (-0.41 , 0.41) 0.9844   

Baseline UACR            0.7899  
<30 352 6 (1.7%)  334 4 (1.2%) 0.70 (0.20 , 2.51) 0.5849 0.70 (0.20 , 2.48) 0.5850 -0.50 (-2.29 , 1.28) 0.5812   
>=30 - <=300 2216 20 (0.9%)  2255 23 (1.0%) 1.14 (0.62 , 2.08) 0.6687 1.14 (0.63 , 2.07) 0.6685 0.13 (-0.45 , 0.70) 0.6682   
>300 2518 9 (0.4%)  2501 9 (0.4%) 0.98 (0.38 , 2.50) 0.9660 0.98 (0.39 , 2.47) 0.9640 -0.01 (-0.34 , 0.32) 0.9707   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.5.4.1 - Pooled IPD analysis: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non-severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 
test RR p-value

Overall 6061 377 (6.2%)  6067 382 (6.3%) 1.01 (0.87 , 1.17) 0.8690 1.01 (0.88 , 1.16) 0.8714 0.07 (-0.79 , 0.93) 0.8690  0.8634
Sex            0.5120  

Male 4108 172 (4.2%)  4149 171 (4.1%) 0.97 (0.78 , 1.21) 0.8042 0.97 (0.79 , 1.20) 0.7854 -0.10 (-0.96 , 0.76) 0.8216   
Female 1953 205 (10.5%)  1918 211 (11.0%) 1.07 (0.87 , 1.31) 0.5240 1.07 (0.89 , 1.28) 0.4926 0.63 (-1.31 , 2.57) 0.5251   

Age (years)            0.5533  
<=65 years 3144 178 (5.7%)  3171 175 (5.5%) 0.97 (0.78 , 1.20) 0.7730 0.97 (0.79 , 1.19) 0.7663 -0.16 (-1.30 , 0.97) 0.7749   
>65 years 2917 199 (6.8%)  2896 207 (7.1%) 1.06 (0.86 , 1.30) 0.5882 1.05 (0.87 , 1.27) 0.5809 0.36 (-0.94 , 1.66) 0.5890   

Region            0.5049  
Latin America 965 65 (6.7%)  995 56 (5.6%) 0.84 (0.58 , 1.22) 0.3688 0.86 (0.60 , 1.21) 0.3840 -1.02 (-3.16 , 1.11) 0.3472   
Asia/Pacific 1256 56 (4.5%)  1277 52 (4.1%) 0.93 (0.63 , 1.37) 0.7095 0.93 (0.65 , 1.35) 0.7088 -0.30 (-1.86 , 1.26) 0.7075   
Europe 2263 120 (5.3%)  2260 138 (6.1%) 1.17 (0.91 , 1.51) 0.2214 1.16 (0.92 , 1.47) 0.2182 0.84 (-0.51 , 2.19) 0.2208   
North America 1577 136 (8.6%)  1535 136 (8.9%) 1.01 (0.79 , 1.30) 0.9185 1.01 (0.81 , 1.27) 0.9280 0.10 (-1.87 , 2.07) 0.9180   

Race            0.7450  
White 4141 269 (6.5%)  4139 287 (6.9%) 1.07 (0.90 , 1.27) 0.4607 1.06 (0.90 , 1.25) 0.4612 0.40 (-0.67 , 1.48) 0.4605   
Black or African American 249 21 (8.4%)  251 17 (6.8%) 0.82 (0.41 , 1.65) 0.5812 0.83 (0.44 , 1.55) 0.5520 -1.18 (-5.77 , 3.42) 0.6154   
Asian 1362 59 (4.3%)  1373 53 (3.9%) 0.90 (0.61 , 1.32) 0.5973 0.91 (0.63 , 1.30) 0.5916 -0.41 (-1.89 , 1.07) 0.5874   
Other 309 28 (9.1%)  304 25 (8.2%) 0.91 (0.52 , 1.61) 0.7546 0.92 (0.55 , 1.54) 0.7567 -0.75 (-5.20 , 3.70) 0.7409   

Baseline eGFR Group 1            0.0818  
< 45mL/min/1,73m2 1700 69 (4.1%)  1724 90 (5.2%) 1.30 (0.95 , 1.80) 0.1054 1.29 (0.95 , 1.75) 0.1040 1.17 (-0.24 , 2.58) 0.1027   
>= 45mL/min/1,73m2 4361 308 (7.1%)  4342 292 (6.7%) 0.95 (0.80 , 1.12) 0.5115 0.95 (0.82 , 1.11) 0.5211 -0.36 (-1.42 , 0.70) 0.5095   

Baseline eGFR Group 2            0.7388  
< 60mL/min/1,73m2 3549 188 (5.3%)  3479 189 (5.4%) 1.04 (0.85 , 1.29) 0.6823 1.04 (0.86 , 1.26) 0.6900 0.22 (-0.83 , 1.26) 0.6819   
>= 60mL/min/1,73m2 2512 189 (7.5%)  2587 193 (7.5%) 0.99 (0.81 , 1.22) 0.9397 0.99 (0.82 , 1.20) 0.9434 -0.06 (-1.50 , 1.39) 0.9381   

Baseline systolic BP            0.4195  
<= 130 mmHg 2430 133 (5.5%)  2456 125 (5.1%) 0.93 (0.72 , 1.20) 0.5763 0.94 (0.74 , 1.19) 0.5909 -0.36 (-1.60 , 0.89) 0.5749   
> 130 mmHg 3631 244 (6.7%)  3611 257 (7.1%) 1.06 (0.89 , 1.27) 0.5140 1.06 (0.89 , 1.25) 0.5245 0.39 (-0.78 , 1.56) 0.5125   

Heart Failure            0.5070  
Yes 1567 68 (4.3%)  1549 74 (4.8%) 1.12 (0.80 , 1.57) 0.5224 1.12 (0.81 , 1.54) 0.5047 0.48 (-0.98 , 1.94) 0.5185   
No 4494 309 (6.9%)  4518 308 (6.8%) 0.99 (0.84 , 1.17) 0.8973 0.99 (0.85 , 1.15) 0.8871 -0.07 (-1.11 , 0.97) 0.8975   

Type 2 Diabetes            0.7234  
Yes 4900 341 (7.0%)  4892 348 (7.1%) 1.02 (0.87 , 1.19) 0.7928 1.02 (0.88 , 1.18) 0.7967 0.14 (-0.87 , 1.15) 0.7925   
No 1161 36 (3.1%)  1175 34 (2.9%) 0.93 (0.58 , 1.50) 0.7714 0.93 (0.59 , 1.48) 0.7715 -0.21 (-1.59 , 1.18) 0.7713   

Baseline UACR            0.1742  
<30 352 32 (9.1%)  334 37 (11.1%) 1.25 (0.76 , 2.06) 0.3806 1.22 (0.78 , 1.91) 0.3808 2.02 (-2.50 , 6.54) 0.3808   
>=30 - <=300 2216 195 (8.8%)  2255 177 (7.8%) 0.89 (0.72 , 1.10) 0.2654 0.90 (0.74 , 1.09) 0.2647 -0.92 (-2.54 , 0.70) 0.2651   
>300 2518 121 (4.8%)  2501 140 (5.6%) 1.17 (0.91 , 1.50) 0.2196 1.16 (0.92 , 1.47) 0.2169 0.78 (-0.45 , 2.00) 0.2157   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.6.1.1 - Pooled IPD analysis: AEs of special interest: renal events—subjects experiencing any adverse event (AE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 646 (10.7%)  6067 537 (8.9%) 0.81 (0.72 , 0.92) 0.0008 0.83 (0.74 , 0.93) 0.0008 -1.81 (-2.86 , -0.75) 0.0008  0.9350
Sex            0.1506  

Male 4108 468 (11.4%)  4149 373 (9.0%) 0.77 (0.66 , 0.88) 0.0003 0.79 (0.69 , 0.90) 0.0003 -2.41 (-3.72 , -1.11) 0.0003   
Female 1953 178 (9.1%)  1918 164 (8.6%) 0.93 (0.75 , 1.17) 0.5384 0.94 (0.77 , 1.15) 0.5446 -0.56 (-2.35 , 1.22) 0.5376   

Age (years)            0.0979  
<=65 years 3144 295 (9.4%)  3171 222 (7.0%) 0.73 (0.61 , 0.87) 0.0006 0.75 (0.64 , 0.89) 0.0007 -2.37 (-3.72 , -1.02) 0.0006   
>65 years 2917 351 (12.0%)  2896 315 (10.9%) 0.89 (0.76 , 1.05) 0.1721 0.90 (0.78 , 1.04) 0.1645 -1.14 (-2.77 , 0.49) 0.1708   

Region            0.8626  
Latin America 965 90 (9.3%)  995 74 (7.4%) 0.79 (0.57 , 1.09) 0.1525 0.81 (0.60 , 1.09) 0.1648 -1.80 (-4.25 , 0.64) 0.1488   
Asia/Pacific 1256 82 (6.5%)  1277 67 (5.2%) 0.80 (0.57 , 1.13) 0.2041 0.81 (0.59 , 1.11) 0.1958 -1.22 (-3.05 , 0.61) 0.1906   
Europe 2263 223 (9.9%)  2260 179 (7.9%) 0.79 (0.64 , 0.97) 0.0222 0.80 (0.67 , 0.97) 0.0220 -1.94 (-3.59 , -0.28) 0.0216   
North America 1577 251 (15.9%)  1535 217 (14.1%) 0.87 (0.71 , 1.06) 0.1679 0.89 (0.75 , 1.05) 0.1657 -1.77 (-4.28 , 0.74) 0.1667   

Race            0.6228  
White 4141 492 (11.9%)  4139 424 (10.2%) 0.84 (0.73 , 0.97) 0.0154 0.86 (0.76 , 0.97) 0.0150 -1.67 (-3.02 , -0.32) 0.0153   
Black or African American 249 39 (15.7%)  251 30 (12.0%) 0.73 (0.43 , 1.22) 0.2254 0.76 (0.49 , 1.19) 0.2314 -3.79 (-9.87 , 2.29) 0.2217   
Asian 1362 87 (6.4%)  1373 66 (4.8%) 0.75 (0.54 , 1.04) 0.0839 0.76 (0.55 , 1.03) 0.0803 -1.55 (-3.27 , 0.17) 0.0767   
Other 309 28 (9.1%)  304 17 (5.6%) 0.59 (0.32 , 1.11) 0.1041 0.62 (0.35 , 1.11) 0.1055 -3.46 (-7.56 , 0.65) 0.0990   

Baseline eGFR Group 1            0.5603  
< 45mL/min/1,73m2 1700 207 (12.2%)  1724 182 (10.6%) 0.85 (0.69 , 1.06) 0.1446 0.87 (0.72 , 1.04) 0.1271 -1.55 (-3.64 , 0.53) 0.1441   
>= 45mL/min/1,73m2 4361 439 (10.1%)  4342 355 (8.2%) 0.79 (0.68 , 0.92) 0.0020 0.81 (0.71 , 0.93) 0.0020 -1.91 (-3.12 , -0.71) 0.0019   

Baseline eGFR Group 2            0.0390  
< 60mL/min/1,73m2 3549 418 (11.8%)  3479 368 (10.6%) 0.90 (0.77 , 1.04) 0.1623 0.92 (0.81 , 1.05) 0.1982 -1.04 (-2.49 , 0.41) 0.1610   
>= 60mL/min/1,73m2 2512 228 (9.1%)  2587 169 (6.5%) 0.70 (0.57 , 0.86) 0.0008 0.72 (0.59 , 0.87) 0.0008 -2.54 (-4.01 , -1.07) 0.0007   

Baseline systolic BP            0.2360  
<= 130 mmHg 2430 268 (11.0%)  2456 206 (8.4%) 0.74 (0.61 , 0.90) 0.0025 0.77 (0.65 , 0.91) 0.0025 -2.56 (-4.22 , -0.91) 0.0024   
> 130 mmHg 3631 378 (10.4%)  3611 331 (9.2%) 0.86 (0.74 , 1.01) 0.0673 0.88 (0.76 , 1.01) 0.0658 -1.27 (-2.64 , 0.09) 0.0680   

Heart Failure            0.8246  
Yes 1567 219 (14.0%)  1549 182 (11.7%) 0.82 (0.67 , 1.02) 0.0719 0.85 (0.71 , 1.02) 0.0747 -2.15 (-4.49 , 0.18) 0.0711   
No 4494 427 (9.5%)  4518 355 (7.9%) 0.81 (0.70 , 0.94) 0.0053 0.83 (0.72 , 0.94) 0.0052 -1.65 (-2.81 , -0.49) 0.0053   

Type 2 Diabetes            0.7086  
Yes 4900 560 (11.4%)  4892 468 (9.6%) 0.82 (0.72 , 0.93) 0.0028 0.84 (0.75 , 0.94) 0.0028 -1.85 (-3.07 , -0.64) 0.0027   
No 1161 86 (7.4%)  1175 69 (5.9%) 0.77 (0.56 , 1.07) 0.1256 0.79 (0.58 , 1.07) 0.1246 -1.58 (-3.59 , 0.44) 0.1249   

Baseline UACR            0.1914  
<30 352 62 (17.6%)  334 62 (18.6%) 1.07 (0.73 , 1.58) 0.7328 1.06 (0.77 , 1.45) 0.7328 1.00 (-4.77 , 6.78) 0.7329   
>=30 - <=300 2216 207 (9.3%)  2255 156 (6.9%) 0.73 (0.59 , 0.90) 0.0040 0.75 (0.61 , 0.91) 0.0040 -2.36 (-3.96 , -0.76) 0.0038   
>300 2518 261 (10.4%)  2501 218 (8.7%) 0.82 (0.68 , 0.99) 0.0373 0.83 (0.70 , 0.99) 0.0352 -1.72 (-3.33 , -0.10) 0.0369   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.6.2.1 - Pooled IPD analysis: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 217 (3.6%)  6067 156 (2.6%) 0.71 (0.58 , 0.88) 0.0014 0.72 (0.59 , 0.88) 0.0014 -1.01 (-1.62 , -0.39) 0.0013  0.6992
Sex            0.9260  

Male 4108 151 (3.7%)  4149 110 (2.7%) 0.72 (0.56 , 0.92) 0.0086 0.72 (0.57 , 0.92) 0.0086 -1.02 (-1.78 , -0.27) 0.0080   
Female 1953 66 (3.4%)  1918 46 (2.4%) 0.70 (0.48 , 1.03) 0.0678 0.71 (0.49 , 1.03) 0.0680 -0.99 (-2.04 , 0.06) 0.0655   

Age (years)            0.6634  
<=65 years 3144 97 (3.1%)  3171 74 (2.3%) 0.75 (0.55 , 1.02) 0.0702 0.76 (0.56 , 1.02) 0.0712 -0.75 (-1.55 , 0.05) 0.0676   
>65 years 2917 120 (4.1%)  2896 82 (2.8%) 0.68 (0.51 , 0.91) 0.0097 0.69 (0.52 , 0.92) 0.0099 -1.28 (-2.22 , -0.34) 0.0076   

Region            0.8157  
Latin America 965 26 (2.7%)  995 20 (2.0%) 0.76 (0.42 , 1.37) 0.3646 0.77 (0.43 , 1.36) 0.3666 -0.62 (-1.96 , 0.72) 0.3622   
Asia/Pacific 1256 31 (2.5%)  1277 21 (1.6%) 0.69 (0.39 , 1.23) 0.2075 0.70 (0.40 , 1.22) 0.2109 -0.80 (-1.90 , 0.31) 0.1566   
Europe 2263 62 (2.7%)  2260 39 (1.7%) 0.63 (0.42 , 0.94) 0.0245 0.63 (0.42 , 0.94) 0.0248 -1.02 (-1.88 , -0.16) 0.0204   
North America 1577 98 (6.2%)  1535 76 (5.0%) 0.79 (0.58 , 1.08) 0.1400 0.80 (0.60 , 1.07) 0.1397 -1.22 (-2.83 , 0.39) 0.1378   

Race            0.3281  
White 4141 157 (3.8%)  4139 127 (3.1%) 0.81 (0.63 , 1.02) 0.0754 0.81 (0.64 , 1.02) 0.0756 -0.72 (-1.50 , 0.06) 0.0718   
Black or African American 249 18 (7.2%)  251 11 (4.4%) 0.60 (0.27 , 1.32) 0.2057 0.63 (0.30 , 1.31) 0.2158 -2.90 (-7.03 , 1.23) 0.1692   
Asian 1362 31 (2.3%)  1373 16 (1.2%) 0.52 (0.28 , 0.96) 0.0371 0.53 (0.29 , 0.96) 0.0376 -1.11 (-2.09 , -0.14) 0.0253   
Other 309 11 (3.6%)  304 2 (0.7%) 0.30 (0.07 , 1.29) 0.1059 0.31 (0.07 , 1.31) 0.1100 -3.04 (-5.43 , -0.66) 0.0123   

Baseline eGFR Group 1            0.4893  
< 45mL/min/1,73m2 1700 88 (5.2%)  1724 58 (3.4%) 0.65 (0.46 , 0.91) 0.0119 0.66 (0.47 , 0.91) 0.0119 -1.80 (-3.16 , -0.45) 0.0090   
>= 45mL/min/1,73m2 4361 129 (3.0%)  4342 98 (2.3%) 0.76 (0.58 , 0.99) 0.0395 0.76 (0.59 , 0.99) 0.0395 -0.71 (-1.38 , -0.04) 0.0385   

Baseline eGFR Group 2            0.5188  
< 60mL/min/1,73m2 3549 148 (4.2%)  3479 109 (3.1%) 0.75 (0.58 , 0.97) 0.0255 0.76 (0.60 , 0.97) 0.0263 -1.01 (-1.89 , -0.14) 0.0235   
>= 60mL/min/1,73m2 2512 69 (2.7%)  2587 47 (1.8%) 0.65 (0.45 , 0.95) 0.0257 0.66 (0.45 , 0.95) 0.0255 -0.93 (-1.75 , -0.11) 0.0270   

Baseline systolic BP            0.5505  
<= 130 mmHg 2430 94 (3.9%)  2456 63 (2.6%) 0.66 (0.48 , 0.92) 0.0134 0.67 (0.49 , 0.92) 0.0136 -1.28 (-2.27 , -0.30) 0.0109   
> 130 mmHg 3631 123 (3.4%)  3611 93 (2.6%) 0.76 (0.57 , 0.99) 0.0447 0.76 (0.58 , 0.99) 0.0451 -0.81 (-1.59 , -0.03) 0.0425   

Heart Failure            0.4528  
Yes 1567 83 (5.3%)  1549 53 (3.4%) 0.64 (0.45 , 0.91) 0.0122 0.65 (0.46 , 0.91) 0.0125 -1.85 (-3.28 , -0.42) 0.0112   
No 4494 134 (3.0%)  4518 103 (2.3%) 0.76 (0.59 , 0.98) 0.0380 0.76 (0.59 , 0.99) 0.0381 -0.70 (-1.36 , -0.04) 0.0375   

Type 2 Diabetes            0.2285  
Yes 4900 183 (3.7%)  4892 138 (2.8%) 0.75 (0.60 , 0.94) 0.0121 0.76 (0.61 , 0.94) 0.0122 -0.91 (-1.61 , -0.20) 0.0115   
No 1161 34 (2.9%)  1175 18 (1.5%) 0.51 (0.29 , 0.92) 0.0239 0.52 (0.30 , 0.92) 0.0241 -1.40 (-2.60 , -0.21) 0.0216   

Baseline UACR            0.7967  
<30 352 15 (4.3%)  334 13 (3.9%) 0.91 (0.43 , 1.95) 0.8134 0.92 (0.44 , 1.90) 0.8134 -0.36 (-3.32 , 2.61) 0.8131   
>=30 - <=300 2216 56 (2.5%)  2255 39 (1.7%) 0.68 (0.45 , 1.03) 0.0702 0.69 (0.46 , 1.03) 0.0703 -0.79 (-1.63 , 0.06) 0.0685   
>300 2518 103 (4.1%)  2501 76 (3.0%) 0.73 (0.54 , 0.99) 0.0416 0.74 (0.55 , 0.99) 0.0411 -1.07 (-2.10 , -0.05) 0.0403   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.6.3.1 - Pooled IPD analysis: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 140 (2.3%)  6067 114 (1.9%) 0.81 (0.63 , 1.04) 0.1059 0.82 (0.64 , 1.04) 0.1059 -0.43 (-0.94 , 0.08) 0.0977  0.2644
Sex            0.4781  

Male 4108 102 (2.5%)  4149 79 (1.9%) 0.77 (0.57 , 1.03) 0.0796 0.77 (0.58 , 1.03) 0.0797 -0.58 (-1.21 , 0.06) 0.0738   
Female 1953 38 (1.9%)  1918 35 (1.8%) 0.94 (0.59 , 1.49) 0.7837 0.94 (0.59 , 1.48) 0.7836 -0.13 (-0.98 , 0.73) 0.7729   

Age (years)            0.2108  
<=65 years 3144 74 (2.4%)  3171 52 (1.6%) 0.70 (0.49 , 1.00) 0.0477 0.70 (0.49 , 1.00) 0.0480 -0.71 (-1.40 , -0.02) 0.0443   
>65 years 2917 66 (2.3%)  2896 62 (2.1%) 0.96 (0.67 , 1.37) 0.8263 0.96 (0.68 , 1.37) 0.8300 -0.12 (-0.88 , 0.63) 0.7526   

Region            0.2278  
Latin America 965 26 (2.7%)  995 20 (2.0%) 0.77 (0.42 , 1.39) 0.3828 0.77 (0.44 , 1.37) 0.3823 -0.60 (-1.93 , 0.74) 0.3814   
Asia/Pacific 1256 10 (0.8%)  1277 11 (0.9%) 1.11 (0.46 , 2.68) 0.8185 1.11 (0.46 , 2.65) 0.8198 0.09 (-0.62 , 0.79) 0.8132   
Europe 2263 45 (2.0%)  2260 25 (1.1%) 0.55 (0.34 , 0.91) 0.0187 0.56 (0.34 , 0.91) 0.0188 -0.89 (-1.61 , -0.17) 0.0157   
North America 1577 59 (3.7%)  1535 58 (3.8%) 1.02 (0.71 , 1.49) 0.8983 1.02 (0.71 , 1.46) 0.9031 0.08 (-1.25 , 1.42) 0.9050   

Race            0.3964  
White 4141 109 (2.6%)  4139 94 (2.3%) 0.86 (0.65 , 1.14) 0.3065 0.87 (0.66 , 1.14) 0.3067 -0.36 (-1.02 , 0.31) 0.2912   
Black or African American 249 14 (5.6%)  251 7 (2.8%) 0.50 (0.19 , 1.29) 0.1523 0.51 (0.21 , 1.29) 0.1552 -2.94 (-6.50 , 0.62) 0.1054   
Asian 1362 8 (0.6%)  1373 10 (0.7%) 1.22 (0.46 , 3.24) 0.6822 1.22 (0.47 , 3.21) 0.6826 0.14 (-0.46 , 0.75) 0.6398   
Other 309 9 (2.9%)  304 3 (1.0%) 0.40 (0.11 , 1.44) 0.1611 0.41 (0.12 , 1.43) 0.1639 -2.01 (-4.30 , 0.29) 0.0868   

Baseline eGFR Group 1            0.6541  
< 45mL/min/1,73m2 1700 56 (3.3%)  1724 43 (2.5%) 0.76 (0.51 , 1.14) 0.1869 0.76 (0.51 , 1.14) 0.1836 -0.79 (-1.91 , 0.33) 0.1681   
>= 45mL/min/1,73m2 4361 84 (1.9%)  4342 71 (1.6%) 0.86 (0.62 , 1.18) 0.3440 0.86 (0.62 , 1.18) 0.3473 -0.29 (-0.85 , 0.26) 0.3003   

Baseline eGFR Group 2            0.5559  
< 60mL/min/1,73m2 3549 99 (2.8%)  3479 83 (2.4%) 0.87 (0.64 , 1.17) 0.3421 0.87 (0.65 , 1.17) 0.3531 -0.38 (-1.12 , 0.37) 0.3197   
>= 60mL/min/1,73m2 2512 41 (1.6%)  2587 31 (1.2%) 0.74 (0.46 , 1.18) 0.2023 0.74 (0.46 , 1.18) 0.2027 -0.43 (-1.08 , 0.22) 0.1899   

Baseline systolic BP            0.4481  
<= 130 mmHg 2430 64 (2.6%)  2456 47 (1.9%) 0.73 (0.50 , 1.07) 0.1046 0.73 (0.50 , 1.07) 0.1046 -0.71 (-1.54 , 0.13) 0.0973   
> 130 mmHg 3631 76 (2.1%)  3611 67 (1.9%) 0.89 (0.64 , 1.24) 0.4809 0.89 (0.64 , 1.23) 0.4809 -0.24 (-0.88 , 0.41) 0.4709   

Heart Failure            0.7716  
Yes 1567 49 (3.1%)  1549 37 (2.4%) 0.77 (0.49 , 1.20) 0.2446 0.78 (0.51 , 1.20) 0.2548 -0.72 (-1.87 , 0.43) 0.2208   
No 4494 91 (2.0%)  4518 77 (1.7%) 0.84 (0.62 , 1.14) 0.2624 0.84 (0.62 , 1.14) 0.2624 -0.32 (-0.88 , 0.24) 0.2618   

Type 2 Diabetes            0.3609  
Yes 4900 120 (2.4%)  4892 102 (2.1%) 0.86 (0.65 , 1.12) 0.2617 0.86 (0.66 , 1.12) 0.2608 -0.36 (-0.95 , 0.23) 0.2320   
No 1161 20 (1.7%)  1175 12 (1.0%) 0.60 (0.29 , 1.24) 0.1656 0.60 (0.29 , 1.24) 0.1669 -0.71 (-1.65 , 0.24) 0.1429   

Baseline UACR            0.2355  
<30 352 7 (2.0%)  334 12 (3.6%) 1.84 (0.72 , 4.74) 0.2047 1.81 (0.72 , 4.55) 0.2054 1.61 (-0.86 , 4.09) 0.2013   
>=30 - <=300 2216 32 (1.4%)  2255 29 (1.3%) 0.88 (0.53 , 1.47) 0.6362 0.88 (0.53 , 1.47) 0.6350 -0.15 (-0.83 , 0.53) 0.6630   
>300 2518 70 (2.8%)  2501 54 (2.2%) 0.77 (0.53 , 1.10) 0.1478 0.77 (0.54 , 1.10) 0.1483 -0.64 (-1.49 , 0.22) 0.1462   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.6.4.1 - Pooled IPD analysis: AEs of special interest: renal events—subjects experiencing any adverse event graded as non-severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 540 (8.9%)  6067 456 (7.5%) 0.83 (0.73 , 0.95) 0.0052 0.84 (0.75 , 0.95) 0.0051 -1.40 (-2.37 , -0.42) 0.0050  0.2258
Sex            0.1598  

Male 4108 393 (9.6%)  4149 317 (7.6%) 0.78 (0.67 , 0.91) 0.0016 0.80 (0.69 , 0.92) 0.0015 -1.94 (-3.15 , -0.74) 0.0016   
Female 1953 147 (7.5%)  1918 139 (7.2%) 0.96 (0.75 , 1.22) 0.7351 0.96 (0.77 , 1.20) 0.7399 -0.28 (-1.92 , 1.37) 0.7419   

Age (years)            0.1094  
<=65 years 3144 245 (7.8%)  3171 186 (5.9%) 0.74 (0.60 , 0.90) 0.0026 0.76 (0.63 , 0.91) 0.0029 -1.92 (-3.16 , -0.68) 0.0024   
>65 years 2917 295 (10.1%)  2896 270 (9.3%) 0.91 (0.77 , 1.09) 0.3183 0.92 (0.79 , 1.08) 0.3025 -0.77 (-2.29 , 0.74) 0.3172   

Region            0.9619  
Latin America 965 67 (6.9%)  995 58 (5.8%) 0.83 (0.57 , 1.20) 0.3175 0.85 (0.60 , 1.20) 0.3520 -1.11 (-3.27 , 1.05) 0.3134   
Asia/Pacific 1256 75 (6.0%)  1277 59 (4.6%) 0.77 (0.54 , 1.10) 0.1529 0.78 (0.56 , 1.09) 0.1472 -1.30 (-3.04 , 0.44) 0.1432   
Europe 2263 188 (8.3%)  2260 161 (7.1%) 0.85 (0.68 , 1.05) 0.1363 0.86 (0.70 , 1.05) 0.1328 -1.19 (-2.74 , 0.37) 0.1341   
North America 1577 210 (13.3%)  1535 178 (11.6%) 0.85 (0.69 , 1.05) 0.1373 0.87 (0.72 , 1.04) 0.1334 -1.76 (-4.08 , 0.55) 0.1358   

Race            0.7940  
White 4141 412 (9.9%)  4139 358 (8.6%) 0.85 (0.73 , 0.99) 0.0359 0.86 (0.76 , 0.99) 0.0346 -1.34 (-2.59 , -0.09) 0.0354   
Black or African American 249 28 (11.2%)  251 25 (10.0%) 0.84 (0.46 , 1.52) 0.5582 0.84 (0.49 , 1.44) 0.5355 -1.21 (-6.64 , 4.23) 0.6630   
Asian 1362 81 (5.9%)  1373 59 (4.3%) 0.72 (0.51 , 1.01) 0.0594 0.73 (0.52 , 1.01) 0.0570 -1.62 (-3.27 , 0.03) 0.0540   
Other 309 19 (6.1%)  304 14 (4.6%) 0.73 (0.36 , 1.50) 0.3948 0.75 (0.38 , 1.47) 0.3994 -1.56 (-5.11 , 1.99) 0.3897   

Baseline eGFR Group 1            0.2821  
< 45mL/min/1,73m2 1700 160 (9.4%)  1724 150 (8.7%) 0.92 (0.73 , 1.17) 0.5008 0.93 (0.75 , 1.14) 0.4663 -0.65 (-2.53 , 1.23) 0.4999   
>= 45mL/min/1,73m2 4361 380 (8.7%)  4342 306 (7.0%) 0.79 (0.68 , 0.93) 0.0035 0.81 (0.70 , 0.93) 0.0034 -1.69 (-2.82 , -0.56) 0.0034   

Baseline eGFR Group 2            0.0233  
< 60mL/min/1,73m2 3549 340 (9.6%)  3479 310 (8.9%) 0.94 (0.80 , 1.11) 0.4504 0.95 (0.82 , 1.10) 0.4740 -0.51 (-1.85 , 0.82) 0.4488   
>= 60mL/min/1,73m2 2512 200 (8.0%)  2587 146 (5.6%) 0.69 (0.55 , 0.86) 0.0011 0.71 (0.58 , 0.87) 0.0011 -2.31 (-3.69 , -0.93) 0.0010   

Baseline systolic BP            0.6544  
<= 130 mmHg 2430 215 (8.8%)  2456 175 (7.1%) 0.80 (0.65 , 0.98) 0.0331 0.81 (0.67 , 0.98) 0.0333 -1.65 (-3.16 , -0.14) 0.0328   
> 130 mmHg 3631 325 (9.0%)  3611 281 (7.8%) 0.85 (0.72 , 1.01) 0.0577 0.86 (0.74 , 1.00) 0.0539 -1.20 (-2.48 , 0.07) 0.0638   

Heart Failure            0.4738  
Yes 1567 181 (11.6%)  1549 160 (10.3%) 0.89 (0.71 , 1.11) 0.3025 0.90 (0.73 , 1.10) 0.2839 -1.16 (-3.34 , 1.02) 0.2981   
No 4494 359 (8.0%)  4518 296 (6.6%) 0.81 (0.69 , 0.95) 0.0081 0.82 (0.71 , 0.95) 0.0078 -1.45 (-2.52 , -0.38) 0.0080   

Type 2 Diabetes            0.8971  
Yes 4900 473 (9.7%)  4892 397 (8.1%) 0.83 (0.72 , 0.95) 0.0078 0.84 (0.74 , 0.96) 0.0079 -1.53 (-2.66 , -0.41) 0.0076   
No 1161 67 (5.8%)  1175 59 (5.0%) 0.86 (0.60 , 1.23) 0.3985 0.86 (0.61 , 1.21) 0.3901 -0.79 (-2.62 , 1.04) 0.3966   

Baseline UACR            0.3323  
<30 352 59 (16.8%)  334 54 (16.2%) 0.96 (0.64 , 1.44) 0.8476 0.97 (0.69 , 1.36) 0.8477 -0.55 (-6.10 , 5.01) 0.8476   
>=30 - <=300 2216 185 (8.3%)  2255 135 (6.0%) 0.71 (0.56 , 0.89) 0.0030 0.72 (0.58 , 0.90) 0.0031 -2.30 (-3.81 , -0.79) 0.0028   
>300 2518 209 (8.3%)  2501 175 (7.0%) 0.82 (0.67 , 1.01) 0.0667 0.83 (0.69 , 1.01) 0.0615 -1.37 (-2.83 , 0.09) 0.0658   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.7.1.1 - Pooled IPD analysis: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 116 (1.9%)  6067 104 (1.7%) 0.89 (0.68 , 1.17) 0.4081 0.90 (0.69 , 1.16) 0.4081 -0.20 (-0.68 , 0.27) 0.4079  0.9999
Sex            0.8693  

Male 4108 89 (2.2%)  4149 82 (2.0%) 0.90 (0.67 , 1.22) 0.5142 0.91 (0.67 , 1.22) 0.5127 -0.20 (-0.82 , 0.41) 0.5160   
Female 1953 27 (1.4%)  1918 22 (1.1%) 0.86 (0.48 , 1.52) 0.5959 0.86 (0.49 , 1.52) 0.5980 -0.23 (-0.94 , 0.47) 0.5208   

Age (years)            0.8973  
<=65 years 3144 75 (2.4%)  3171 67 (2.1%) 0.88 (0.63 , 1.23) 0.4491 0.88 (0.64 , 1.22) 0.4485 -0.28 (-1.01 , 0.45) 0.4558   
>65 years 2917 41 (1.4%)  2896 37 (1.3%) 0.91 (0.58 , 1.43) 0.6909 0.91 (0.59 , 1.43) 0.6915 -0.12 (-0.71 , 0.47) 0.6823   

Region            0.8458  
Latin America 965 24 (2.5%)  995 23 (2.3%) 0.92 (0.52 , 1.65) 0.7849 0.92 (0.53 , 1.62) 0.7823 -0.17 (-1.52 , 1.18) 0.8030   
Asia/Pacific 1256 8 (0.6%)  1277 8 (0.6%) 1.00 (0.36 , 2.75) 0.9923 1.00 (0.36 , 2.73) 0.9938 -0.00 (-0.73 , 0.72) 0.9920   
Europe 2263 48 (2.1%)  2260 37 (1.6%) 0.77 (0.50 , 1.19) 0.2384 0.77 (0.51 , 1.18) 0.2383 -0.48 (-1.27 , 0.31) 0.2366   
North America 1577 36 (2.3%)  1535 36 (2.3%) 1.02 (0.64 , 1.63) 0.9303 1.02 (0.64 , 1.62) 0.9303 0.05 (-1.01 , 1.11) 0.9264   

Race            0.3348  
White 4141 100 (2.4%)  4139 81 (2.0%) 0.80 (0.60 , 1.08) 0.1508 0.81 (0.61 , 1.08) 0.1507 -0.46 (-1.09 , 0.17) 0.1497   
Black or African American 249 3 (1.2%)  251 2 (0.8%) 0.77 (0.12 , 5.12) 0.7865 0.78 (0.12 , 5.04) 0.7904 -0.56 (-2.66 , 1.53) 0.5984   
Asian 1362 6 (0.4%)  1373 8 (0.6%) 1.20 (0.39 , 3.73) 0.7473 1.20 (0.39 , 3.70) 0.7490 0.16 (-0.46 , 0.78) 0.6074   
Other 309 7 (2.3%)  304 13 (4.3%) 1.95 (0.76 , 4.97) 0.1643 1.90 (0.77 , 4.72) 0.1660 2.18 (-0.80 , 5.17) 0.1519   

Baseline eGFR Group 1            0.9050  
< 45mL/min/1,73m2 1700 25 (1.5%)  1724 20 (1.2%) 0.89 (0.48 , 1.64) 0.7012 0.89 (0.48 , 1.63) 0.7055 -0.31 (-1.07 , 0.46) 0.4306   
>= 45mL/min/1,73m2 4361 91 (2.1%)  4342 84 (1.9%) 0.93 (0.69 , 1.25) 0.6139 0.93 (0.69 , 1.24) 0.6126 -0.15 (-0.74 , 0.44) 0.6115   

Baseline eGFR Group 2            0.7747  
< 60mL/min/1,73m2 3549 54 (1.5%)  3479 49 (1.4%) 0.93 (0.63 , 1.38) 0.7189 0.93 (0.63 , 1.37) 0.7185 -0.10 (-0.67 , 0.46) 0.7166   
>= 60mL/min/1,73m2 2512 62 (2.5%)  2587 55 (2.1%) 0.86 (0.59 , 1.24) 0.4224 0.86 (0.60 , 1.24) 0.4217 -0.34 (-1.17 , 0.48) 0.4118   

Baseline systolic BP            0.8658  
<= 130 mmHg 2430 41 (1.7%)  2456 36 (1.5%) 0.87 (0.55 , 1.36) 0.5367 0.87 (0.56 , 1.36) 0.5372 -0.22 (-0.92 , 0.48) 0.5348   
> 130 mmHg 3631 75 (2.1%)  3611 68 (1.9%) 0.91 (0.65 , 1.27) 0.5784 0.91 (0.66 , 1.26) 0.5777 -0.18 (-0.82 , 0.46) 0.5795   

Heart Failure            0.6769  
Yes 1567 28 (1.8%)  1549 27 (1.7%) 0.99 (0.58 , 1.69) 0.9642 0.99 (0.59 , 1.67) 0.9671 -0.02 (-0.94 , 0.90) 0.9639   
No 4494 88 (2.0%)  4518 77 (1.7%) 0.87 (0.64 , 1.18) 0.3677 0.87 (0.64 , 1.18) 0.3677 -0.25 (-0.81 , 0.30) 0.3674   

Type 2 Diabetes            0.4369  
Yes 4900 113 (2.3%)  4892 103 (2.1%) 0.91 (0.69 , 1.19) 0.4925 0.91 (0.70 , 1.19) 0.4923 -0.20 (-0.79 , 0.38) 0.4922   
No 1161 3 (0.3%)  1175 1 (0.1%) 0.42 (0.06 , 2.89) 0.3791 0.42 (0.06 , 2.88) 0.3793 -0.18 (-0.51 , 0.16) 0.3058   

Baseline UACR            0.7364  
<30 352 9 (2.6%)  334 5 (1.5%) 0.58 (0.19 , 1.75) 0.3348 0.59 (0.20 , 1.73) 0.3353 -1.06 (-3.16 , 1.05) 0.3255   
>=30 - <=300 2216 41 (1.9%)  2255 40 (1.8%) 0.93 (0.60 , 1.46) 0.7626 0.93 (0.60 , 1.45) 0.7595 -0.07 (-0.85 , 0.71) 0.8616   
>300 2518 57 (2.3%)  2501 51 (2.0%) 0.89 (0.61 , 1.31) 0.5612 0.90 (0.62 , 1.30) 0.5654 -0.24 (-1.04 , 0.56) 0.5588   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.7.2.1 - Pooled IPD analysis: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test RR 

p-value
Study interaction 
test RR p-value

Overall 6061 107 (1.8%)  6067 98 (1.6%) 0.91 (0.69 , 1.20) 0.5196 0.91 (0.70 , 1.20) 0.5202 -0.15 (-0.61 , 0.31) 0.5192  0.9538
Sex            0.3782  

Male 4108 81 (2.0%)  4149 80 (1.9%) 0.97 (0.71 , 1.33) 0.8548 0.97 (0.72 , 1.32) 0.8546 -0.06 (-0.65 , 0.54) 0.8545   
Female 1953 26 (1.3%)  1918 18 (0.9%) 0.71 (0.39 , 1.31) 0.2787 0.72 (0.39 , 1.31) 0.2795 -0.39 (-1.05 , 0.28) 0.2554   

Age (years)            0.7884  
<=65 years 3144 70 (2.2%)  3171 63 (2.0%) 0.89 (0.63 , 1.25) 0.4943 0.89 (0.63 , 1.25) 0.4941 -0.24 (-0.95 , 0.46) 0.4985   
>65 years 2917 37 (1.3%)  2896 35 (1.2%) 0.96 (0.60 , 1.54) 0.8656 0.96 (0.60 , 1.53) 0.8672 -0.06 (-0.62 , 0.51) 0.8484   

Region            0.8141  
Latin America 965 22 (2.3%)  995 21 (2.1%) 0.92 (0.50 , 1.68) 0.7859 0.92 (0.51 , 1.66) 0.7834 -0.16 (-1.46 , 1.13) 0.8045   
Asia/Pacific 1256 8 (0.6%)  1277 8 (0.6%) 1.00 (0.36 , 2.75) 0.9923 1.00 (0.36 , 2.73) 0.9938 -0.00 (-0.73 , 0.72) 0.9920   
Europe 2263 47 (2.1%)  2260 37 (1.6%) 0.79 (0.51 , 1.22) 0.2813 0.79 (0.52 , 1.21) 0.2812 -0.43 (-1.22 , 0.35) 0.2799   
North America 1577 30 (1.9%)  1535 32 (2.1%) 1.09 (0.66 , 1.81) 0.7390 1.09 (0.66 , 1.79) 0.7380 0.16 (-0.82 , 1.15) 0.7424   

Race            0.3384  
White 4141 92 (2.2%)  4139 76 (1.8%) 0.82 (0.60 , 1.12) 0.2115 0.83 (0.61 , 1.12) 0.2116 -0.39 (-1.00 , 0.22) 0.2096   
Black or African American 249 3 (1.2%)  251 2 (0.8%) 0.77 (0.12 , 5.12) 0.7865 0.78 (0.12 , 5.04) 0.7904 -0.56 (-2.66 , 1.53) 0.5984   
Asian 1362 6 (0.4%)  1373 8 (0.6%) 1.20 (0.39 , 3.73) 0.7473 1.20 (0.39 , 3.70) 0.7490 0.16 (-0.46 , 0.78) 0.6074   
Other 309 6 (1.9%)  304 12 (3.9%) 2.10 (0.77 , 5.69) 0.1450 2.05 (0.78 , 5.41) 0.1462 2.17 (-0.67 , 5.01) 0.1339   

Baseline eGFR Group 1            0.6922  
< 45mL/min/1,73m2 1700 24 (1.4%)  1724 18 (1.0%) 0.84 (0.44 , 1.58) 0.5849 0.84 (0.45 , 1.58) 0.5894 -0.36 (-1.10 , 0.37) 0.3334   
>= 45mL/min/1,73m2 4361 83 (1.9%)  4342 80 (1.8%) 0.97 (0.71 , 1.32) 0.8375 0.97 (0.71 , 1.31) 0.8361 -0.06 (-0.63 , 0.51) 0.8337   

Baseline eGFR Group 2            0.8355  
< 60mL/min/1,73m2 3549 52 (1.5%)  3479 45 (1.3%) 0.89 (0.59 , 1.33) 0.5666 0.89 (0.60 , 1.33) 0.5662 -0.16 (-0.71 , 0.38) 0.5560   
>= 60mL/min/1,73m2 2512 55 (2.2%)  2587 53 (2.0%) 0.94 (0.64 , 1.38) 0.7612 0.94 (0.65 , 1.37) 0.7609 -0.14 (-0.93 , 0.65) 0.7229   

Baseline systolic BP            0.9687  
<= 130 mmHg 2430 37 (1.5%)  2456 34 (1.4%) 0.91 (0.57 , 1.45) 0.6851 0.91 (0.57 , 1.44) 0.6865 -0.14 (-0.81 , 0.53) 0.6816   
> 130 mmHg 3631 70 (1.9%)  3611 64 (1.8%) 0.92 (0.65 , 1.29) 0.6255 0.92 (0.66 , 1.29) 0.6251 -0.15 (-0.77 , 0.47) 0.6261   

Heart Failure            0.6377  
Yes 1567 26 (1.7%)  1549 26 (1.7%) 1.03 (0.59 , 1.78) 0.9279 1.03 (0.60 , 1.76) 0.9237 0.04 (-0.85 , 0.94) 0.9281   
No 4494 81 (1.8%)  4518 72 (1.6%) 0.88 (0.64 , 1.21) 0.4424 0.88 (0.65 , 1.21) 0.4426 -0.21 (-0.74 , 0.32) 0.4420   

Type 2 Diabetes            0.4238  
Yes 4900 104 (2.1%)  4892 97 (2.0%) 0.93 (0.70 , 1.23) 0.6180 0.93 (0.71 , 1.23) 0.6174 -0.14 (-0.70 , 0.42) 0.6177   
No 1161 3 (0.3%)  1175 1 (0.1%) 0.42 (0.06 , 2.89) 0.3791 0.42 (0.06 , 2.88) 0.3793 -0.18 (-0.51 , 0.16) 0.3058   

Baseline UACR            0.4907  
<30 352 9 (2.6%)  334 4 (1.2%) 0.46 (0.14 , 1.52) 0.2042 0.47 (0.15 , 1.51) 0.2050 -1.36 (-3.38 , 0.67) 0.1888   
>=30 - <=300 2216 36 (1.6%)  2255 38 (1.7%) 1.01 (0.63 , 1.61) 0.9665 1.01 (0.64 , 1.60) 0.9694 0.07 (-0.68 , 0.81) 0.8642   
>300 2518 54 (2.1%)  2501 49 (2.0%) 0.91 (0.61 , 1.34) 0.6214 0.91 (0.62 , 1.34) 0.6274 -0.20 (-0.98 , 0.58) 0.6183   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.7.3.1 - Pooled IPD analysis: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 66 (1.1%)  6067 66 (1.1%) 1.00 (0.71 , 1.41) 0.9914 1.00 (0.71 , 1.40) 0.9903 -0.00 (-0.37 , 0.37) 0.9938  0.7833
Sex            0.7611  

Male 4108 50 (1.2%)  4149 52 (1.3%) 1.02 (0.69 , 1.51) 0.9227 1.02 (0.69 , 1.50) 0.9249 0.03 (-0.45 , 0.51) 0.9040   
Female 1953 16 (0.8%)  1918 14 (0.7%) 0.90 (0.43 , 1.85) 0.7676 0.90 (0.44 , 1.85) 0.7684 -0.09 (-0.64 , 0.46) 0.7557   

Age (years)            0.9107  
<=65 years 3144 43 (1.4%)  3171 43 (1.4%) 0.97 (0.63 , 1.49) 0.8909 0.97 (0.63 , 1.48) 0.8886 -0.01 (-0.59 , 0.56) 0.9620   
>65 years 2917 23 (0.8%)  2896 23 (0.8%) 1.01 (0.56 , 1.81) 0.9716 1.01 (0.57 , 1.80) 0.9711 0.01 (-0.45 , 0.46) 0.9730   

Region            0.8766  
Latin America 965 15 (1.6%)  995 15 (1.5%) 0.96 (0.47 , 1.96) 0.9012 0.96 (0.47 , 1.94) 0.8997 -0.05 (-1.14 , 1.03) 0.9250   
Asia/Pacific 1256 2 (0.2%)  1277 3 (0.2%) 1.31 (0.25 , 7.01) 0.7489 1.31 (0.25 , 6.97) 0.7492 0.08 (-0.32 , 0.49) 0.6826   
Europe 2263 27 (1.2%)  2260 23 (1.0%) 0.85 (0.48 , 1.50) 0.5783 0.85 (0.49 , 1.49) 0.5774 -0.17 (-0.78 , 0.44) 0.5767   
North America 1577 22 (1.4%)  1535 25 (1.6%) 1.16 (0.65 , 2.08) 0.6117 1.16 (0.65 , 2.06) 0.6113 0.22 (-0.63 , 1.08) 0.6082   

Race            0.5296  
White 4141 60 (1.4%)  4139 54 (1.3%) 0.90 (0.62 , 1.30) 0.5665 0.90 (0.62 , 1.30) 0.5653 -0.15 (-0.65 , 0.36) 0.5682   
Black or African American 249 1 (0.4%)  251 2 (0.8%) 1.69 (0.15 , 18.92) 0.6718 1.67 (0.15 , 18.14) 0.6721 0.77 (-2.69 , 4.24) 0.6614   
Asian 1362 2 (0.1%)  1373 3 (0.2%) 1.33 (0.25 , 7.07) 0.7407 1.33 (0.25 , 7.04) 0.7410 0.08 (-0.29 , 0.45) 0.6740   
Other 309 3 (1.0%)  304 7 (2.3%) 2.42 (0.62 , 9.51) 0.2048 2.39 (0.62 , 9.19) 0.2058 1.44 (-0.70 , 3.57) 0.1871   

Baseline eGFR Group 1            0.9006  
< 45mL/min/1,73m2 1700 14 (0.8%)  1724 13 (0.8%) 0.96 (0.45 , 2.07) 0.9199 0.96 (0.45 , 2.06) 0.9208 -0.07 (-0.66 , 0.52) 0.8200   
>= 45mL/min/1,73m2 4361 52 (1.2%)  4342 53 (1.2%) 1.02 (0.69 , 1.50) 0.9342 1.02 (0.69 , 1.49) 0.9361 0.03 (-0.43 , 0.49) 0.9045   

Baseline eGFR Group 2            0.4974  
< 60mL/min/1,73m2 3549 30 (0.8%)  3479 33 (0.9%) 1.13 (0.69 , 1.85) 0.6378 1.13 (0.69 , 1.84) 0.6383 0.11 (-0.33 , 0.55) 0.6355   
>= 60mL/min/1,73m2 2512 36 (1.4%)  2587 33 (1.3%) 0.89 (0.55 , 1.43) 0.6239 0.89 (0.56 , 1.42) 0.6240 -0.16 (-0.79 , 0.48) 0.6239   

Baseline systolic BP            0.4523  
<= 130 mmHg 2430 27 (1.1%)  2456 23 (0.9%) 0.84 (0.48 , 1.49) 0.5589 0.84 (0.48 , 1.48) 0.5565 -0.17 (-0.74 , 0.39) 0.5449   
> 130 mmHg 3631 39 (1.1%)  3611 43 (1.2%) 1.11 (0.72 , 1.72) 0.6395 1.11 (0.72 , 1.71) 0.6396 0.12 (-0.37 , 0.60) 0.6373   

Heart Failure            0.5133  
Yes 1567 17 (1.1%)  1549 20 (1.3%) 1.21 (0.63 , 2.32) 0.5729 1.20 (0.63 , 2.29) 0.5752 0.22 (-0.54 , 0.98) 0.5697   
No 4494 49 (1.1%)  4518 46 (1.0%) 0.93 (0.62 , 1.40) 0.7365 0.93 (0.63 , 1.39) 0.7364 -0.07 (-0.49 , 0.35) 0.7362   

Type 2 Diabetes            0.6410  
Yes 4900 64 (1.3%)  4892 65 (1.3%) 1.02 (0.72 , 1.44) 0.9302 1.02 (0.72 , 1.43) 0.9303 0.02 (-0.43 , 0.47) 0.9261   
No 1161 2 (0.2%)  1175 1 (0.1%) 0.61 (0.08 , 4.99) 0.6466 0.61 (0.08 , 4.97) 0.6468 -0.09 (-0.38 , 0.20) 0.5505   

Baseline UACR            0.6777  
<30 352 5 (1.4%)  334 4 (1.2%) 0.84 (0.22 , 3.17) 0.8014 0.85 (0.23 , 3.12) 0.8014 -0.22 (-1.92 , 1.48) 0.8007   
>=30 - <=300 2216 25 (1.1%)  2255 21 (0.9%) 0.78 (0.43 , 1.42) 0.4150 0.78 (0.43 , 1.41) 0.4137 -0.19 (-0.78 , 0.40) 0.5248   
>300 2518 31 (1.2%)  2501 34 (1.4%) 1.10 (0.67 , 1.80) 0.7158 1.10 (0.67 , 1.78) 0.7134 0.12 (-0.50 , 0.75) 0.7053   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.7.4.1 - Pooled IPD analysis: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non-severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test RR 

p-value
Study interaction 

test RR p-value
Overall 6061 60 (1.0%)  6067 52 (0.9%) 0.86 (0.59 , 1.26) 0.4469 0.87 (0.60 , 1.25) 0.4476 -0.13 (-0.47 , 0.21) 0.4427  0.7675
Sex            0.7370  

Male 4108 48 (1.2%)  4149 41 (1.0%) 0.84 (0.55 , 1.29) 0.4243 0.84 (0.55 , 1.28) 0.4249 -0.19 (-0.63 , 0.26) 0.4087   
Female 1953 12 (0.6%)  1918 11 (0.6%) 0.99 (0.43 , 2.28) 0.9788 0.99 (0.43 , 2.27) 0.9795 -0.04 (-0.52 , 0.45) 0.8822   

Age (years)            0.8003  
<=65 years 3144 39 (1.2%)  3171 35 (1.1%) 0.89 (0.56 , 1.43) 0.6424 0.90 (0.56 , 1.43) 0.6440 -0.14 (-0.67 , 0.39) 0.6042   
>65 years 2917 21 (0.7%)  2896 17 (0.6%) 0.81 (0.42 , 1.57) 0.5265 0.81 (0.42 , 1.56) 0.5252 -0.13 (-0.54 , 0.28) 0.5375   

Region            0.9841  
Latin America 965 11 (1.1%)  995 10 (1.0%) 0.89 (0.37 , 2.13) 0.7954 0.89 (0.38 , 2.11) 0.7946 -0.15 (-1.27 , 0.97) 0.7943   
Asia/Pacific 1256 6 (0.5%)  1277 5 (0.4%) 0.89 (0.25 , 3.10) 0.8497 0.89 (0.26 , 3.08) 0.8522 -0.09 (-0.69 , 0.51) 0.7736   
Europe 2263 25 (1.1%)  2260 20 (0.9%) 0.80 (0.44 , 1.45) 0.4692 0.81 (0.45 , 1.45) 0.4697 -0.22 (-0.79 , 0.36) 0.4659   
North America 1577 18 (1.1%)  1535 17 (1.1%) 0.96 (0.49 , 1.87) 0.9079 0.96 (0.50 , 1.86) 0.9076 -0.04 (-0.79 , 0.70) 0.9077   

Race            0.4798  
White 4141 50 (1.2%)  4139 40 (1.0%) 0.80 (0.52 , 1.22) 0.2966 0.80 (0.53 , 1.21) 0.2973 -0.24 (-0.69 , 0.20) 0.2851   
Black or African American 249 2 (0.8%)  251 0 (0.0%) 0.22 (0.01 , 4.66) 0.3321 0.23 (0.01 , 4.63) 0.3338 -1.72 (-4.09 , 0.64) 0.1537   
Asian 1362 4 (0.3%)  1373 5 (0.4%) 1.18 (0.29 , 4.81) 0.8182 1.18 (0.29 , 4.78) 0.8184 0.08 (-0.42 , 0.58) 0.7440   
Other 309 4 (1.3%)  304 7 (2.3%) 1.83 (0.53 , 6.32) 0.3414 1.80 (0.53 , 6.10) 0.3421 1.10 (-1.13 , 3.33) 0.3352   

Baseline eGFR Group 1            0.8881  
< 45mL/min/1,73m2 1700 13 (0.8%)  1724 10 (0.6%) 0.84 (0.36 , 1.96) 0.6900 0.84 (0.37 , 1.95) 0.6911 -0.18 (-0.73 , 0.36) 0.5140   
>= 45mL/min/1,73m2 4361 47 (1.1%)  4342 42 (1.0%) 0.90 (0.59 , 1.38) 0.6297 0.90 (0.59 , 1.37) 0.6304 -0.11 (-0.53 , 0.31) 0.6070   

Baseline eGFR Group 2            0.6396  
< 60mL/min/1,73m2 3549 30 (0.8%)  3479 24 (0.7%) 0.83 (0.48 , 1.43) 0.4953 0.83 (0.48 , 1.42) 0.4946 -0.15 (-0.55 , 0.26) 0.4799   
>= 60mL/min/1,73m2 2512 30 (1.2%)  2587 28 (1.1%) 0.99 (0.58 , 1.70) 0.9776 0.99 (0.58 , 1.70) 0.9810 -0.11 (-0.70 , 0.47) 0.7020   

Baseline systolic BP            0.5368  
<= 130 mmHg 2430 19 (0.8%)  2456 19 (0.8%) 1.03 (0.52 , 2.02) 0.9413 1.03 (0.52 , 2.01) 0.9372 -0.01 (-0.50 , 0.48) 0.9731   
> 130 mmHg 3631 41 (1.1%)  3611 33 (0.9%) 0.79 (0.50 , 1.26) 0.3278 0.79 (0.50 , 1.26) 0.3270 -0.21 (-0.68 , 0.25) 0.3642   

Heart Failure            0.3494  
Yes 1567 12 (0.8%)  1549 14 (0.9%) 1.20 (0.55 , 2.63) 0.6475 1.20 (0.55 , 2.61) 0.6434 0.15 (-0.49 , 0.79) 0.6414   
No 4494 48 (1.1%)  4518 38 (0.8%) 0.79 (0.51 , 1.21) 0.2699 0.79 (0.52 , 1.20) 0.2701 -0.23 (-0.63 , 0.17) 0.2671   

Type 2 Diabetes            0.5391  
Yes 4900 59 (1.2%)  4892 52 (1.1%) 0.88 (0.60 , 1.28) 0.5074 0.88 (0.61 , 1.28) 0.5070 -0.14 (-0.56 , 0.28) 0.5031   
No 1161 1 (0.1%)  1175 0 (0.0%) 0.32 (0.01 , 7.90) 0.4867 0.32 (0.01 , 7.87) 0.4868 -0.22 (-0.64 , 0.21) 0.3168   

Baseline UACR            0.2713  
<30 352 7 (2.0%)  334 3 (0.9%) 0.45 (0.11 , 1.75) 0.2476 0.45 (0.12 , 1.74) 0.2483 -1.09 (-2.86 , 0.69) 0.2302   
>=30 - <=300 2216 17 (0.8%)  2255 22 (1.0%) 1.28 (0.68 , 2.42) 0.4507 1.27 (0.68 , 2.40) 0.4509 0.21 (-0.33 , 0.76) 0.4465   
>300 2518 32 (1.3%)  2501 24 (1.0%) 0.75 (0.44 , 1.28) 0.2861 0.75 (0.44 , 1.27) 0.2872 -0.32 (-0.90 , 0.26) 0.2813   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.8.1.1 - Pooled IPD analysis: AEs of special interest: fractures—subjects experiencing any adverse event (AE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 257 (4.2%)  6067 288 (4.7%) 1.12 (0.95 , 1.34) 0.1826 1.12 (0.95 , 1.32) 0.1882 0.50 (-0.23 , 1.24) 0.1791  0.3696
Sex            0.9944  

Male 4108 142 (3.5%)  4149 162 (3.9%) 1.13 (0.89 , 1.42) 0.3122 1.12 (0.90 , 1.40) 0.3168 0.43 (-0.38 , 1.24) 0.3014   
Female 1953 115 (5.9%)  1918 126 (6.6%) 1.13 (0.87 , 1.48) 0.3489 1.12 (0.88 , 1.43) 0.3600 0.75 (-0.77 , 2.27) 0.3328   

Age (years)            0.3206  
<=65 years 3144 107 (3.4%)  3171 134 (4.2%) 1.24 (0.96 , 1.61) 0.1056 1.23 (0.95 , 1.58) 0.1100 0.81 (-0.14 , 1.75) 0.0937   
>65 years 2917 150 (5.1%)  2896 154 (5.3%) 1.04 (0.82 , 1.31) 0.7412 1.04 (0.83 , 1.29) 0.7475 0.19 (-0.95 , 1.33) 0.7405   

Region            0.5550  
Latin America 965 26 (2.7%)  995 36 (3.6%) 1.30 (0.77 , 2.18) 0.3237 1.28 (0.78 , 2.11) 0.3288 0.91 (-0.64 , 2.46) 0.2487   
Asia/Pacific 1256 55 (4.4%)  1277 48 (3.8%) 0.87 (0.58 , 1.29) 0.4821 0.87 (0.60 , 1.28) 0.4826 -0.56 (-2.09 , 0.98) 0.4774   
Europe 2263 94 (4.2%)  2260 110 (4.9%) 1.18 (0.89 , 1.57) 0.2406 1.17 (0.90 , 1.54) 0.2395 0.72 (-0.48 , 1.93) 0.2399   
North America 1577 82 (5.2%)  1535 94 (6.1%) 1.16 (0.85 , 1.59) 0.3370 1.15 (0.86 , 1.54) 0.3549 0.89 (-0.74 , 2.51) 0.2853   

Race            0.1820  
White 4141 181 (4.4%)  4139 220 (5.3%) 1.22 (1.00 , 1.49) 0.0540 1.21 (0.99 , 1.46) 0.0564 0.92 (-0.00 , 1.85) 0.0505   
Black or African American 249 8 (3.2%)  251 4 (1.6%) 0.52 (0.15 , 1.80) 0.3052 0.54 (0.16 , 1.77) 0.3053 -1.76 (-5.00 , 1.48) 0.2871   
Asian 1362 59 (4.3%)  1373 50 (3.6%) 0.84 (0.57 , 1.24) 0.3896 0.85 (0.59 , 1.23) 0.3897 -0.65 (-2.11 , 0.81) 0.3856   
Other 309 9 (2.9%)  304 14 (4.6%) 1.63 (0.69 , 3.87) 0.2648 1.59 (0.70 , 3.61) 0.2694 1.85 (-1.33 , 5.02) 0.2548   

Baseline eGFR Group 1            0.0611  
< 45mL/min/1,73m2 1700 55 (3.2%)  1724 82 (4.8%) 1.50 (1.06 , 2.13) 0.0228 1.47 (1.05 , 2.06) 0.0231 1.53 (0.22 , 2.84) 0.0216   
>= 45mL/min/1,73m2 4361 202 (4.6%)  4342 206 (4.7%) 1.02 (0.84 , 1.25) 0.8317 1.02 (0.84 , 1.23) 0.8314 0.10 (-0.79 , 0.98) 0.8319   

Baseline eGFR Group 2            0.4728  
< 60mL/min/1,73m2 3549 122 (3.4%)  3479 141 (4.1%) 1.20 (0.94 , 1.54) 0.1522 1.19 (0.94 , 1.51) 0.1543 0.65 (-0.24 , 1.54) 0.1506   
>= 60mL/min/1,73m2 2512 135 (5.4%)  2587 147 (5.7%) 1.06 (0.83 , 1.35) 0.6457 1.05 (0.84 , 1.32) 0.6530 0.32 (-0.94 , 1.57) 0.6191   

Baseline systolic BP            0.0540  
<= 130 mmHg 2430 109 (4.5%)  2456 100 (4.1%) 0.90 (0.68 , 1.19) 0.4764 0.91 (0.70 , 1.18) 0.4722 -0.41 (-1.55 , 0.72) 0.4737   
> 130 mmHg 3631 148 (4.1%)  3611 188 (5.2%) 1.29 (1.03 , 1.61) 0.0261 1.27 (1.03 , 1.56) 0.0279 1.11 (0.15 , 2.08) 0.0241   

Heart Failure            0.4861  
Yes 1567 50 (3.2%)  1549 62 (4.0%) 1.27 (0.86 , 1.86) 0.2269 1.25 (0.87 , 1.81) 0.2293 0.84 (-0.46 , 2.15) 0.2059   
No 4494 207 (4.6%)  4518 226 (5.0%) 1.09 (0.90 , 1.32) 0.3899 1.08 (0.90 , 1.30) 0.3977 0.39 (-0.49 , 1.27) 0.3866   

Type 2 Diabetes            0.7809  
Yes 4900 228 (4.7%)  4892 253 (5.2%) 1.11 (0.93 , 1.34) 0.2501 1.11 (0.93 , 1.32) 0.2557 0.51 (-0.35 , 1.36) 0.2435   
No 1161 29 (2.5%)  1175 35 (3.0%) 1.20 (0.73 , 1.97) 0.4815 1.19 (0.73 , 1.94) 0.4813 0.48 (-0.85 , 1.80) 0.4797   

Baseline UACR            0.6475  
<30 352 21 (6.0%)  334 20 (6.0%) 1.01 (0.54 , 1.89) 0.9824 1.01 (0.56 , 1.82) 0.9824 0.04 (-3.51 , 3.59) 0.9824   
>=30 - <=300 2216 122 (5.5%)  2255 128 (5.7%) 1.04 (0.80 , 1.34) 0.7741 1.04 (0.81 , 1.32) 0.7735 0.20 (-1.15 , 1.54) 0.7740   
>300 2518 89 (3.5%)  2501 109 (4.4%) 1.24 (0.93 , 1.65) 0.1498 1.22 (0.93 , 1.61) 0.1559 0.80 (-0.28 , 1.88) 0.1453   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.8.2.1 - Pooled IPD analysis: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 105 (1.7%)  6067 132 (2.2%) 1.26 (0.97 , 1.63) 0.0811 1.25 (0.97 , 1.62) 0.0817 0.44 (-0.05 , 0.94) 0.0780  0.6020
Sex            0.5491  

Male 4108 62 (1.5%)  4149 74 (1.8%) 1.17 (0.83 , 1.65) 0.3737 1.17 (0.83 , 1.64) 0.3776 0.27 (-0.28 , 0.82) 0.3317   
Female 1953 43 (2.2%)  1918 58 (3.0%) 1.38 (0.92 , 2.06) 0.1187 1.37 (0.92 , 2.02) 0.1195 0.84 (-0.17 , 1.84) 0.1024   

Age (years)            0.8084  
<=65 years 3144 45 (1.4%)  3171 55 (1.7%) 1.22 (0.81 , 1.82) 0.3374 1.21 (0.82 , 1.80) 0.3384 0.30 (-0.32 , 0.91) 0.3426   
>65 years 2917 60 (2.1%)  2896 77 (2.7%) 1.30 (0.92 , 1.83) 0.1304 1.29 (0.93 , 1.81) 0.1309 0.60 (-0.18 , 1.38) 0.1289   

Region            0.8003  
Latin America 965 11 (1.1%)  995 16 (1.6%) 1.33 (0.59 , 3.03) 0.4916 1.33 (0.59 , 2.99) 0.4929 0.48 (-0.56 , 1.51) 0.3664   
Asia/Pacific 1256 22 (1.8%)  1277 31 (2.4%) 1.44 (0.82 , 2.54) 0.2004 1.44 (0.83 , 2.49) 0.1985 0.70 (-0.41 , 1.82) 0.2149   
Europe 2263 43 (1.9%)  2260 56 (2.5%) 1.31 (0.87 , 1.96) 0.1954 1.30 (0.87 , 1.93) 0.1945 0.58 (-0.28 , 1.43) 0.1860   
North America 1577 29 (1.8%)  1535 29 (1.9%) 1.00 (0.58 , 1.71) 0.9968 1.00 (0.59 , 1.69) 0.9929 0.07 (-0.89 , 1.02) 0.8915   

Race            0.5758  
White 4141 77 (1.9%)  4139 94 (2.3%) 1.22 (0.90 , 1.66) 0.2008 1.21 (0.90 , 1.64) 0.2020 0.41 (-0.21 , 1.02) 0.1950   
Black or African American 249 2 (0.8%)  251 0 (0.0%) 0.22 (0.01 , 4.66) 0.3321 0.23 (0.01 , 4.63) 0.3338 -1.72 (-4.09 , 0.64) 0.1537   
Asian 1362 23 (1.7%)  1373 32 (2.3%) 1.43 (0.82 , 2.48) 0.2041 1.42 (0.83 , 2.44) 0.2024 0.66 (-0.39 , 1.71) 0.2183   
Other 309 3 (1.0%)  304 6 (2.0%) 2.09 (0.52 , 8.47) 0.3017 2.06 (0.52 , 8.13) 0.3025 1.08 (-0.94 , 3.10) 0.2937   

Baseline eGFR Group 1            0.0583  
< 45mL/min/1,73m2 1700 23 (1.4%)  1724 44 (2.6%) 1.92 (1.15 , 3.19) 0.0124 1.89 (1.15 , 3.11) 0.0126 1.21 (0.28 , 2.13) 0.0105   
>= 45mL/min/1,73m2 4361 82 (1.9%)  4342 88 (2.0%) 1.08 (0.79 , 1.46) 0.6297 1.08 (0.80 , 1.45) 0.6277 0.14 (-0.44 , 0.72) 0.6326   

Baseline eGFR Group 2            0.0570  
< 60mL/min/1,73m2 3549 46 (1.3%)  3479 73 (2.1%) 1.62 (1.11 , 2.35) 0.0124 1.60 (1.11 , 2.32) 0.0126 0.81 (0.20 , 1.41) 0.0090   
>= 60mL/min/1,73m2 2512 59 (2.3%)  2587 59 (2.3%) 0.97 (0.67 , 1.40) 0.8774 0.97 (0.68 , 1.39) 0.8775 -0.06 (-0.89 , 0.76) 0.8774   

Baseline systolic BP            0.1981  
<= 130 mmHg 2430 45 (1.9%)  2456 46 (1.9%) 1.01 (0.67 , 1.54) 0.9469 1.01 (0.67 , 1.52) 0.9476 0.03 (-0.73 , 0.78) 0.9455   
> 130 mmHg 3631 60 (1.7%)  3611 86 (2.4%) 1.44 (1.03 , 2.01) 0.0319 1.43 (1.03 , 1.98) 0.0324 0.72 (0.07 , 1.37) 0.0290   

Heart Failure            0.9572  
Yes 1567 28 (1.8%)  1549 36 (2.3%) 1.23 (0.73 , 2.05) 0.4360 1.22 (0.74 , 2.02) 0.4413 0.55 (-0.45 , 1.54) 0.2831   
No 4494 77 (1.7%)  4518 96 (2.1%) 1.24 (0.92 , 1.68) 0.1579 1.24 (0.92 , 1.67) 0.1583 0.41 (-0.16 , 0.98) 0.1565   

Type 2 Diabetes            0.7285  
Yes 4900 94 (1.9%)  4892 116 (2.4%) 1.24 (0.94 , 1.63) 0.1269 1.23 (0.94 , 1.62) 0.1275 0.45 (-0.12 , 1.03) 0.1226   
No 1161 11 (0.9%)  1175 16 (1.4%) 1.43 (0.66 , 3.10) 0.3635 1.42 (0.66 , 3.05) 0.3640 0.40 (-0.46 , 1.27) 0.3601   

Baseline UACR            0.5969  
<30 352 3 (0.9%)  334 7 (2.1%) 2.50 (0.64 , 9.74) 0.1874 2.47 (0.64 , 9.46) 0.1881 1.25 (-0.57 , 3.07) 0.1773   
>=30 - <=300 2216 46 (2.1%)  2255 59 (2.6%) 1.28 (0.86 , 1.88) 0.2217 1.27 (0.87 , 1.86) 0.2214 0.56 (-0.33 , 1.44) 0.2196   
>300 2518 39 (1.5%)  2501 46 (1.8%) 1.19 (0.77 , 1.85) 0.4377 1.19 (0.77 , 1.83) 0.4424 0.28 (-0.43 , 1.00) 0.4374   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.8.3.1 - Pooled IPD analysis: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 53 (0.9%)  6067 61 (1.0%) 1.14 (0.79 , 1.66) 0.4775 1.14 (0.79 , 1.65) 0.4801 0.13 (-0.21 , 0.47) 0.4559  0.4030
Sex            0.0826  

Male 4108 26 (0.6%)  4149 42 (1.0%) 1.46 (0.88 , 2.43) 0.1472 1.45 (0.87 , 2.41) 0.1490 0.38 (-0.01 , 0.77) 0.0565   
Female 1953 27 (1.4%)  1918 19 (1.0%) 0.72 (0.39 , 1.33) 0.2915 0.72 (0.40 , 1.32) 0.2922 -0.38 (-1.05 , 0.30) 0.2795   

Age (years)            0.6162  
<=65 years 3144 20 (0.6%)  3171 26 (0.8%) 1.29 (0.72 , 2.31) 0.3955 1.29 (0.72 , 2.30) 0.3957 0.18 (-0.24 , 0.60) 0.3996   
>65 years 2917 33 (1.1%)  2896 35 (1.2%) 1.06 (0.65 , 1.73) 0.8070 1.06 (0.66 , 1.72) 0.8110 0.08 (-0.47 , 0.63) 0.7806   

Region            0.4739  
Latin America 965 5 (0.5%)  995 12 (1.2%) 1.44 (0.47 , 4.41) 0.5229 1.42 (0.47 , 4.31) 0.5308 0.67 (-0.15 , 1.49) 0.1107   
Asia/Pacific 1256 9 (0.7%)  1277 9 (0.7%) 0.98 (0.37 , 2.54) 0.9589 0.98 (0.38 , 2.52) 0.9586 -0.01 (-0.67 , 0.65) 0.9746   
Europe 2263 19 (0.8%)  2260 26 (1.2%) 1.37 (0.75 , 2.49) 0.3066 1.36 (0.75 , 2.46) 0.3064 0.31 (-0.27 , 0.89) 0.2961   
North America 1577 20 (1.3%)  1535 14 (0.9%) 0.68 (0.33 , 1.39) 0.2868 0.68 (0.34 , 1.38) 0.2851 -0.36 (-1.10 , 0.37) 0.3288   

Race            0.7085  
White 4141 37 (0.9%)  4139 46 (1.1%) 1.21 (0.78 , 1.89) 0.3942 1.21 (0.78 , 1.87) 0.3969 0.21 (-0.22 , 0.64) 0.3352   
Black or African American 249 1 (0.4%)  251 0 (0.0%) 0.37 (0.01 , 9.23) 0.5462 0.38 (0.02 , 9.11) 0.5467 -0.86 (-2.54 , 0.82) 0.3152   
Asian 1362 13 (1.0%)  1373 11 (0.8%) 0.85 (0.38 , 1.91) 0.6944 0.85 (0.38 , 1.90) 0.6946 -0.14 (-0.84 , 0.55) 0.6850   
Other 309 2 (0.6%)  304 4 (1.3%) 1.84 (0.38 , 8.90) 0.4479 1.82 (0.39 , 8.54) 0.4499 0.72 (-0.93 , 2.37) 0.3925   

Baseline eGFR Group 1            0.0836  
< 45mL/min/1,73m2 1700 8 (0.5%)  1724 18 (1.0%) 2.20 (0.95 , 5.11) 0.0674 2.18 (0.95 , 5.05) 0.0676 0.58 (-0.00 , 1.16) 0.0514   
>= 45mL/min/1,73m2 4361 45 (1.0%)  4342 43 (1.0%) 0.95 (0.62 , 1.46) 0.8303 0.95 (0.63 , 1.45) 0.8295 -0.05 (-0.47 , 0.38) 0.8337   

Baseline eGFR Group 2            0.0753  
< 60mL/min/1,73m2 3549 21 (0.6%)  3479 33 (0.9%) 1.61 (0.93 , 2.80) 0.0912 1.60 (0.93 , 2.77) 0.0912 0.36 (-0.05 , 0.77) 0.0818   
>= 60mL/min/1,73m2 2512 32 (1.3%)  2587 28 (1.1%) 0.81 (0.48 , 1.36) 0.4265 0.81 (0.49 , 1.35) 0.4251 -0.19 (-0.78 , 0.40) 0.5298   

Baseline systolic BP            0.4990  
<= 130 mmHg 2430 27 (1.1%)  2456 27 (1.1%) 0.99 (0.57 , 1.71) 0.9643 0.99 (0.57 , 1.69) 0.9619 -0.00 (-0.59 , 0.58) 0.9870   
> 130 mmHg 3631 26 (0.7%)  3611 34 (0.9%) 1.28 (0.76 , 2.14) 0.3480 1.27 (0.77 , 2.12) 0.3498 0.22 (-0.20 , 0.64) 0.3009   

Heart Failure            0.5633  
Yes 1567 15 (1.0%)  1549 20 (1.3%) 1.35 (0.69 , 2.63) 0.3770 1.34 (0.70 , 2.59) 0.3774 0.35 (-0.39 , 1.09) 0.3572   
No 4494 38 (0.8%)  4518 41 (0.9%) 1.07 (0.68 , 1.67) 0.7811 1.06 (0.68 , 1.66) 0.7837 0.06 (-0.32 , 0.45) 0.7580   

Type 2 Diabetes            0.2192  
Yes 4900 50 (1.0%)  4892 53 (1.1%) 1.06 (0.72 , 1.57) 0.7665 1.06 (0.72 , 1.56) 0.7682 0.06 (-0.34 , 0.47) 0.7576   
No 1161 3 (0.3%)  1175 8 (0.7%) 2.55 (0.66 , 9.79) 0.1721 2.54 (0.67 , 9.68) 0.1727 0.42 (-0.13 , 0.97) 0.1371   

Baseline UACR            0.3819  
<30 352 2 (0.6%)  334 5 (1.5%) 2.67 (0.51 , 13.85) 0.2429 2.64 (0.52 , 13.53) 0.2435 0.93 (-0.59 , 2.46) 0.2300   
>=30 - <=300 2216 26 (1.2%)  2255 23 (1.0%) 0.88 (0.50 , 1.54) 0.6447 0.88 (0.50 , 1.53) 0.6447 -0.14 (-0.75 , 0.47) 0.6446   
>300 2518 17 (0.7%)  2501 22 (0.9%) 1.28 (0.66 , 2.45) 0.4656 1.27 (0.66 , 2.42) 0.4705 0.20 (-0.29 , 0.68) 0.4298   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.8.4.1 - Pooled IPD analysis: AEs of special interest: fractures—subjects experiencing any adverse event graded as non-severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 216 (3.6%)  6067 235 (3.9%) 1.09 (0.90 , 1.32) 0.3721 1.09 (0.91 , 1.30) 0.3759 0.31 (-0.36 , 0.98) 0.3699  0.6336
Sex            0.4602  

Male 4108 121 (2.9%)  4149 126 (3.0%) 1.03 (0.80 , 1.32) 0.8433 1.03 (0.80 , 1.31) 0.8416 0.07 (-0.66 , 0.80) 0.8507   
Female 1953 95 (4.9%)  1918 109 (5.7%) 1.19 (0.90 , 1.58) 0.2291 1.18 (0.90 , 1.54) 0.2358 0.88 (-0.53 , 2.28) 0.2210   

Age (years)            0.3434  
<=65 years 3144 91 (2.9%)  3171 111 (3.5%) 1.21 (0.91 , 1.60) 0.1919 1.20 (0.91 , 1.57) 0.1967 0.59 (-0.27 , 1.46) 0.1800   
>65 years 2917 125 (4.3%)  2896 124 (4.3%) 1.00 (0.78 , 1.29) 0.9785 1.00 (0.79 , 1.28) 0.9770 0.01 (-1.02 , 1.05) 0.9785   

Region            0.5060  
Latin America 965 21 (2.2%)  995 25 (2.5%) 1.15 (0.64 , 2.06) 0.6437 1.14 (0.65 , 2.02) 0.6458 0.34 (-1.00 , 1.67) 0.6208   
Asia/Pacific 1256 49 (3.9%)  1277 40 (3.1%) 0.81 (0.53 , 1.25) 0.3398 0.82 (0.54 , 1.23) 0.3405 -0.71 (-2.14 , 0.72) 0.3327   
Europe 2263 77 (3.4%)  2260 88 (3.9%) 1.16 (0.85 , 1.58) 0.3646 1.15 (0.85 , 1.55) 0.3655 0.51 (-0.59 , 1.60) 0.3636   
North America 1577 69 (4.4%)  1535 82 (5.3%) 1.21 (0.87 , 1.69) 0.2589 1.20 (0.87 , 1.64) 0.2679 0.93 (-0.58 , 2.44) 0.2285   

Race            0.2670  
White 4141 152 (3.7%)  4139 181 (4.4%) 1.19 (0.96 , 1.49) 0.1168 1.18 (0.96 , 1.46) 0.1193 0.68 (-0.16 , 1.53) 0.1129   
Black or African American 249 7 (2.8%)  251 4 (1.6%) 0.60 (0.17 , 2.11) 0.4252 0.61 (0.18 , 2.06) 0.4247 -1.30 (-4.41 , 1.81) 0.4138   
Asian 1362 50 (3.7%)  1373 40 (2.9%) 0.80 (0.52 , 1.22) 0.2946 0.80 (0.53 , 1.21) 0.2965 -0.72 (-2.06 , 0.61) 0.2888   
Other 309 7 (2.3%)  304 10 (3.3%) 1.49 (0.56 , 3.98) 0.4284 1.47 (0.57 , 3.81) 0.4304 1.12 (-1.63 , 3.88) 0.4232   

Baseline eGFR Group 1            0.2440  
< 45mL/min/1,73m2 1700 49 (2.9%)  1724 65 (3.8%) 1.32 (0.91 , 1.94) 0.1475 1.31 (0.91 , 1.89) 0.1492 0.90 (-0.30 , 2.10) 0.1417   
>= 45mL/min/1,73m2 4361 167 (3.8%)  4342 170 (3.9%) 1.02 (0.82 , 1.27) 0.8612 1.02 (0.83 , 1.26) 0.8592 0.07 (-0.74 , 0.88) 0.8615   

Baseline eGFR Group 2            0.9974  
< 60mL/min/1,73m2 3549 106 (3.0%)  3479 112 (3.2%) 1.09 (0.83 , 1.43) 0.5239 1.09 (0.84 , 1.41) 0.5295 0.26 (-0.54 , 1.07) 0.5220   
>= 60mL/min/1,73m2 2512 110 (4.4%)  2587 123 (4.8%) 1.09 (0.84 , 1.42) 0.5132 1.09 (0.85 , 1.40) 0.5152 0.38 (-0.76 , 1.53) 0.5104   

Baseline systolic BP            0.0414  
<= 130 mmHg 2430 89 (3.7%)  2456 76 (3.1%) 0.84 (0.61 , 1.14) 0.2666 0.84 (0.62 , 1.14) 0.2655 -0.57 (-1.59 , 0.44) 0.2659   
> 130 mmHg 3631 127 (3.5%)  3611 159 (4.4%) 1.26 (1.00 , 1.61) 0.0545 1.25 (0.99 , 1.57) 0.0568 0.89 (-0.00 , 1.79) 0.0511   

Heart Failure            0.6096  
Yes 1567 38 (2.4%)  1549 45 (2.9%) 1.21 (0.77 , 1.88) 0.4079 1.20 (0.78 , 1.84) 0.4080 0.50 (-0.63 , 1.63) 0.3830   
No 4494 178 (4.0%)  4518 190 (4.2%) 1.06 (0.86 , 1.31) 0.5670 1.06 (0.87 , 1.29) 0.5716 0.24 (-0.58 , 1.06) 0.5660   

Type 2 Diabetes            0.8275  
Yes 4900 190 (3.9%)  4892 208 (4.3%) 1.10 (0.90 , 1.34) 0.3666 1.09 (0.90 , 1.32) 0.3700 0.36 (-0.42 , 1.14) 0.3620   
No 1161 26 (2.2%)  1175 27 (2.3%) 1.03 (0.59 , 1.77) 0.9265 1.03 (0.60 , 1.75) 0.9264 0.06 (-1.15 , 1.26) 0.9259   

Baseline UACR            0.7789  
<30 352 19 (5.4%)  334 17 (5.1%) 0.94 (0.48 , 1.85) 0.8638 0.95 (0.50 , 1.79) 0.8638 -0.29 (-3.63 , 3.05) 0.8637   
>=30 - <=300 2216 103 (4.6%)  2255 109 (4.8%) 1.05 (0.79 , 1.38) 0.7500 1.04 (0.80 , 1.36) 0.7489 0.20 (-1.04 , 1.45) 0.7498   
>300 2518 76 (3.0%)  2501 89 (3.6%) 1.18 (0.86 , 1.61) 0.3027 1.17 (0.87 , 1.58) 0.3082 0.52 (-0.46 , 1.51) 0.2994   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.9.1.1 - Pooled IPD analysis: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test RR 

p-value
Study interaction 

test RR p-value
Overall 6061 80 (1.3%)  6067 49 (0.8%) 0.59 (0.41 , 0.85) 0.0047 0.60 (0.42 , 0.85) 0.0047 -0.51 (-0.88 , -0.15) 0.0058  0.2266
Sex            0.4867  

Male 4108 58 (1.4%)  4149 33 (0.8%) 0.55 (0.36 , 0.85) 0.0070 0.56 (0.36 , 0.85) 0.0070 -0.63 (-1.08 , -0.18) 0.0063   
Female 1953 22 (1.1%)  1918 16 (0.8%) 0.73 (0.38 , 1.43) 0.3632 0.74 (0.38 , 1.42) 0.3635 -0.28 (-0.90 , 0.34) 0.3726   

Age (years)            0.3894  
<=65 years 3144 38 (1.2%)  3171 18 (0.6%) 0.51 (0.29 , 0.92) 0.0255 0.52 (0.29 , 0.92) 0.0260 -0.70 (-1.20 , -0.20) 0.0062   
>65 years 2917 42 (1.4%)  2896 31 (1.1%) 0.72 (0.44 , 1.15) 0.1707 0.72 (0.45 , 1.15) 0.1697 -0.36 (-0.93 , 0.21) 0.2139   

Region            0.7528  
Latin America 965 14 (1.5%)  995 11 (1.1%) 0.77 (0.35 , 1.71) 0.5228 0.77 (0.35 , 1.69) 0.5205 -0.31 (-1.31 , 0.68) 0.5344   
Asia/Pacific 1256 15 (1.2%)  1277 8 (0.6%) 0.54 (0.23 , 1.29) 0.1656 0.54 (0.23 , 1.29) 0.1669 -0.65 (-1.51 , 0.22) 0.1413   
Europe 2263 16 (0.7%)  2260 12 (0.5%) 0.81 (0.37 , 1.75) 0.5854 0.81 (0.37 , 1.74) 0.5868 -0.17 (-0.63 , 0.29) 0.4631   
North America 1577 35 (2.2%)  1535 18 (1.2%) 0.52 (0.29 , 0.92) 0.0246 0.52 (0.30 , 0.92) 0.0245 -1.08 (-1.99 , -0.17) 0.0196   

Race            0.4929  
White 4141 54 (1.3%)  4139 31 (0.7%) 0.55 (0.35 , 0.86) 0.0096 0.55 (0.35 , 0.87) 0.0096 -0.56 (-0.99 , -0.13) 0.0115   
Black or African American 249 5 (2.0%)  251 6 (2.4%) 1.10 (0.28 , 4.28) 0.8874 1.10 (0.29 , 4.13) 0.8934 0.45 (-2.65 , 3.54) 0.7772   
Asian 1362 17 (1.2%)  1373 7 (0.5%) 0.41 (0.17 , 0.99) 0.0486 0.41 (0.17 , 1.00) 0.0490 -0.84 (-1.65 , -0.03) 0.0410   
Other 309 4 (1.3%)  304 5 (1.6%) 1.25 (0.26 , 6.07) 0.7859 1.24 (0.26 , 5.95) 0.7850 0.39 (-1.63 , 2.41) 0.7039   

Baseline eGFR Group 1            0.8102  
< 45mL/min/1,73m2 1700 18 (1.1%)  1724 12 (0.7%) 0.65 (0.31 , 1.36) 0.2556 0.66 (0.32 , 1.36) 0.2552 -0.36 (-0.99 , 0.26) 0.2551   
>= 45mL/min/1,73m2 4361 62 (1.4%)  4342 37 (0.9%) 0.59 (0.39 , 0.89) 0.0119 0.59 (0.39 , 0.89) 0.0119 -0.57 (-1.02 , -0.13) 0.0115   

Baseline eGFR Group 2            0.6774  
< 60mL/min/1,73m2 3549 41 (1.2%)  3479 27 (0.8%) 0.65 (0.39 , 1.07) 0.0901 0.65 (0.40 , 1.07) 0.0901 -0.36 (-0.82 , 0.09) 0.1176   
>= 60mL/min/1,73m2 2512 39 (1.6%)  2587 22 (0.9%) 0.56 (0.33 , 0.94) 0.0280 0.56 (0.33 , 0.94) 0.0282 -0.70 (-1.30 , -0.10) 0.0220   

Baseline systolic BP            0.1721  
<= 130 mmHg 2430 29 (1.2%)  2456 12 (0.5%) 0.41 (0.21 , 0.81) 0.0101 0.41 (0.21 , 0.81) 0.0101 -0.71 (-1.22 , -0.19) 0.0068   
> 130 mmHg 3631 51 (1.4%)  3611 37 (1.0%) 0.72 (0.47 , 1.10) 0.1267 0.72 (0.47 , 1.10) 0.1266 -0.38 (-0.88 , 0.12) 0.1397   

Heart Failure            0.6881  
Yes 1567 18 (1.1%)  1549 13 (0.8%) 0.68 (0.32 , 1.46) 0.3259 0.69 (0.33 , 1.45) 0.3249 -0.29 (-0.98 , 0.40) 0.4096   
No 4494 62 (1.4%)  4518 36 (0.8%) 0.57 (0.38 , 0.87) 0.0084 0.58 (0.38 , 0.87) 0.0084 -0.58 (-1.01 , -0.16) 0.0076   

Type 2 Diabetes              
Yes 4900 80 (1.6%)  4892 49 (1.0%) 0.59 (0.41 , 0.85) 0.0046 0.60 (0.42 , 0.85) 0.0046 -0.64 (-1.09 , -0.18) 0.0058   
No 1161 0 (0.0%)  1175 0 (0.0%)         

Baseline UACR            0.9919  
<30 352 6 (1.7%)  334 3 (0.9%) 0.52 (0.13 , 2.11) 0.3639 0.53 (0.13 , 2.10) 0.3644 -0.80 (-2.49 , 0.89) 0.3515   
>=30 - <=300 2216 35 (1.6%)  2255 20 (0.9%) 0.56 (0.32 , 0.98) 0.0422 0.57 (0.33 , 0.98) 0.0425 -0.69 (-1.34 , -0.04) 0.0375   
>300 2518 38 (1.5%)  2501 22 (0.9%) 0.58 (0.34 , 0.98) 0.0410 0.58 (0.34 , 0.98) 0.0414 -0.64 (-1.24 , -0.04) 0.0374   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.9.2.1 - Pooled IPD analysis: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE), overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 50 (0.8%)  6067 30 (0.5%) 0.60 (0.38 , 0.95) 0.0279 0.60 (0.38 , 0.95) 0.0281 -0.39 (-0.74 , -0.05) 0.0241   
Sex            0.9433  

Male 4108 38 (0.9%)  4149 23 (0.6%) 0.59 (0.35 , 1.00) 0.0484 0.59 (0.35 , 1.00) 0.0487 -0.46 (-0.90 , -0.01) 0.0442   
Female 1953 12 (0.6%)  1918 7 (0.4%) 0.62 (0.24 , 1.58) 0.3133 0.62 (0.24 , 1.58) 0.3140 -0.28 (-0.78 , 0.23) 0.2871   

Age (years)            0.3119  
<=65 years 3144 19 (0.6%)  3171 15 (0.5%) 0.79 (0.40 , 1.57) 0.4960 0.79 (0.40 , 1.56) 0.4974 -0.15 (-0.54 , 0.24) 0.4633   
>65 years 2917 31 (1.1%)  2896 15 (0.5%) 0.49 (0.26 , 0.91) 0.0231 0.49 (0.27 , 0.91) 0.0232 -0.72 (-1.32 , -0.11) 0.0199   

Region            0.3730  
Latin America 965 3 (0.3%)  995 5 (0.5%) 1.42 (0.34 , 5.88) 0.6275 1.42 (0.35 , 5.81) 0.6289 0.25 (-0.44 , 0.94) 0.4791   
Asia/Pacific 1256 11 (0.9%)  1277 7 (0.5%) 0.68 (0.25 , 1.87) 0.4563 0.68 (0.25 , 1.87) 0.4599 -0.37 (-1.14 , 0.39) 0.3409   
Europe 2263 9 (0.4%)  2260 7 (0.3%) 0.85 (0.32 , 2.30) 0.7501 0.85 (0.32 , 2.29) 0.7513 -0.11 (-0.54 , 0.32) 0.6314   
North America 1577 27 (1.7%)  1535 11 (0.7%) 0.40 (0.20 , 0.82) 0.0117 0.41 (0.20 , 0.82) 0.0119 -1.14 (-1.99 , -0.28) 0.0090   

Race            0.4937  
White 4141 32 (0.8%)  4139 18 (0.4%) 0.56 (0.31 , 0.99) 0.0466 0.56 (0.31 , 0.99) 0.0467 -0.41 (-0.82 , -0.01) 0.0435   
Black or African American 249 4 (1.6%)  251 3 (1.2%) 0.77 (0.17 , 3.52) 0.7373 0.77 (0.17 , 3.44) 0.7371 -0.43 (-2.94 , 2.08) 0.7357   
Asian 1362 13 (1.0%)  1373 6 (0.4%) 0.48 (0.18 , 1.29) 0.1446 0.48 (0.18 , 1.29) 0.1457 -0.59 (-1.31 , 0.13) 0.1085   
Other 309 1 (0.3%)  304 3 (1.0%) 3.14 (0.32 , 30.66) 0.3250 3.08 (0.33 , 29.18) 0.3264 1.84 (-1.66 , 5.34) 0.3022   

Baseline eGFR Group 1            0.8685  
< 45mL/min/1,73m2 1700 9 (0.5%)  1724 5 (0.3%) 0.55 (0.18 , 1.67) 0.2903 0.55 (0.18 , 1.66) 0.2910 -0.30 (-0.85 , 0.24) 0.2738   
>= 45mL/min/1,73m2 4361 41 (0.9%)  4342 25 (0.6%) 0.61 (0.37 , 1.00) 0.0518 0.61 (0.37 , 1.00) 0.0520 -0.43 (-0.85 , -0.00) 0.0475   

Baseline eGFR Group 2            0.3766  
< 60mL/min/1,73m2 3549 26 (0.7%)  3479 12 (0.3%) 0.48 (0.24 , 0.96) 0.0365 0.48 (0.24 , 0.96) 0.0368 -0.52 (-0.98 , -0.05) 0.0309   
>= 60mL/min/1,73m2 2512 24 (1.0%)  2587 18 (0.7%) 0.73 (0.39 , 1.35) 0.3118 0.73 (0.40 , 1.34) 0.3118 -0.28 (-0.83 , 0.26) 0.3107   

Baseline systolic BP            0.1431  
<= 130 mmHg 2430 17 (0.7%)  2456 5 (0.2%) 0.33 (0.13 , 0.88) 0.0268 0.34 (0.13 , 0.88) 0.0271 -0.69 (-1.21 , -0.16) 0.0101   
> 130 mmHg 3631 33 (0.9%)  3611 25 (0.7%) 0.76 (0.45 , 1.28) 0.3032 0.76 (0.45 , 1.28) 0.3038 -0.24 (-0.68 , 0.21) 0.2976   

Heart Failure            0.8344  
Yes 1567 13 (0.8%)  1549 7 (0.5%) 0.55 (0.22 , 1.39) 0.2072 0.56 (0.22 , 1.39) 0.2078 -0.95 (-2.40 , 0.50) 0.1981   
No 4494 37 (0.8%)  4518 23 (0.5%) 0.62 (0.37 , 1.05) 0.0746 0.62 (0.37 , 1.05) 0.0750 -0.32 (-0.65 , 0.02) 0.0654   

Type 2 Diabetes              
Yes 4900 50 (1.0%)  4892 30 (0.6%) 0.60 (0.38 , 0.95) 0.0278 0.60 (0.38 , 0.95) 0.0279 -0.46 (-0.85 , -0.06) 0.0239   
No 1161 0 (0.0%)  1175 0 (0.0%)         

Baseline UACR            0.9690  
<30 352 4 (1.1%)  334 2 (0.6%) 0.53 (0.10 , 2.89) 0.4595 0.53 (0.10 , 2.87) 0.4598 -0.54 (-1.92 , 0.85) 0.4479   
>=30 - <=300 2216 23 (1.0%)  2255 14 (0.6%) 0.62 (0.32 , 1.21) 0.1592 0.62 (0.32 , 1.20) 0.1597 -0.41 (-0.94 , 0.12) 0.1301   
>300 2518 23 (0.9%)  2501 13 (0.5%) 0.56 (0.28 , 1.11) 0.0959 0.56 (0.29 , 1.11) 0.0963 -0.40 (-0.87 , 0.06) 0.0900   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.9.3.1 - Pooled IPD analysis: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 42 (0.7%)  6067 28 (0.5%) 0.66 (0.41 , 1.07) 0.0923 0.66 (0.41 , 1.07) 0.0922 -0.23 (-0.50 , 0.04) 0.0916  0.6416
Sex            0.6931  

Male 4108 31 (0.8%)  4149 20 (0.5%) 0.63 (0.36 , 1.11) 0.1102 0.63 (0.36 , 1.11) 0.1101 -0.34 (-0.74 , 0.07) 0.1058   
Female 1953 11 (0.6%)  1918 8 (0.4%) 0.79 (0.31 , 2.01) 0.6147 0.79 (0.31 , 2.00) 0.6157 -0.14 (-0.58 , 0.30) 0.5355   

Age (years)            0.9542  
<=65 years 3144 18 (0.6%)  3171 12 (0.4%) 0.70 (0.33 , 1.48) 0.3457 0.70 (0.33 , 1.48) 0.3471 -0.21 (-0.58 , 0.15) 0.2541   
>65 years 2917 24 (0.8%)  2896 16 (0.6%) 0.68 (0.36 , 1.28) 0.2310 0.68 (0.36 , 1.28) 0.2308 -0.27 (-0.69 , 0.16) 0.2188   

Region            0.2930  
Latin America 965 6 (0.6%)  995 9 (0.9%) 1.42 (0.52 , 3.89) 0.4978 1.41 (0.52 , 3.85) 0.4984 0.29 (-0.48 , 1.06) 0.4601   
Asia/Pacific 1256 10 (0.8%)  1277 3 (0.2%) 0.31 (0.08 , 1.14) 0.0789 0.31 (0.09 , 1.15) 0.0795 -0.65 (-1.30 , 0.01) 0.0519   
Europe 2263 8 (0.4%)  2260 6 (0.3%) 0.76 (0.26 , 2.21) 0.6167 0.76 (0.26 , 2.21) 0.6170 -0.11 (-0.51 , 0.30) 0.6071   
North America 1577 18 (1.1%)  1535 10 (0.7%) 0.55 (0.25 , 1.21) 0.1365 0.56 (0.26 , 1.20) 0.1368 -0.57 (-1.30 , 0.17) 0.1304   

Race            0.5372  
White 4141 27 (0.7%)  4139 21 (0.5%) 0.77 (0.43 , 1.37) 0.3738 0.77 (0.44 , 1.36) 0.3731 -0.15 (-0.47 , 0.18) 0.3766   
Black or African American 249 2 (0.8%)  251 1 (0.4%) 0.62 (0.08 , 5.06) 0.6523 0.62 (0.08 , 4.99) 0.6533 -0.48 (-2.16 , 1.21) 0.5801   
Asian 1362 12 (0.9%)  1373 4 (0.3%) 0.35 (0.11 , 1.10) 0.0717 0.35 (0.11 , 1.10) 0.0724 -0.67 (-1.33 , -0.01) 0.0469   
Other 309 1 (0.3%)  304 2 (0.7%) 1.66 (0.20 , 13.56) 0.6375 1.65 (0.20 , 13.34) 0.6378 0.36 (-0.81 , 1.54) 0.5464   

Baseline eGFR Group 1            0.5600  
< 45mL/min/1,73m2 1700 10 (0.6%)  1724 5 (0.3%) 0.50 (0.17 , 1.48) 0.2106 0.50 (0.17 , 1.48) 0.2113 -0.38 (-0.94 , 0.18) 0.1877   
>= 45mL/min/1,73m2 4361 32 (0.7%)  4342 23 (0.5%) 0.72 (0.42 , 1.23) 0.2257 0.72 (0.42 , 1.23) 0.2250 -0.21 (-0.54 , 0.13) 0.2238   

Baseline eGFR Group 2            0.4213  
< 60mL/min/1,73m2 3549 19 (0.5%)  3479 15 (0.4%) 0.81 (0.41 , 1.61) 0.5547 0.82 (0.41 , 1.61) 0.5552 -0.10 (-0.42 , 0.23) 0.5572   
>= 60mL/min/1,73m2 2512 23 (0.9%)  2587 13 (0.5%) 0.55 (0.28 , 1.08) 0.0842 0.55 (0.28 , 1.08) 0.0843 -0.45 (-0.96 , 0.06) 0.0807   

Baseline systolic BP            0.3995  
<= 130 mmHg 2430 16 (0.7%)  2456 8 (0.3%) 0.49 (0.21 , 1.15) 0.1030 0.50 (0.21 , 1.15) 0.1032 -0.46 (-1.01 , 0.08) 0.0969   
> 130 mmHg 3631 26 (0.7%)  3611 20 (0.6%) 0.77 (0.43 , 1.38) 0.3756 0.77 (0.43 , 1.37) 0.3754 -0.16 (-0.53 , 0.20) 0.3838   

Heart Failure            0.6585  
Yes 1567 9 (0.6%)  1549 7 (0.5%) 0.81 (0.30 , 2.22) 0.6890 0.82 (0.30 , 2.20) 0.6890 -0.11 (-0.61 , 0.39) 0.6608   
No 4494 33 (0.7%)  4518 21 (0.5%) 0.63 (0.36 , 1.09) 0.0999 0.63 (0.37 , 1.09) 0.0999 -0.27 (-0.59 , 0.05) 0.0966   

Type 2 Diabetes              
Yes 4900 42 (0.9%)  4892 28 (0.6%) 0.66 (0.41 , 1.07) 0.0923 0.66 (0.41 , 1.07) 0.0923 -0.29 (-0.62 , 0.05) 0.0915   
No 1161 0 (0.0%)  1175 0 (0.0%)         

Baseline UACR            0.8360  
<30 352 2 (0.6%)  334 2 (0.6%) 1.06 (0.15 , 7.55) 0.9556 1.06 (0.15 , 7.46) 0.9556 0.03 (-1.11 , 1.17) 0.9556   
>=30 - <=300 2216 20 (0.9%)  2255 11 (0.5%) 0.56 (0.27 , 1.17) 0.1249 0.57 (0.27 , 1.17) 0.1253 -0.41 (-0.90 , 0.08) 0.0989   
>300 2518 20 (0.8%)  2501 13 (0.5%) 0.65 (0.32 , 1.31) 0.2257 0.65 (0.32 , 1.30) 0.2254 -0.28 (-0.73 , 0.17) 0.2184   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.9.4.1 - Pooled IPD analysis: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non-severe, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test RR 

p-value
Study interaction 

test RR p-value
Overall 6061 43 (0.7%)  6067 23 (0.4%) 0.52 (0.31 , 0.87) 0.0129 0.52 (0.31 , 0.87) 0.0130 -0.33 (-0.59 , -0.07) 0.0133  0.3188
Sex            0.4229  

Male 4108 30 (0.7%)  4149 14 (0.3%) 0.46 (0.24 , 0.87) 0.0165 0.46 (0.24 , 0.87) 0.0166 -0.40 (-0.71 , -0.08) 0.0132   
Female 1953 13 (0.7%)  1918 9 (0.5%) 0.71 (0.30 , 1.66) 0.4280 0.71 (0.30 , 1.66) 0.4278 -0.19 (-0.66 , 0.28) 0.4284   

Age (years)            0.1258  
<=65 years 3144 23 (0.7%)  3171 7 (0.2%) 0.33 (0.14 , 0.79) 0.0126 0.33 (0.14 , 0.79) 0.0127 -0.56 (-0.92 , -0.19) 0.0031   
>65 years 2917 20 (0.7%)  2896 16 (0.6%) 0.78 (0.40 , 1.53) 0.4673 0.78 (0.40 , 1.52) 0.4663 -0.13 (-0.53 , 0.27) 0.5274   

Region            0.5362  
Latin America 965 9 (0.9%)  995 3 (0.3%) 0.37 (0.11 , 1.26) 0.1119 0.37 (0.11 , 1.26) 0.1125 -0.74 (-1.59 , 0.11) 0.0882   
Asia/Pacific 1256 5 (0.4%)  1277 5 (0.4%) 1.00 (0.28 , 3.54) 0.9938 1.00 (0.28 , 3.52) 0.9944 -0.00 (-0.57 , 0.57) 0.9937   
Europe 2263 8 (0.4%)  2260 6 (0.3%) 0.88 (0.30 , 2.59) 0.8154 0.88 (0.30 , 2.58) 0.8162 -0.09 (-0.41 , 0.24) 0.6018   
North America 1577 21 (1.3%)  1535 9 (0.6%) 0.45 (0.20 , 1.00) 0.0503 0.45 (0.20 , 1.00) 0.0505 -0.76 (-1.45 , -0.08) 0.0296   

Race            0.5528  
White 4141 32 (0.8%)  4139 12 (0.3%) 0.40 (0.20 , 0.82) 0.0116 0.40 (0.20 , 0.82) 0.0117 -0.48 (-0.80 , -0.17) 0.0024   
Black or African American 249 3 (1.2%)  251 5 (2.0%) 1.16 (0.19 , 7.05) 0.8681 1.15 (0.19 , 6.83) 0.8754 0.92 (-1.70 , 3.54) 0.4902   
Asian 1362 5 (0.4%)  1373 3 (0.2%) 0.59 (0.14 , 2.50) 0.4772 0.59 (0.14 , 2.49) 0.4773 -0.17 (-0.64 , 0.30) 0.4705   
Other 309 3 (1.0%)  304 3 (1.0%) 1.18 (0.19 , 7.30) 0.8608 1.18 (0.19 , 7.18) 0.8568 0.03 (-1.62 , 1.68) 0.9714   

Baseline eGFR Group 1            0.2166  
< 45mL/min/1,73m2 1700 9 (0.5%)  1724 9 (0.5%) 0.97 (0.39 , 2.42) 0.9476 0.97 (0.39 , 2.41) 0.9470 -0.01 (-0.49 , 0.48) 0.9800   
>= 45mL/min/1,73m2 4361 34 (0.8%)  4342 14 (0.3%) 0.48 (0.25 , 0.91) 0.0238 0.48 (0.26 , 0.91) 0.0239 -0.46 (-0.77 , -0.15) 0.0038   

Baseline eGFR Group 2            0.8605  
< 60mL/min/1,73m2 3549 25 (0.7%)  3479 14 (0.4%) 0.56 (0.28 , 1.09) 0.0889 0.56 (0.29 , 1.09) 0.0887 -0.29 (-0.64 , 0.05) 0.0982   
>= 60mL/min/1,73m2 2512 18 (0.7%)  2587 9 (0.3%) 0.51 (0.23 , 1.12) 0.0931 0.51 (0.23 , 1.12) 0.0933 -0.37 (-0.77 , 0.03) 0.0714   

Baseline systolic BP            0.2466  
<= 130 mmHg 2430 16 (0.7%)  2456 5 (0.2%) 0.33 (0.12 , 0.93) 0.0361 0.33 (0.12 , 0.93) 0.0363 -0.46 (-0.83 , -0.09) 0.0151   
> 130 mmHg 3631 27 (0.7%)  3611 18 (0.5%) 0.67 (0.37 , 1.21) 0.1842 0.67 (0.37 , 1.21) 0.1841 -0.24 (-0.61 , 0.12) 0.1848   

Heart Failure            0.7049  
Yes 1567 9 (0.6%)  1549 6 (0.4%) 0.63 (0.21 , 1.91) 0.4138 0.63 (0.21 , 1.89) 0.4123 -0.18 (-0.66 , 0.30) 0.4679   
No 4494 34 (0.8%)  4518 17 (0.4%) 0.50 (0.28 , 0.89) 0.0184 0.50 (0.28 , 0.89) 0.0184 -0.38 (-0.69 , -0.07) 0.0161   

Type 2 Diabetes              
Yes 4900 43 (0.9%)  4892 23 (0.5%) 0.52 (0.31 , 0.87) 0.0130 0.52 (0.31 , 0.87) 0.0130 -0.41 (-0.73 , -0.09) 0.0133   
No 1161 0 (0.0%)  1175 0 (0.0%)         

Baseline UACR            0.7078  
<30 352 5 (1.4%)  334 1 (0.3%) 0.21 (0.02 , 1.80) 0.1540 0.21 (0.02 , 1.80) 0.1550 -1.12 (-2.49 , 0.25) 0.1087   
>=30 - <=300 2216 18 (0.8%)  2255 10 (0.4%) 0.54 (0.25 , 1.18) 0.1234 0.55 (0.25 , 1.18) 0.1236 -0.37 (-0.83 , 0.09) 0.1183   
>300 2518 19 (0.8%)  2501 10 (0.4%) 0.53 (0.24 , 1.15) 0.1091 0.53 (0.25 , 1.15) 0.1096 -0.36 (-0.78 , 0.06) 0.0947   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.10.1.1 - Pooled IPD analysis: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 30 (0.5%)  6067 97 (1.6%) 3.16 (2.09 , 4.77) <.0001 3.10 (2.06 , 4.66) <.0001 1.10 (0.74 , 1.46) <.0001  0.4288
Sex            0.5832  

Male 4108 17 (0.4%)  4149 51 (1.2%) 2.82 (1.62 , 4.91) 0.0003 2.78 (1.61 , 4.83) 0.0003 0.81 (0.42 , 1.19) <.0001   
Female 1953 13 (0.7%)  1918 46 (2.4%) 3.60 (1.97 , 6.59) <.0001 3.49 (1.93 , 6.31) <.0001 1.77 (1.00 , 2.55) <.0001   

Age (years)            0.1463  
<=65 years 3144 18 (0.6%)  3171 43 (1.4%) 2.40 (1.37 , 4.21) 0.0022 2.37 (1.36 , 4.13) 0.0023 0.78 (0.30 , 1.26) 0.0015   
>65 years 2917 12 (0.4%)  2896 54 (1.9%) 4.48 (2.41 , 8.34) <.0001 4.37 (2.37 , 8.06) <.0001 1.46 (0.92 , 2.01) <.0001   

Region            0.4119  
Latin America 965 2 (0.2%)  995 9 (0.9%) 3.60 (0.68 , 19.03) 0.1323 3.56 (0.68 , 18.72) 0.1336 0.82 (0.02 , 1.61) 0.0433   
Asia/Pacific 1256 4 (0.3%)  1277 8 (0.6%) 2.04 (0.60 , 6.99) 0.2562 2.03 (0.60 , 6.87) 0.2555 0.39 (-0.24 , 1.01) 0.2233   
Europe 2263 5 (0.2%)  2260 31 (1.4%) 5.85 (2.36 , 14.53) 0.0001 5.75 (2.33 , 14.17) 0.0001 1.58 (0.88 , 2.29) <.0001   
North America 1577 19 (1.2%)  1535 49 (3.2%) 2.58 (1.51 , 4.39) 0.0005 2.51 (1.49 , 4.23) 0.0005 1.96 (0.93 , 2.98) 0.0002   

Race            0.1650  
White 4141 20 (0.5%)  4139 82 (2.0%) 3.96 (2.43 , 6.46) <.0001 3.87 (2.39 , 6.27) <.0001 1.48 (1.01 , 1.95) <.0001   
Black or African American 249 5 (2.0%)  251 4 (1.6%) 0.90 (0.25 , 3.28) 0.8735 0.91 (0.26 , 3.17) 0.8806 -0.30 (-3.15 , 2.55) 0.8360   
Asian 1362 4 (0.3%)  1373 9 (0.7%) 2.30 (0.69 , 7.64) 0.1751 2.28 (0.69 , 7.51) 0.1751 0.44 (-0.16 , 1.04) 0.1498   
Other 309 1 (0.3%)  304 2 (0.7%) 1.66 (0.20 , 13.56) 0.6381 1.65 (0.20 , 13.29) 0.6393 0.36 (-0.81 , 1.54) 0.5475   

Baseline eGFR Group 1            0.4726  
< 45mL/min/1,73m2 1700 2 (0.1%)  1724 5 (0.3%) 1.83 (0.42 , 7.92) 0.4205 1.82 (0.42 , 7.87) 0.4205 0.17 (-0.13 , 0.48) 0.2581   
>= 45mL/min/1,73m2 4361 28 (0.6%)  4342 92 (2.1%) 3.25 (2.12 , 4.96) <.0001 3.18 (2.09 , 4.84) <.0001 1.47 (0.98 , 1.96) <.0001   

Baseline eGFR Group 2            0.8545  
< 60mL/min/1,73m2 3549 10 (0.3%)  3479 31 (0.9%) 3.01 (1.47 , 6.15) 0.0026 2.95 (1.46 , 5.98) 0.0027 0.63 (0.28 , 0.99) 0.0005   
>= 60mL/min/1,73m2 2512 20 (0.8%)  2587 66 (2.6%) 3.26 (1.96 , 5.40) <.0001 3.20 (1.94 , 5.27) <.0001 1.76 (1.06 , 2.46) <.0001   

Baseline systolic BP            0.0636  
<= 130 mmHg 2430 16 (0.7%)  2456 34 (1.4%) 2.02 (1.11 , 3.69) 0.0217 2.00 (1.11 , 3.61) 0.0219 0.74 (0.18 , 1.30) 0.0100   
> 130 mmHg 3631 14 (0.4%)  3611 63 (1.7%) 4.44 (2.50 , 7.87) <.0001 4.34 (2.46 , 7.67) <.0001 1.35 (0.88 , 1.82) <.0001   

Heart Failure            0.2313  
Yes 1567 2 (0.1%)  1549 18 (1.2%) 6.26 (1.82 , 21.45) 0.0035 6.14 (1.80 , 20.86) 0.0037 1.05 (0.48 , 1.61) 0.0003   
No 4494 28 (0.6%)  4518 79 (1.7%) 2.82 (1.82 , 4.37) <.0001 2.78 (1.80 , 4.28) <.0001 1.12 (0.68 , 1.57) <.0001   

Type 2 Diabetes            0.6763  
Yes 4900 29 (0.6%)  4892 93 (1.9%) 3.22 (2.12 , 4.88) <.0001 3.16 (2.09 , 4.76) <.0001 1.30 (0.87 , 1.74) <.0001   
No 1161 1 (0.1%)  1175 4 (0.3%) 1.98 (0.23 , 17.19) 0.5344 1.98 (0.23 , 17.09) 0.5353 0.25 (-0.12 , 0.62) 0.1857   

Baseline UACR            0.1769  
<30 352 3 (0.9%)  334 15 (4.5%) 5.49 (1.57 , 19.13) 0.0075 5.29 (1.54 , 18.09) 0.0080 3.65 (1.23 , 6.08) 0.0032   
>=30 - <=300 2216 18 (0.8%)  2255 62 (2.7%) 3.42 (2.03 , 5.77) <.0001 3.35 (2.00 , 5.61) <.0001 1.96 (1.19 , 2.73) <.0001   
>300 2518 9 (0.4%)  2501 14 (0.6%) 1.53 (0.65 , 3.57) 0.3270 1.52 (0.66 , 3.53) 0.3259 0.19 (-0.18 , 0.56) 0.3145   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.10.2.1 - Pooled IPD analysis: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test RR 

p-value
Study interaction 

test RR p-value
Overall 6061 5 (0.1%)  6067 5 (0.1%) 1.00 (0.29 , 3.45) 0.9986 1.00 (0.29 , 3.45) 0.9986 -0.00 (-0.12 , 0.12) 0.9986   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.10.3.1 - Pooled IPD analysis: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test RR 

p-value
Study interaction 

test RR p-value
Overall 6061 3 (0.0%)  6067 6 (0.1%) 1.55 (0.38 , 6.34) 0.5424 1.55 (0.38 , 6.33) 0.5427 0.06 (-0.06 , 0.17) 0.3183   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.10.4.1 - Pooled IPD analysis: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non-severe - Original AZ Definitions, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 28 (0.5%)  6067 92 (1.5%) 3.21 (2.08 , 4.93) <.0001 3.15 (2.06 , 4.82) <.0001 1.05 (0.70 , 1.40) <.0001  0.1417
Sex            0.8447  

Male 4108 15 (0.4%)  4149 48 (1.2%) 3.11 (1.70 , 5.70) 0.0002 3.08 (1.69 , 5.61) 0.0002 0.78 (0.41 , 1.16) <.0001   
Female 1953 13 (0.7%)  1918 44 (2.3%) 3.45 (1.88 , 6.33) <.0001 3.35 (1.85 , 6.07) <.0001 1.67 (0.91 , 2.43) <.0001   

Age (years)            0.2210  
<=65 years 3144 17 (0.5%)  3171 43 (1.4%) 2.54 (1.43 , 4.51) 0.0014 2.51 (1.42 , 4.42) 0.0015 0.81 (0.33 , 1.28) 0.0009   
>65 years 2917 11 (0.4%)  2896 49 (1.7%) 4.38 (2.29 , 8.39) <.0001 4.28 (2.26 , 8.13) <.0001 1.32 (0.80 , 1.84) <.0001   

Region            0.4453  
Latin America 965 2 (0.2%)  995 8 (0.8%) 2.93 (0.51 , 16.82) 0.2275 2.91 (0.51 , 16.56) 0.2291 0.69 (-0.06 , 1.45) 0.0730   
Asia/Pacific 1256 4 (0.3%)  1277 8 (0.6%) 2.04 (0.60 , 6.99) 0.2562 2.03 (0.60 , 6.87) 0.2555 0.39 (-0.24 , 1.01) 0.2233   
Europe 2263 5 (0.2%)  2260 31 (1.4%) 5.85 (2.36 , 14.53) 0.0001 5.75 (2.33 , 14.17) 0.0001 1.58 (0.88 , 2.29) <.0001   
North America 1577 17 (1.1%)  1535 45 (2.9%) 2.65 (1.51 , 4.63) 0.0007 2.58 (1.49 , 4.47) 0.0007 1.82 (0.84 , 2.81) 0.0003   

Race            0.1306  
White 4141 18 (0.4%)  4139 78 (1.9%) 4.15 (2.48 , 6.94) <.0001 4.06 (2.44 , 6.75) <.0001 1.43 (0.97 , 1.89) <.0001   
Black or African American 249 5 (2.0%)  251 4 (1.6%) 0.90 (0.25 , 3.28) 0.8735 0.91 (0.26 , 3.17) 0.8806 -0.30 (-3.15 , 2.55) 0.8360   
Asian 1362 4 (0.3%)  1373 9 (0.7%) 2.30 (0.69 , 7.64) 0.1751 2.28 (0.69 , 7.51) 0.1751 0.44 (-0.16 , 1.04) 0.1498   
Other 309 1 (0.3%)  304 1 (0.3%) 1.03 (0.06 , 16.63) 0.9848 1.03 (0.07 , 16.22) 0.9848 0.02 (-2.45 , 2.50) 0.9848   

Baseline eGFR Group 1            0.3760  
< 45mL/min/1,73m2 1700 2 (0.1%)  1724 4 (0.2%) 1.53 (0.30 , 7.79) 0.6070 1.53 (0.30 , 7.74) 0.6064 0.12 (-0.16 , 0.40) 0.4150   
>= 45mL/min/1,73m2 4361 26 (0.6%)  4342 88 (2.0%) 3.33 (2.14 , 5.17) <.0001 3.27 (2.12 , 5.04) <.0001 1.42 (0.95 , 1.90) <.0001   

Baseline eGFR Group 2            0.5575  
< 60mL/min/1,73m2 3549 10 (0.3%)  3479 28 (0.8%) 2.67 (1.28 , 5.58) 0.0090 2.63 (1.27 , 5.43) 0.0092 0.55 (0.20 , 0.89) 0.0018   
>= 60mL/min/1,73m2 2512 18 (0.7%)  2587 64 (2.5%) 3.50 (2.06 , 5.94) <.0001 3.43 (2.03 , 5.80) <.0001 1.76 (1.08 , 2.45) <.0001   

Baseline systolic BP            0.0751  
<= 130 mmHg 2430 15 (0.6%)  2456 32 (1.3%) 2.05 (1.09 , 3.84) 0.0254 2.02 (1.09 , 3.75) 0.0255 0.70 (0.15 , 1.24) 0.0120   
> 130 mmHg 3631 13 (0.4%)  3611 60 (1.7%) 4.49 (2.47 , 8.17) <.0001 4.40 (2.43 , 7.96) <.0001 1.29 (0.83 , 1.75) <.0001   

Heart Failure            0.3150  
Yes 1567 2 (0.1%)  1549 17 (1.1%) 5.81 (1.68 , 20.13) 0.0055 5.71 (1.66 , 19.60) 0.0057 0.98 (0.43 , 1.53) 0.0005   
No 4494 26 (0.6%)  4518 75 (1.7%) 2.96 (1.86 , 4.69) <.0001 2.91 (1.84 , 4.58) <.0001 1.08 (0.64 , 1.51) <.0001   

Type 2 Diabetes            0.6700  
Yes 4900 27 (0.6%)  4892 88 (1.8%) 3.25 (2.10 , 5.01) <.0001 3.19 (2.08 , 4.90) <.0001 1.24 (0.82 , 1.67) <.0001   
No 1161 1 (0.1%)  1175 4 (0.3%) 1.98 (0.23 , 17.19) 0.5344 1.98 (0.23 , 17.09) 0.5353 0.25 (-0.12 , 0.62) 0.1857   

Baseline UACR            0.2362  
<30 352 3 (0.9%)  334 15 (4.5%) 5.49 (1.57 , 19.13) 0.0075 5.29 (1.54 , 18.09) 0.0080 3.65 (1.23 , 6.08) 0.0032   
>=30 - <=300 2216 17 (0.8%)  2255 59 (2.6%) 3.45 (2.02 , 5.89) <.0001 3.38 (1.99 , 5.74) <.0001 1.87 (1.12 , 2.63) <.0001   
>300 2518 8 (0.3%)  2501 12 (0.5%) 1.54 (0.59 , 4.04) 0.3775 1.54 (0.59 , 3.99) 0.3750 0.15 (-0.20 , 0.50) 0.3933   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.11.1.1 - Pooled IPD analysis: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 
test RR p-value

Overall 6061 394 (6.5%)  6067 393 (6.5%) 1.00 (0.86 , 1.15) 0.9517 1.00 (0.87 , 1.14) 0.9541 -0.03 (-0.90 , 0.84) 0.9513  0.8245
Sex            0.1582  

Male 4108 191 (4.6%)  4149 177 (4.3%) 0.91 (0.73 , 1.12) 0.3588 0.91 (0.74 , 1.11) 0.3474 -0.42 (-1.30 , 0.47) 0.3580   
Female 1953 203 (10.4%)  1918 216 (11.3%) 1.11 (0.90 , 1.36) 0.3164 1.10 (0.92 , 1.32) 0.2863 0.99 (-0.95 , 2.93) 0.3186   

Age (years)            0.5361  
<=65 years 3144 178 (5.7%)  3171 172 (5.4%) 0.95 (0.76 , 1.18) 0.6435 0.95 (0.78 , 1.17) 0.6366 -0.26 (-1.39 , 0.86) 0.6486   
>65 years 2917 216 (7.4%)  2896 221 (7.6%) 1.04 (0.85 , 1.26) 0.7058 1.04 (0.87 , 1.24) 0.6893 0.26 (-1.09 , 1.60) 0.7091   

Region            0.5691  
Latin America 965 68 (7.0%)  995 60 (6.0%) 0.86 (0.60 , 1.23) 0.4130 0.87 (0.62 , 1.22) 0.4259 -0.95 (-3.15 , 1.24) 0.3949   
Asia/Pacific 1256 55 (4.4%)  1277 48 (3.8%) 0.88 (0.59 , 1.31) 0.5232 0.89 (0.61 , 1.29) 0.5339 -0.50 (-2.03 , 1.02) 0.5184   
Europe 2263 127 (5.6%)  2260 142 (6.3%) 1.13 (0.88 , 1.45) 0.3253 1.13 (0.89 , 1.42) 0.3180 0.69 (-0.68 , 2.07) 0.3241   
North America 1577 144 (9.1%)  1535 143 (9.3%) 1.01 (0.79 , 1.29) 0.9643 1.00 (0.81 , 1.25) 0.9814 0.05 (-1.96 , 2.06) 0.9627   

Race            0.6922  
White 4141 286 (6.9%)  4139 301 (7.3%) 1.05 (0.89 , 1.24) 0.5733 1.05 (0.90 , 1.22) 0.5733 0.32 (-0.78 , 1.42) 0.5732   
Black or African American 249 22 (8.8%)  251 17 (6.8%) 0.80 (0.40 , 1.59) 0.5259 0.81 (0.43 , 1.50) 0.4969 -1.51 (-6.15 , 3.12) 0.5227   
Asian 1362 57 (4.2%)  1373 48 (3.5%) 0.85 (0.57 , 1.26) 0.4172 0.86 (0.59 , 1.25) 0.4186 -0.61 (-2.03 , 0.82) 0.4064   
Other 309 29 (9.4%)  304 27 (8.9%) 0.96 (0.55 , 1.66) 0.8721 0.96 (0.58 , 1.58) 0.8765 -0.41 (-4.98 , 4.16) 0.8599   

Baseline eGFR Group 1            0.1623  
< 45mL/min/1,73m2 1700 71 (4.2%)  1724 87 (5.0%) 1.22 (0.89 , 1.69) 0.2173 1.21 (0.89 , 1.65) 0.2164 0.88 (-0.52 , 2.29) 0.2162   
>= 45mL/min/1,73m2 4361 323 (7.4%)  4342 306 (7.0%) 0.94 (0.80 , 1.11) 0.4949 0.95 (0.82 , 1.11) 0.5140 -0.39 (-1.47 , 0.70) 0.4851   

Baseline eGFR Group 2            0.9579  
< 60mL/min/1,73m2 3549 195 (5.5%)  3479 189 (5.4%) 1.01 (0.82 , 1.24) 0.9477 1.01 (0.83 , 1.22) 0.9546 0.04 (-1.02 , 1.09) 0.9479   
>= 60mL/min/1,73m2 2512 199 (7.9%)  2587 204 (7.9%) 1.00 (0.81 , 1.22) 0.9784 1.00 (0.83 , 1.20) 0.9864 -0.03 (-1.51 , 1.45) 0.9732   

Baseline systolic BP            0.0880  
<= 130 mmHg 2430 150 (6.2%)  2456 127 (5.2%) 0.84 (0.65 , 1.07) 0.1553 0.85 (0.68 , 1.07) 0.1688 -0.95 (-2.24 , 0.34) 0.1484   
> 130 mmHg 3631 244 (6.7%)  3611 266 (7.4%) 1.10 (0.92 , 1.32) 0.3025 1.09 (0.92 , 1.29) 0.3135 0.62 (-0.55 , 1.79) 0.3007   

Heart Failure            0.5675  
Yes 1567 79 (5.0%)  1549 83 (5.4%) 1.08 (0.78 , 1.48) 0.6519 1.08 (0.80 , 1.45) 0.6290 0.36 (-1.19 , 1.91) 0.6487   
No 4494 315 (7.0%)  4518 310 (6.9%) 0.98 (0.83 , 1.15) 0.7616 0.98 (0.84 , 1.13) 0.7549 -0.16 (-1.21 , 0.88) 0.7616   

Type 2 Diabetes            0.2724  
Yes 4900 357 (7.3%)  4892 364 (7.4%) 1.02 (0.88 , 1.19) 0.7904 1.02 (0.89 , 1.17) 0.7960 0.14 (-0.89 , 1.17) 0.7900   
No 1161 37 (3.2%)  1175 29 (2.5%) 0.76 (0.47 , 1.25) 0.2842 0.77 (0.48 , 1.24) 0.2856 -0.74 (-2.08 , 0.61) 0.2820   

Baseline UACR            0.3610  
<30 352 35 (9.9%)  334 40 (12.0%) 1.24 (0.76 , 2.00) 0.3867 1.21 (0.79 , 1.85) 0.3869 2.07 (-2.62 , 6.76) 0.3869   
>=30 - <=300 2216 202 (9.1%)  2255 189 (8.4%) 0.92 (0.75 , 1.13) 0.4198 0.92 (0.76 , 1.12) 0.4171 -0.68 (-2.34 , 0.97) 0.4200   
>300 2518 114 (4.5%)  2501 126 (5.0%) 1.11 (0.86 , 1.44) 0.4283 1.11 (0.86 , 1.42) 0.4197 0.48 (-0.70 , 1.66) 0.4252   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.11.2.1 - Pooled IPD analysis: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk Difference(%) 

(95% CI) ARR p-value

Subgroup 
interaction test RR 

p-value
Study interaction 

test RR p-value
Overall 6061 83 (1.4%)  6067 81 (1.3%) 0.97 (0.71 , 1.33) 0.8562 0.97 (0.72 , 1.32) 0.8523 -0.03 (-0.45 , 0.38) 0.8674  0.3359
Sex            0.2644  

Male 4108 50 (1.2%)  4149 43 (1.0%) 0.83 (0.54 , 1.26) 0.3811 0.83 (0.55 , 1.26) 0.3773 -0.19 (-0.64 , 0.27) 0.4232   
Female 1953 33 (1.7%)  1918 38 (2.0%) 1.18 (0.74 , 1.90) 0.4827 1.18 (0.74 , 1.88) 0.4799 0.30 (-0.54 , 1.15) 0.4801   

Age (years)            0.0155  
<=65 years 3144 40 (1.3%)  3171 23 (0.7%) 0.57 (0.34 , 0.96) 0.0350 0.58 (0.34 , 0.96) 0.0354 -0.55 (-1.04 , -0.06) 0.0279   
>65 years 2917 43 (1.5%)  2896 58 (2.0%) 1.30 (0.86 , 1.97) 0.2110 1.29 (0.86 , 1.94) 0.2147 0.53 (-0.14 , 1.21) 0.1198   

Region            0.6429  
Latin America 965 19 (2.0%)  995 14 (1.4%) 0.83 (0.39 , 1.75) 0.6231 0.83 (0.40 , 1.74) 0.6291 -0.55 (-1.70 , 0.60) 0.3468   
Asia/Pacific 1256 13 (1.0%)  1277 15 (1.2%) 1.11 (0.52 , 2.37) 0.7780 1.11 (0.53 , 2.34) 0.7778 0.17 (-0.65 , 0.98) 0.6876   
Europe 2263 22 (1.0%)  2260 28 (1.2%) 1.32 (0.73 , 2.36) 0.3565 1.31 (0.74 , 2.34) 0.3562 0.27 (-0.34 , 0.88) 0.3825   
North America 1577 29 (1.8%)  1535 24 (1.6%) 0.82 (0.47 , 1.42) 0.4782 0.82 (0.48 , 1.41) 0.4755 -0.29 (-1.19 , 0.62) 0.5355   

Race            0.9479  
White 4141 59 (1.4%)  4139 59 (1.4%) 0.99 (0.68 , 1.43) 0.9414 0.99 (0.68 , 1.42) 0.9382 -0.01 (-0.52 , 0.50) 0.9724   
Black or African American 249 6 (2.4%)  251 2 (0.8%) 0.60 (0.09 , 3.88) 0.5917 0.62 (0.10 , 3.87) 0.6098 -2.36 (-5.82 , 1.10) 0.1808   
Asian 1362 13 (1.0%)  1373 14 (1.0%) 1.03 (0.48 , 2.22) 0.9303 1.03 (0.49 , 2.20) 0.9327 0.08 (-0.66 , 0.82) 0.8309   
Other 309 5 (1.6%)  304 6 (2.0%) 1.21 (0.36 , 4.02) 0.7609 1.20 (0.37 , 3.89) 0.7637 0.34 (-1.78 , 2.46) 0.7556   

Baseline eGFR Group 1            0.2394  
< 45mL/min/1,73m2 1700 18 (1.1%)  1724 24 (1.4%) 1.39 (0.73 , 2.63) 0.3196 1.38 (0.73 , 2.60) 0.3210 0.34 (-0.40 , 1.07) 0.3681   
>= 45mL/min/1,73m2 4361 65 (1.5%)  4342 57 (1.3%) 0.89 (0.62 , 1.28) 0.5226 0.89 (0.62 , 1.27) 0.5251 -0.18 (-0.68 , 0.31) 0.4650   

Baseline eGFR Group 2            0.9460  
< 60mL/min/1,73m2 3549 47 (1.3%)  3479 45 (1.3%) 0.99 (0.65 , 1.51) 0.9744 0.99 (0.66 , 1.49) 0.9670 -0.01 (-0.54 , 0.52) 0.9834   
>= 60mL/min/1,73m2 2512 36 (1.4%)  2587 36 (1.4%) 0.97 (0.61 , 1.55) 0.8993 0.97 (0.61 , 1.54) 0.8985 -0.04 (-0.69 , 0.61) 0.9056   

Baseline systolic BP            0.1510  
<= 130 mmHg 2430 39 (1.6%)  2456 29 (1.2%) 0.74 (0.45 , 1.20) 0.2257 0.74 (0.46 , 1.20) 0.2247 -0.41 (-1.07 , 0.24) 0.2184   
> 130 mmHg 3631 44 (1.2%)  3611 52 (1.4%) 1.18 (0.78 , 1.78) 0.4285 1.18 (0.79 , 1.76) 0.4309 0.22 (-0.31 , 0.75) 0.4124   

Heart Failure            0.8312  
Yes 1567 20 (1.3%)  1549 19 (1.2%) 0.90 (0.47 , 1.72) 0.7518 0.90 (0.48 , 1.71) 0.7494 -0.04 (-0.82 , 0.74) 0.9144   
No 4494 63 (1.4%)  4518 62 (1.4%) 0.98 (0.68 , 1.39) 0.8922 0.98 (0.69 , 1.38) 0.8889 -0.03 (-0.51 , 0.45) 0.8952   

Type 2 Diabetes            0.8197  
Yes 4900 73 (1.5%)  4892 72 (1.5%) 0.98 (0.71 , 1.37) 0.9169 0.98 (0.71 , 1.36) 0.9132 -0.02 (-0.50 , 0.46) 0.9346   
No 1161 10 (0.9%)  1175 9 (0.8%) 0.88 (0.35 , 2.17) 0.7785 0.88 (0.36 , 2.15) 0.7779 -0.10 (-0.83 , 0.62) 0.7782   

Baseline UACR            0.4243  
<30 352 7 (2.0%)  334 8 (2.4%) 1.21 (0.44 , 3.38) 0.7119 1.21 (0.44 , 3.29) 0.7119 0.41 (-1.78 , 2.61) 0.7122   
>=30 - <=300 2216 43 (1.9%)  2255 37 (1.6%) 0.85 (0.54 , 1.32) 0.4646 0.85 (0.55 , 1.31) 0.4641 -0.29 (-1.07 , 0.49) 0.4649   
>300 2518 19 (0.8%)  2501 26 (1.0%) 1.37 (0.75 , 2.49) 0.3014 1.36 (0.76 , 2.46) 0.3025 0.28 (-0.24 , 0.80) 0.2951   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
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Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.11.3.1 - Pooled IPD analysis: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions, overall and by subgroups (safety analysis set)

Page 1 of 1

 Placebo (N=6061)  
Dapagliflozin 10mg 

(N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 

test RR p-value
Overall 6061 39 (0.6%)  6067 40 (0.7%) 1.02 (0.66 , 1.59) 0.9200 1.02 (0.66 , 1.59) 0.9214 0.02 (-0.27 , 0.30) 0.9170  0.8524
Sex            0.3961  

Male 4108 24 (0.6%)  4149 21 (0.5%) 0.83 (0.46 , 1.51) 0.5509 0.84 (0.46 , 1.51) 0.5503 -0.08 (-0.40 , 0.23) 0.6079   
Female 1953 15 (0.8%)  1918 19 (1.0%) 1.24 (0.62 , 2.48) 0.5442 1.24 (0.62 , 2.45) 0.5448 0.24 (-0.35 , 0.82) 0.4266   

Age (years)            0.5100  
<=65 years 3144 14 (0.4%)  3171 12 (0.4%) 0.80 (0.37 , 1.77) 0.5882 0.81 (0.37 , 1.76) 0.5878 -0.07 (-0.38 , 0.25) 0.6727   
>65 years 2917 25 (0.9%)  2896 28 (1.0%) 1.11 (0.64 , 1.92) 0.7077 1.11 (0.65 , 1.90) 0.7081 0.12 (-0.37 , 0.60) 0.6437   

Region            0.9626  
Latin America 965 6 (0.6%)  995 7 (0.7%) 1.11 (0.36 , 3.41) 0.8577 1.11 (0.36 , 3.38) 0.8576 0.07 (-0.65 , 0.79) 0.8474   
Asia/Pacific 1256 4 (0.3%)  1277 5 (0.4%) 1.25 (0.36 , 4.37) 0.7290 1.25 (0.36 , 4.33) 0.7281 0.09 (-0.38 , 0.55) 0.7091   
Europe 2263 10 (0.4%)  2260 11 (0.5%) 1.11 (0.47 , 2.61) 0.8183 1.11 (0.47 , 2.59) 0.8181 0.06 (-0.48 , 0.61) 0.8181   
North America 1577 19 (1.2%)  1535 17 (1.1%) 0.91 (0.47 , 1.73) 0.7637 0.91 (0.48 , 1.72) 0.7629 -0.12 (-0.87 , 0.63) 0.7529   

Race            0.8612  
White 4141 31 (0.7%)  4139 33 (0.8%) 1.04 (0.63 , 1.71) 0.8771 1.04 (0.64 , 1.70) 0.8788 0.04 (-0.34 , 0.42) 0.8417   
Black or African American 249 3 (1.2%)  251 1 (0.4%) 0.51 (0.07 , 4.04) 0.5266 0.52 (0.07 , 3.99) 0.5317 -1.19 (-3.65 , 1.26) 0.3414   
Asian 1362 4 (0.3%)  1373 4 (0.3%) 1.02 (0.28 , 3.78) 0.9757 1.02 (0.28 , 3.76) 0.9751 0.01 (-0.40 , 0.41) 0.9716   
Other 309 1 (0.3%)  304 2 (0.7%) 2.07 (0.19 , 23.21) 0.5538 2.05 (0.19 , 22.33) 0.5542 0.93 (-2.10 , 3.97) 0.5468   

Baseline eGFR Group 1            0.8654  
< 45mL/min/1,73m2 1700 7 (0.4%)  1724 7 (0.4%) 1.16 (0.36 , 3.71) 0.7990 1.16 (0.37 , 3.69) 0.7970 -0.00 (-0.43 , 0.42) 0.9924   
>= 45mL/min/1,73m2 4361 32 (0.7%)  4342 33 (0.8%) 1.04 (0.64 , 1.70) 0.8615 1.04 (0.64 , 1.69) 0.8609 0.02 (-0.34 , 0.38) 0.9091   

Baseline eGFR Group 2            0.8748  
< 60mL/min/1,73m2 3549 19 (0.5%)  3479 18 (0.5%) 1.00 (0.52 , 1.92) 0.9991 1.00 (0.52 , 1.91) 0.9951 0.00 (-0.34 , 0.34) 0.9984   
>= 60mL/min/1,73m2 2512 20 (0.8%)  2587 22 (0.9%) 1.07 (0.58 , 1.97) 0.8224 1.07 (0.59 , 1.96) 0.8224 0.06 (-0.48 , 0.61) 0.8223   

Baseline systolic BP            0.1765  
<= 130 mmHg 2430 17 (0.7%)  2456 13 (0.5%) 0.65 (0.30 , 1.42) 0.2795 0.65 (0.30 , 1.41) 0.2775 -0.16 (-0.60 , 0.28) 0.4694   
> 130 mmHg 3631 22 (0.6%)  3611 27 (0.7%) 1.27 (0.71 , 2.27) 0.4217 1.27 (0.71 , 2.26) 0.4209 0.13 (-0.24 , 0.51) 0.4908   

Heart Failure            0.7943  
Yes 1567 9 (0.6%)  1549 8 (0.5%) 0.91 (0.35 , 2.42) 0.8565 0.91 (0.35 , 2.40) 0.8551 -0.06 (-0.67 , 0.55) 0.8468   
No 4494 30 (0.7%)  4518 32 (0.7%) 1.06 (0.64 , 1.74) 0.8289 1.06 (0.64 , 1.73) 0.8298 0.04 (-0.30 , 0.38) 0.8265   

Type 2 Diabetes            0.9774  
Yes 4900 36 (0.7%)  4892 37 (0.8%) 1.01 (0.64 , 1.60) 0.9654 1.01 (0.64 , 1.60) 0.9667 0.02 (-0.32 , 0.36) 0.9039   
No 1161 3 (0.3%)  1175 3 (0.3%) 0.98 (0.18 , 5.38) 0.9853 0.98 (0.18 , 5.36) 0.9856 -0.00 (-0.41 , 0.41) 0.9844   

Baseline UACR            0.7094  
<30 352 6 (1.7%)  334 4 (1.2%) 0.70 (0.20 , 2.51) 0.5849 0.70 (0.20 , 2.48) 0.5850 -0.50 (-2.29 , 1.28) 0.5812   
>=30 - <=300 2216 19 (0.9%)  2255 23 (1.0%) 1.19 (0.65 , 2.18) 0.5728 1.19 (0.65 , 2.16) 0.5733 0.17 (-0.39 , 0.74) 0.5476   
>300 2518 9 (0.4%)  2501 8 (0.3%) 0.87 (0.33 , 2.27) 0.7771 0.87 (0.34 , 2.25) 0.7766 -0.05 (-0.37 , 0.27) 0.7768   
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Note: there are three patients who do not have a recorded egfr baseline. These patients have been removed from the egfr subgroup reporting
If counts are zero in one treatment group,  0.5 is added to the count for each group (Haldane-Anscombe correction)
Subgroups shown if at least 10 subjects overall in either treatment group report events

DAPA
Table 2.11.4.1 - Pooled IPD analysis: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non-severe - Original AZ Definitions, overall and by subgroups (safety analysis 
set)
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 Placebo (N=6061)  Dapagliflozin 10mg (N=6067)  

Subgroup / Category N n (%) N n (%) Odds Ratio (95% CI) OR p-value Risk Ratio (95% CI) RR p-value
Absolute Risk 

Difference(%) (95% CI) ARR p-value

Subgroup 
interaction test 

RR p-value
Study interaction 
test RR p-value

Overall 6061 369 (6.1%)  6067 367 (6.0%) 0.99 (0.85 , 1.15) 0.9213 0.99 (0.86 , 1.14) 0.9234 -0.04 (-0.89 , 0.80) 0.9209  0.8143
Sex            0.2796  

Male 4108 174 (4.2%)  4149 164 (4.0%) 0.92 (0.74 , 1.15) 0.4714 0.92 (0.75 , 1.14) 0.4603 -0.31 (-1.16 , 0.54) 0.4730   
Female 1953 195 (10.0%)  1918 203 (10.6%) 1.08 (0.88 , 1.33) 0.4592 1.08 (0.90 , 1.30) 0.4252 0.71 (-1.19 , 2.62) 0.4623   

Age (years)            0.7209  
<=65 years 3144 168 (5.3%)  3171 165 (5.2%) 0.97 (0.77 , 1.21) 0.7670 0.97 (0.79 , 1.19) 0.7599 -0.16 (-1.26 , 0.94) 0.7725   
>65 years 2917 201 (6.9%)  2896 202 (7.0%) 1.02 (0.83 , 1.25) 0.8615 1.02 (0.84 , 1.23) 0.8459 0.11 (-1.19 , 1.41) 0.8660   

Region            0.6314  
Latin America 965 63 (6.5%)  995 56 (5.6%) 0.87 (0.60 , 1.27) 0.4715 0.88 (0.62 , 1.25) 0.4871 -0.83 (-2.95 , 1.29) 0.4451   
Asia/Pacific 1256 52 (4.1%)  1277 44 (3.4%) 0.85 (0.56 , 1.29) 0.4562 0.86 (0.58 , 1.28) 0.4642 -0.59 (-2.06 , 0.89) 0.4353   
Europe 2263 121 (5.3%)  2260 133 (5.9%) 1.11 (0.86 , 1.43) 0.4159 1.11 (0.87 , 1.40) 0.4080 0.56 (-0.78 , 1.90) 0.4150   
North America 1577 133 (8.4%)  1535 134 (8.7%) 1.02 (0.79 , 1.32) 0.8655 1.02 (0.81 , 1.28) 0.8794 0.17 (-1.78 , 2.12) 0.8652   

Race            0.7083  
White 4141 266 (6.4%)  4139 280 (6.8%) 1.05 (0.88 , 1.25) 0.5832 1.05 (0.89 , 1.23) 0.5818 0.30 (-0.77 , 1.36) 0.5831   
Black or African American 249 20 (8.0%)  251 17 (6.8%) 0.87 (0.43 , 1.77) 0.7019 0.87 (0.45 , 1.65) 0.6603 -0.74 (-5.27 , 3.79) 0.7486   
Asian 1362 55 (4.0%)  1373 45 (3.3%) 0.83 (0.55 , 1.25) 0.3716 0.84 (0.57 , 1.23) 0.3722 -0.68 (-2.08 , 0.71) 0.3388   
Other 309 28 (9.1%)  304 25 (8.2%) 0.91 (0.52 , 1.61) 0.7546 0.92 (0.55 , 1.54) 0.7567 -0.75 (-5.20 , 3.70) 0.7409   

Baseline eGFR Group 1            0.1187  
< 45mL/min/1,73m2 1700 65 (3.8%)  1724 82 (4.8%) 1.26 (0.90 , 1.76) 0.1754 1.25 (0.91 , 1.72) 0.1732 0.94 (-0.41 , 2.30) 0.1718   
>= 45mL/min/1,73m2 4361 304 (7.0%)  4342 285 (6.6%) 0.93 (0.79 , 1.11) 0.4293 0.94 (0.81 , 1.10) 0.4434 -0.43 (-1.48 , 0.62) 0.4225   

Baseline eGFR Group 2            0.8943  
< 60mL/min/1,73m2 3549 182 (5.1%)  3479 177 (5.1%) 1.01 (0.81 , 1.25) 0.9313 1.01 (0.83 , 1.23) 0.9361 0.04 (-0.98 , 1.07) 0.9317   
>= 60mL/min/1,73m2 2512 187 (7.4%)  2587 190 (7.3%) 0.99 (0.80 , 1.22) 0.9070 0.99 (0.81 , 1.20) 0.9139 -0.09 (-1.53 , 1.35) 0.9018   

Baseline systolic BP            0.1389  
<= 130 mmHg 2430 138 (5.7%)  2456 118 (4.8%) 0.85 (0.66 , 1.09) 0.2042 0.86 (0.68 , 1.09) 0.2229 -0.83 (-2.07 , 0.42) 0.1921   
> 130 mmHg 3631 231 (6.4%)  3611 249 (6.9%) 1.09 (0.90 , 1.31) 0.3850 1.08 (0.91 , 1.28) 0.4010 0.51 (-0.63 , 1.66) 0.3785   

Heart Failure            0.5521  
Yes 1567 74 (4.7%)  1549 78 (5.0%) 1.08 (0.78 , 1.50) 0.6487 1.08 (0.79 , 1.47) 0.6267 0.35 (-1.15 , 1.86) 0.6451   
No 4494 295 (6.6%)  4518 289 (6.4%) 0.97 (0.82 , 1.15) 0.7279 0.97 (0.83 , 1.14) 0.7216 -0.18 (-1.19 , 0.83) 0.7279   

Type 2 Diabetes            0.3934  
Yes 4900 335 (6.8%)  4892 339 (6.9%) 1.01 (0.87 , 1.18) 0.8780 1.01 (0.87 , 1.17) 0.8813 0.08 (-0.92 , 1.08) 0.8779   
No 1161 34 (2.9%)  1175 28 (2.4%) 0.80 (0.48 , 1.33) 0.3976 0.81 (0.49 , 1.32) 0.3977 -0.56 (-1.87 , 0.74) 0.3970   

Baseline UACR            0.2463  
<30 352 32 (9.1%)  334 37 (11.1%) 1.25 (0.76 , 2.06) 0.3806 1.22 (0.78 , 1.91) 0.3808 2.02 (-2.50 , 6.54) 0.3808   
>=30 - <=300 2216 192 (8.7%)  2255 175 (7.8%) 0.89 (0.72 , 1.10) 0.2954 0.90 (0.74 , 1.10) 0.2933 -0.86 (-2.47 , 0.75) 0.2954   
>300 2518 106 (4.2%)  2501 120 (4.8%) 1.14 (0.87 , 1.49) 0.3410 1.13 (0.88 , 1.47) 0.3340 0.56 (-0.58 , 1.71) 0.3349   

Page 279 of 4674

28/07/2021



F_ipdforest_log_ANYpdf generated by f_forest.sas at 27JUL2021:19:54:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 20 of 26

Heart Failure: Yes

0.7152

0.0925

0.9433

0.3000

p-value

[0.91; 1.15]

[0.89; 1.01]

[0.93; 1.09]

[0.93; 1.02]

95% CI

1.02

0.95

1.00

0.98

risk
Relative

0.8 0.9 1 1.2 1.5

Favours Dapa Favours placebo

15.4

52.6

32.0

100.0

Weight

235

960

354

1549

N

169

628

272

1069

n

233

962

372

1567

N

164

664

285

1113

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3878

Placebo Dapa 10mg

Page 299 of 4674

28/07/2021



F_ipdforest_log_ANYpdf generated by f_forest.sas at 27JUL2021:19:54:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANYpdf generated by f_forest.sas at 27JUL2021:19:54:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 25 of 26

Baseline UACR: >=30 - <=300

0.6386

0.5787

0.5073

p-value

[0.89; 1.21]

[NC; NC]

[0.97; 1.06]

[0.97; 1.06]

95% CI

1.04

NC

1.01

1.01

risk
Relative

0.8 0.9 1 1.2 1.5

Favours Dapa Favours placebo

7.6

92.4

100.0

Weight

239

0

2016

2255

N

144

0

1337

1481

n

205

0

2011

2216

N

119

0

1317

1436

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 304 of 4674

28/07/2021



F_ipdforest_log_ANYpdf generated by f_forest.sas at 27JUL2021:19:54:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 12 of 26

Race: Asian

0.0653

0.0495

0.6476

0.0187

p-value

[0.69; 1.01]

[0.64; 1.00]

[0.81; 1.14]

[0.78; 0.98]

95% CI

0.84

0.80

0.96

0.87

risk
Relative

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

34.7

24.7

40.7

100.0

Weight

747

186

440

1373

N

154

75

154

383

n

718

186

458

1362

N

177

94

167

438

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3810

Placebo Dapa 10mg

Page 317 of 4674

28/07/2021



F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 13 of 26

Race: Other

0.5735

0.9675

0.6074

0.4702

p-value

[0.62; 1.30]

[0.52; 1.87]

[0.67; 1.26]

[0.73; 1.15]

95% CI

0.90

0.99

0.92

0.92

risk
Relative

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

37.1

12.5

50.4

100.0

Weight

175

19

110

304

N

40

10

43

93

n

181

15

113

309

N

46

8

48

102

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9700

Placebo Dapa 10mg

Page 318 of 4674

28/07/2021



F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAEpdf generated by f_forest.sas at 27JUL2021:19:56:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 1 of 26

Overall

0.3474

0.1486

0.0828

0.0157

p-value

[0.82; 1.07]

[0.79; 1.04]

[0.86; 1.01]

[0.87; 0.99]

95% CI

0.94

0.91

0.93

0.93

risk
Relative

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

21.1

21.2

57.7

100.0

Weight

2149

960

2958

6067

N

348

285

816

1449

n

2149

962

2950

6061

N

371

315

874

1560

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9284

Placebo Dapa 10mg

Page 332 of 4674

28/07/2021



F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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0.1311

0.5027

0.0134

0.0051

p-value

[0.36; 1.14]

[0.52; 1.38]

[0.43; 0.91]

[0.53; 0.89]

95% CI

0.64

0.85

0.63

0.69

risk
Relative

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

20.2

29.0

50.8

100.0

Weight

104

44

103

251

N

16

17

29

62

n

87

46

116

249

N

21

21

52

94

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6089

Placebo Dapa 10mg

Page 342 of 4674

28/07/2021



F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Page 343 of 4674

28/07/2021



F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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0.9075

0.3273
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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Study interaction p-value 0.7514
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.8066
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Pooled Estimate
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Study interaction p-value 0.7111
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.0318

0.1332

0.0519
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Pooled Estimate
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

0.5433

0.5405

0.3488

0.2100

p-value

[0.72; 1.19]

[0.82; 1.11]
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0.93

0.95

0.94

0.94

risk
Relative

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

13.9

38.1

48.1

100.0

Weight

793

675

988

2456

N

106

220

290

616

n

748

688

994

2430

N

108

235

311

654

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate
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Study interaction p-value 0.9751

Placebo Dapa 10mg
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

0.5300

0.0862

0.1452

0.0461

p-value

[0.81; 1.11]

[0.59; 1.04]

[0.84; 1.03]

[0.85; 1.00]

95% CI

0.95
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Pooled Estimate
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Study interaction p-value 0.4763

Placebo Dapa 10mg
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

0.7134

0.1486

0.3903

0.0902
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Pooled Estimate
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Study interaction p-value 0.9564

Placebo Dapa 10mg
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes

0.2685
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEVpdf generated by f_forest.sas at 27JUL2021:19:58:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEVpdf generated by f_forest.sas at 27JUL2021:20:00:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEVpdf generated by f_forest.sas at 27JUL2021:20:00:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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N
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Pooled Estimate
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Study interaction p-value 0.3646
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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N
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Pooled Estimate

Study

Study interaction p-value 0.1665

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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Study interaction p-value 0.5779
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Age (years): >65 years
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0.0547

0.3733

0.3880

p-value

[0.88; 1.03]

[0.84; 1.00]

[0.97; 1.09]

[0.94; 1.02]

95% CI

0.95

0.92

1.03

0.98

risk
Relative
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Study interaction p-value 0.0745

Placebo Dapa 10mg

Page 362 of 4674

28/07/2021
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Latin America
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Study interaction p-value 0.1505
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

0.5303

0.0350

0.7829

0.2361
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[0.85; 1.09]

[0.70; 0.99]
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[0.88; 1.03]
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Pooled Estimate

Study

Study interaction p-value 0.1728
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Page 364 of 4674

28/07/2021
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Europe

0.8790

0.0508

0.6033
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Pooled Estimate
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Study interaction p-value 0.1433
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: North America
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Pooled Estimate
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Study interaction p-value 0.4780
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Race: White
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Study interaction p-value 0.1946
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Black or African American
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Pooled Estimate
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Study interaction p-value 0.9950
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Asian

0.4450

0.0275

0.6750

0.0746

p-value

[0.85; 1.07]

[0.70; 0.98]

[0.85; 1.11]
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440
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n
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186
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N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2954

Placebo Dapa 10mg
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F_ipdforest_log_NONSEVpdf generated by f_forest.sas at 27JUL2021:20:00:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Other

0.8970

0.9676

0.9615

0.9003

p-value

[0.85; 1.16]
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n
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N
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7
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9975

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.2598

0.0321

0.8946

0.0453

p-value

[0.89; 1.03]

[0.78; 0.99]

[0.83; 1.18]
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0.94
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Favours Dapa Favours placebo
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Weight
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N
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n
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N
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233
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3921

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.1360

0.2670

0.8097

0.4457

p-value

[0.86; 1.02]

[0.85; 1.05]
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N
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D1699C00001

D1693C00001

Pooled Estimate
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Study interaction p-value 0.2310

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0898

0.0311

0.1982

0.1285
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0322

Significant heterogeneity between the studies; validity of pooled relative risk is questionable.

Placebo Dapa 10mg

Page 373 of 4674

28/07/2021
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.5116
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0.6942
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Pooled Estimate
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

0.4739

0.0233

0.4467

0.2830

p-value

[0.88; 1.06]

[0.82; 0.99]
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[0.93; 1.02]

95% CI
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45.7
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675
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n
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0786

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

0.0999

0.6813

0.7727

0.2065

p-value

[0.88; 1.01]

[0.83; 1.13]

[0.95; 1.04]
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95% CI
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6.0

61.7
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n

1401

274

1956

3631

N

801

148

1228
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n
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5058
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

0.9017

0.0311

0.6919

0.1629

p-value

[0.87; 1.14]
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[0.91; 1.02]

95% CI
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risk
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Favours Dapa Favours placebo
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30.2

100.0

Weight

235
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1549

N
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524
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913

n

233
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N

150
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n
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2378

Placebo Dapa 10mg
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F_ipdforest_log_NONSEVpdf generated by f_forest.sas at 27JUL2021:20:00:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEVpdf generated by f_forest.sas at 27JUL2021:20:00:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEVpdf generated by f_forest.sas at 27JUL2021:20:00:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEVpdf generated by f_forest.sas at 27JUL2021:20:00:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAEpdf generated by f_forest.sas at 27JUL2021:20:02:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAEpdf generated by f_forest.sas at 27JUL2021:20:02:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAEpdf generated by f_forest.sas at 27JUL2021:20:02:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAEpdf generated by f_forest.sas at 27JUL2021:20:02:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAEpdf generated by f_forest.sas at 27JUL2021:20:02:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAEpdf generated by f_forest.sas at 27JUL2021:20:02:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAEpdf generated by f_forest.sas at 27JUL2021:20:02:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)

Page 7 of 26

Region: Asia/Pacific

0.6344

0.9748

0.5714

0.9521

p-value

[0.56; 1.42]

[0.35; 2.75]

[0.72; 1.79]

[0.74; 1.37]

95% CI

0.89

0.98

1.14

1.01

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

44.4

9.0

46.6

100.0

Weight

690

183

404

1277

N

33

7

36

76

n

654

180

422

1256

N

35

7

33

75

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7619

Placebo Dapa 10mg

Page 390 of 4674

28/07/2021



F_ipdforest_log_DAEpdf generated by f_forest.sas at 27JUL2021:20:02:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAEpdf generated by f_forest.sas at 27JUL2021:20:02:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAEpdf generated by f_forest.sas at 27JUL2021:20:02:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)

Page 10 of 26

Race: White

0.5608

0.9357

0.6024

0.8820

p-value

[0.66; 1.26]

[0.66; 1.46]

[0.88; 1.24]

[0.88; 1.16]

95% CI

0.91

0.98

1.05

1.01

risk
Relative

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

19.0

12.7

68.3

100.0

Weight

1123

711

2305

4139

N

64

45

242

351

n

1163

715

2263

4141

N

73

46

227

346

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7430

Placebo Dapa 10mg

Page 393 of 4674

28/07/2021
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)

Page 26 of 26

Baseline UACR: >300

0.5786

0.3523

0.3112

p-value

[0.72; 1.20]

[NC; NC]

[0.62; 1.19]

[0.74; 1.10]

95% CI

0.93

NC

0.86

0.90

risk
Relative

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

61.5

38.5

100.0

Weight

1909

0

592

2501

N

105

0

61

166

n

1944

0

574

2518

N

115

0

69

184

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 409 of 4674

28/07/2021



F_ipdforest_log_SAE_DAEpdf generated by f_forest.sas at 27JUL2021:20:03:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)

Page 7 of 26

Region: Asia/Pacific

0.2509

0.9867

0.7358

0.3116

p-value

[0.37; 1.30]

[0.14; 6.91]

[0.50; 1.64]

[0.52; 1.23]

95% CI

0.69

0.98

0.90

0.80

risk
Relative

0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

44.8

4.8

50.4

100.0

Weight

690

183

404

1277

N

16

2

19

37

n

654

180

422

1256

N

22

2

22

46

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8151

Placebo Dapa 10mg

Page 416 of 4674

28/07/2021



F_ipdforest_log_SAE_DAEpdf generated by f_forest.sas at 27JUL2021:20:03:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAEpdf generated by f_forest.sas at 27JUL2021:20:03:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAEpdf generated by f_forest.sas at 27JUL2021:20:03:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)

Page 1 of 25

Overall

0.0370

0.1311

0.0066

0.0003

p-value

[0.54; 0.98]

[0.70; 1.05]

[0.69; 0.94]

[0.72; 0.91]

95% CI

0.73

0.86

0.80

0.81

risk
Relative

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

14.9

32.3

52.8

100.0

Weight

2149

960

2958

6067

N

73

147

254

474

n

2149

962

2950

6061

N

100

172

315

587

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6779

Placebo Dapa 10mg

Page 436 of 4674

28/07/2021



F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Latin America

F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)

Page 10 of 25

Race: Black or African American

0.2078

0.6247

0.0050

0.0093

p-value

[0.11; 1.62]

[0.30; 2.08]

[0.08; 0.64]

[0.23; 0.81]

95% CI

0.42

0.78

0.23

0.43

risk
Relative

0.05 0.2 0.5 1 2 5

Favours Dapa Favours placebo

21.6

41.8

36.7

100.0

Weight

104

44

103

251

N

3

6

4

13

n

87

46

116

249

N

6

8

20

34

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2293

Placebo Dapa 10mg

Page 445 of 4674

28/07/2021



F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)

Page 23 of 25

Baseline UACR: <30

0.5344

0.5344

p-value

[NC; NC]

[NC; NC]

[0.75; 1.76]

[0.75; 1.76]

95% CI

NC

NC

1.15

1.15

risk
Relative

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

100.0

100.0

Weight

1

0

333

334

N

0

0

39

39

n

0

0

352

352

N

0

0

36

36

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 458 of 4674

28/07/2021



F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_deathpdf generated by f_forest.sas at 27JUL2021:20:04:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendrpdf generated by f_forest.sas at 27JUL2021:20:07:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendrpdf generated by f_forest.sas at 27JUL2021:20:07:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendrpdf generated by f_forest.sas at 27JUL2021:20:07:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendrpdf generated by f_forest.sas at 27JUL2021:20:07:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendrpdf generated by f_forest.sas at 27JUL2021:20:07:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendrpdf generated by f_forest.sas at 27JUL2021:20:07:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendrpdf generated by f_forest.sas at 27JUL2021:20:07:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendrpdf generated by f_forest.sas at 27JUL2021:20:07:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendrpdf generated by f_forest.sas at 27JUL2021:20:07:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendrpdf generated by f_forest.sas at 27JUL2021:20:07:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendrpdf generated by f_forest.sas at 27JUL2021:20:07:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.3 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)

Page 15 of 26

Baseline eGFR Group 1: >= 45mL/min/1,73m2
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.6 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 10 of 26

Race: White

0.5147

0.4347

0.3779

p-value

[0.01; 8.46]

[NC; NC]

[0.46; 1.40]

[0.45; 1.35]

95% CI

0.35

NC

0.80

0.78

risk
Relative

0.01 0.02 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

3.0

97.0

100.0

Weight

1123

711

2305

4139

N

0

0

22

22

n

1163

715

2263

4141

N

1

0

27

28

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 522 of 4674

28/07/2021



F_ipdforest_log_any_DKApdf generated by f_forest.sas at 27JUL2021:20:10:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 19 of 26

Baseline systolic BP: > 130 mmHg

0.3086

0.4401

0.3418

p-value

[0.01; 4.30]

[NC; NC]

[0.44; 1.43]

[0.43; 1.34]

95% CI

0.21

NC

0.79

0.76

risk
Relative

0.005 0.2 0.5 1 2 5

Favours Dapa Favours placebo

3.6

96.4

100.0

Weight

1356

285

1970

3611

N

0

0

20

20

n

1401

274

1956

3631

N

2

0

25

27

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 531 of 4674

28/07/2021



F_ipdforest_log_any_DKApdf generated by f_forest.sas at 27JUL2021:20:10:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 1 of 26

Overall

0.2988

0.4399

0.3375

p-value

[0.01; 4.16]

[NC; NC]

[0.43; 1.44]

[0.42; 1.35]

95% CI

0.20

NC

0.79

0.75

risk
Relative

0.005 0.2 0.5 1 2 5

Favours Dapa Favours placebo

3.8

96.2

100.0

Weight

2149

960

2958

6067

N

0

0

19

19

n

2149

962

2950

6061

N

2

0

24

26

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 539 of 4674

28/07/2021



F_ipdforest_log_SAE_DKApdf generated by f_forest.sas at 27JUL2021:20:12:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 6 of 26

Region: Latin America

0.4573

0.4573

p-value

[NC; NC]

[NC; NC]

[0.01; 7.28]

[0.01; 7.28]

95% CI

NC

NC

0.30

0.30

risk
Relative

0.01 0.02 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

100.0

100.0

Weight

449

185

361

995

N

0

0

0

0

n

463

180

322

965

N

0

0

1

1

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 544 of 4674

28/07/2021



F_ipdforest_log_SAE_DKApdf generated by f_forest.sas at 27JUL2021:20:12:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKApdf generated by f_forest.sas at 27JUL2021:20:12:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKApdf generated by f_forest.sas at 27JUL2021:20:12:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKApdf generated by f_forest.sas at 27JUL2021:20:12:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKApdf generated by f_forest.sas at 27JUL2021:20:12:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKApdf generated by f_forest.sas at 27JUL2021:20:12:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKApdf generated by f_forest.sas at 27JUL2021:20:12:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKApdf generated by f_forest.sas at 27JUL2021:20:12:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKApdf generated by f_forest.sas at 27JUL2021:20:12:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKApdf generated by f_forest.sas at 27JUL2021:20:12:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKApdf generated by f_forest.sas at 27JUL2021:20:13:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKApdf generated by f_forest.sas at 27JUL2021:20:13:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKApdf generated by f_forest.sas at 27JUL2021:20:13:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKApdf generated by f_forest.sas at 27JUL2021:20:13:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 23 of 26

Type 2 Diabetes: No
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F_ipdforest_log_SEV_DKApdf generated by f_forest.sas at 27JUL2021:20:13:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKApdf generated by f_forest.sas at 27JUL2021:20:13:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKApdf generated by f_forest.sas at 27JUL2021:20:13:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKApdf generated by f_forest.sas at 27JUL2021:20:15:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 13 of 26

Race: Other

0.0224

0.5838

0.3373

0.3384

p-value

[1.28; 25.30]

[0.10; 55.03]

[0.13; 2.00]

[0.61; 4.16]

95% CI

5.69

2.40

0.51

1.60

risk
Relative

0.2 0.5 1 2 5 10 20 40 80

Favours Dapa Favours placebo

41.2

9.3

49.5

100.0

Weight

175

19

110

304

N

11

1

3

15

n

181

15

113

309

N

2

0

6

8

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0633

Placebo Dapa 10mg

Page 629 of 4674

28/07/2021



F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 15 of 26

Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.1431

0.3671

0.4688

0.1004

p-value

[0.90; 2.11]

[0.81; 1.74]

[0.85; 1.42]

[0.97; 1.42]

95% CI

1.38

1.19

1.10

1.17

risk
Relative

0.8 0.9 1 2 5

Favours Dapa Favours placebo

19.9

25.1

54.9

100.0

Weight

879

598

2865

4342

N

47

53

117

217

n

901

605

2855

4361

N

35

45

106

186

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6759
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VDpdf generated by f_forest.sas at 27JUL2021:20:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 14 of 26

Baseline eGFR Group 1: < 45mL/min/1,73m2

0.4898

0.4686

0.9681

0.9693

p-value

[0.54; 3.68]

[0.29; 1.76]

[0.21; 4.99]

[0.54; 1.81]

95% CI

1.40

0.72

1.03

0.99

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

39.7

45.5

14.8

100.0

Weight

1270

362

92

1724

N

10

8

3

21

n

1248

357

95

1700

N

7

11

3

21

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6059

Placebo Dapa 10mg

Page 656 of 4674

28/07/2021



F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 16 of 26

Baseline eGFR Group 2: < 60mL/min/1,73m2

0.9840

0.6409

0.0961

0.4574

p-value

[0.49; 2.05]

[0.47; 1.59]

[0.91; 3.04]

[0.80; 1.66]

95% CI

1.01

0.87

1.67

1.15

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

26.4

36.4

37.2

100.0

Weight

1915

960

604

3479

N

15

19

26

60

n

1929

962

658

3549

N

15

22

17

54

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2960

Placebo Dapa 10mg

Page 658 of 4674

28/07/2021



F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VDpdf generated by f_forest.sas at 27JUL2021:20:18:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VDpdf generated by f_forest.sas at 27JUL2021:20:19:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 1 of 26

Overall

0.0056

0.3635

0.3708

0.0084

p-value

[1.12; 1.97]

[0.85; 1.53]

[0.87; 1.48]

[1.06; 1.46]

95% CI

1.49

1.15

1.13

1.24

risk
Relative

0.8 0.9 1 1.5 2

Favours Dapa Favours placebo

33.0

30.4

36.5

100.0

Weight

2149

960

2958

6067

N

116

88

111

315

n

2149

962

2950

6061

N

78

77

98

253

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3068

Placebo Dapa 10mg

Page 695 of 4674

28/07/2021



F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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0.0788

0.4083

0.3111

0.0502

p-value

[0.95; 2.37]

[0.79; 1.77]

[0.87; 1.53]

[1.00; 1.51]

95% CI

1.50

1.18

1.16

1.23

risk
Relative

0.5 0.8 1 2 5

Favours Dapa Favours placebo

20.5

26.3

53.2

100.0

Weight

879

598

2865

4342

N

44

48

101

193

n

901

605

2855

4361

N

30

41

87

158

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6176

Placebo Dapa 10mg

Page 709 of 4674

28/07/2021



F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VDpdf generated by f_forest.sas at 27JUL2021:20:21:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 15 of 26

Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.0172

<.0001

<.0001

p-value

[1.38; 27.40]

[NC; NC]

[2.02; 4.77]

[2.16; 4.94]

95% CI

6.15

NC

3.10

3.27

risk
Relative

0.8 1 2 5 10 20 40

Favours Dapa Favours placebo

7.7

92.3

100.0

Weight

879

598

2865

4342

N

12

0

84

96

n

901

605

2855

4361

N

2

0

27

29

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 735 of 4674

28/07/2021



F_ipdforest_log_ANY_GIpdf generated by f_forest.sas at 27JUL2021:20:22:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 11 of 26

Race: Black or African American

Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GIpdf generated by f_forest.sas at 27JUL2021:20:24:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GIpdf generated by f_forest.sas at 27JUL2021:20:24:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GIpdf generated by f_forest.sas at 27JUL2021:20:24:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_GIpdf generated by f_forest.sas at 27JUL2021:20:25:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Latin America
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Europe

Relative risks could not be calculated at the study level
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 10 of 26

Race: White

0.9820

0.9820

p-value

[NC; NC]

[NC; NC]

[0.20; 4.86]

[0.20; 4.86]

95% CI

NC

NC

0.98

0.98

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

100.0

100.0

Weight

1123

711

2305

4139

N

0

0

3

3

n

1163

715

2263

4141

N

0

0

3

3

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 782 of 4674

28/07/2021



F_ipdforest_log_SEV_GIpdf generated by f_forest.sas at 27JUL2021:20:25:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Black or African American

Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Asian

Relative risks could not be calculated at the study level

Page 784 of 4674

28/07/2021



F_ipdforest_log_SEV_GIpdf generated by f_forest.sas at 27JUL2021:20:25:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Heart Failure: No
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_GIpdf generated by f_forest.sas at 27JUL2021:20:25:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_GIpdf generated by f_forest.sas at 27JUL2021:20:25:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 18 of 26

Baseline systolic BP: <= 130 mmHg

0.1355

0.0276

0.0091

p-value

[0.69; 15.84]

[NC; NC]

[1.08; 4.03]

[1.22; 4.10]

95% CI

3.30

NC

2.09

2.24

risk
Relative

0.5 0.8 1 2 5 10 20

Favours Dapa Favours placebo

14.9

85.1

100.0

Weight

793

675

988

2456

N

7

0

27

34

n

748

688

994

2430

N

2

0

13

15

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 816 of 4674

28/07/2021



F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 22 of 26

Type 2 Diabetes: Yes

0.0042

<.0001

<.0001

p-value

[1.96; 36.65]

[NC; NC]

[2.15; 5.22]

[2.37; 5.54]

95% CI

8.48

NC

3.35

3.62

risk
Relative

0.8 1 2 5 10 20 40

Favours Dapa Favours placebo

8.4

91.6

100.0

Weight

1453

481

2958

4892

N

17

0

84

101

n

1450

500

2950

4900

N

2

0

25

27

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 820 of 4674

28/07/2021



F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GIpdf generated by f_forest.sas at 27JUL2021:20:26:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_azpdf generated by f_forest.sas at 27JUL2021:20:28:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_azpdf generated by f_forest.sas at 27JUL2021:20:28:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_azpdf generated by f_forest.sas at 27JUL2021:20:28:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_azpdf generated by f_forest.sas at 27JUL2021:20:28:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_azpdf generated by f_forest.sas at 27JUL2021:20:28:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_azpdf generated by f_forest.sas at 27JUL2021:20:28:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_azpdf generated by f_forest.sas at 27JUL2021:20:28:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_azpdf generated by f_forest.sas at 27JUL2021:20:28:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_azpdf generated by f_forest.sas at 27JUL2021:20:28:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis set)

Page 26 of 26

Baseline UACR: >300

0.9822

0.2538

0.3259

p-value

[0.21; 5.04]

[NC; NC]

[0.66; 4.77]

[0.66; 3.53]

95% CI

1.02

NC

1.78

1.52

risk
Relative

0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

27.6

72.4

100.0

Weight

1909

0

592

2501

N

3

0

11

14

n

1944

0

574

2518

N

3

0

6

9

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 850 of 4674

28/07/2021



F_ipdforest_log_SAE_GI_azpdf generated by f_forest.sas at 27JUL2021:20:29:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)

Page 3 of 26

Sex: Female

0.4971

0.4971

p-value

[0.12; 74.24]

[NC; NC]

[NC; NC]

[0.12; 74.24]

95% CI

3.03

NC

NC

3.03

risk
Relative

0.2 0.5 1 2 5 10 20 40 80

Favours Dapa Favours placebo

100.0

100.0

Weight

709

277

932

1918

N

1

0

0

1

n

716

257

980

1953

N

0

0

0

0

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 853 of 4674

28/07/2021



F_ipdforest_log_SAE_GI_azpdf generated by f_forest.sas at 27JUL2021:20:29:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)

Page 4 of 26

Age (years): <=65 years

0.2968

0.5813

0.8303

p-value

[0.01; 4.13]

[NC; NC]

[0.18; 21.64]

[0.12; 5.35]

95% CI

0.20

NC

1.96

0.81

risk
Relative

0.005 0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours placebo

38.5

61.5

100.0

Weight

1246

235

1690

3171

N

0

0

2

2

n

1238

246

1660

3144

N

2

0

1

3

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 854 of 4674

28/07/2021



F_ipdforest_log_SAE_GI_azpdf generated by f_forest.sas at 27JUL2021:20:29:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)

Page 18 of 26

Baseline systolic BP: <= 130 mmHg

0.5391

0.5745

0.4058

p-value

[0.04; 5.19]

[NC; NC]

[0.05; 5.54]

[0.09; 2.66]

95% CI

0.47

NC

0.50

0.49

risk
Relative

0.01 0.02 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

50.0

50.0

100.0

Weight

793

675

988

2456

N

1

0

1

2

n

748

688

994

2430

N

2

0

2

4

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 868 of 4674

28/07/2021



F_ipdforest_log_SAE_GI_azpdf generated by f_forest.sas at 27JUL2021:20:29:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_azpdf generated by f_forest.sas at 27JUL2021:20:29:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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Region: Asia/Pacific

Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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Region: Europe

Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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Race: Black or African American

Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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Race: Asian

Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:30:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:30:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:30:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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Type 2 Diabetes: No

Relative risks could not be calculated at the study level
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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Baseline UACR: <30

Relative risks could not be calculated at the study level

Page 900 of 4674

28/07/2021



F_ipdforest_log_SEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:30:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:30:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_GI_azpdf generated by f_forest.sas at 27JUL2021:20:32:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTIpdf generated by f_forest.sas at 27JUL2021:20:33:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 11 of 26

Race: Black or African American

0.5409

0.1211

0.6098

p-value

[NC; NC]

[0.20; 22.25]

[0.01; 1.83]

[0.10; 3.87]

95% CI

NC

2.09

0.10

0.62

risk
Relative

0.005 0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours placebo

59.8

40.2

100.0

Weight

104

44

103

251

N

0

2

0

2

n

87

46

116

249

N

0

1

5

6

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 965 of 4674

28/07/2021



F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTIpdf generated by f_forest.sas at 27JUL2021:20:35:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 3 of 26

Sex: Female

0.6642

0.2151

0.6073

0.5620

p-value

[0.11; 4.02]

[0.34; 125.16]

[0.58; 2.54]

[0.63; 2.36]

95% CI

0.67

6.50

1.21

1.22

risk
Relative

0.2 0.5 1 2 5 10 20 40 80 160

Favours Dapa Favours placebo

13.8

5.0

81.1

100.0

Weight

709

277

932

1918

N

2

3

15

20

n

716

257

980

1953

N

3

0

13

16

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4375

Placebo Dapa 10mg

Page 983 of 4674

28/07/2021



F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 6 of 26

Region: Latin America

0.5539

0.6768

0.5677

0.8576

p-value

[0.19; 22.66]

[0.25; 8.63]

[0.10; 3.54]

[0.36; 3.38]

95% CI

2.06

1.46

0.59

1.11

risk
Relative

0.05 0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours placebo

21.6

39.3

39.1

100.0

Weight

449

185

361

995

N

2

3

2

7

n

463

180

322

965

N

1

2

3

6

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6642

Placebo Dapa 10mg

Page 986 of 4674

28/07/2021



F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:37:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTIpdf generated by f_forest.sas at 27JUL2021:20:38:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)

Page 7 of 26
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)

Page 12 of 26

Race: Asian

0.9128

0.3217

0.5502

0.4186

p-value

[0.47; 1.95]

[0.13; 1.97]

[0.54; 1.38]

[0.59; 1.25]

95% CI

0.96

0.50

0.87

0.86

risk
Relative

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

28.0

7.5

64.5

100.0

Weight

747

186

440

1373

N

15

3

30

48

n

718

186

458

1362

N

15

6

36

57

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7058

Placebo Dapa 10mg

Page 1044 of 4674

28/07/2021



F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)

Page 14 of 26

Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:40:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:41:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Pooled Estimate
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Study interaction p-value NC
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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[0.29; 1.19]
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Study interaction p-value 0.0430

Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)

Page 3 of 26
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Age (years): <=65 years
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Age (years): >65 years
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Pooled Estimate

Study

Study interaction p-value 0.4286
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)

Page 6 of 26

Region: Latin America
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Region: Asia/Pacific
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Pooled Estimate

Study

Study interaction p-value 0.6183
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Region: Europe

0.9474
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Study interaction p-value 0.6218
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Region: North America
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Study interaction p-value 0.8459
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Race: Black or African American
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Race: Asian

0.9363

0.1749

0.4542

0.3722

p-value

[0.50; 2.12]

[0.07; 1.63]

[0.52; 1.34]
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Pooled Estimate

Study

Study interaction p-value 0.4470
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Race: Other

0.6682

0.4082

0.7567

0.7567

p-value

[0.46; 1.64]

[0.01; 6.11]
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Pooled Estimate
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Study interaction p-value 0.6480
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.3412
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0.2730

0.1732

p-value
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Pooled Estimate
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Study interaction p-value 0.7866
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.4742

0.1789

0.8175

0.4434

p-value

[0.54; 1.33]

[0.32; 1.24]
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95% CI
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Pooled Estimate
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Study interaction p-value 0.4098
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.5309

0.5461

0.9246

0.9361

p-value

[0.81; 1.51]

[0.54; 1.38]
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95% CI
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Relative
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Pooled Estimate
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Study interaction p-value 0.6840
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_azpdf generated by f_forest.sas at 27JUL2021:20:45:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Relative Risk), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 17 of 26

Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.7162

0.0007

0.0008

p-value

[0.42; 1.82]

[NC; NC]

[0.58; 0.87]

[0.59; 0.87]

95% CI

0.87

NC

0.71

0.72

risk
Relative

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

6.8

93.2

100.0

Weight

234

0

2353

2587

N

13

0

156

169

n

220

0

2292

2512

N

14

0

214

228

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1153 of 4674

28/07/2021



F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_REpdf generated by f_forest.sas at 27JUL2021:20:47:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 9 of 26

Region: North America

0.4156

0.4405

0.3172

0.1397

p-value

[0.45; 1.39]

[0.33; 1.62]

[0.57; 1.20]

[0.60; 1.07]

95% CI

0.79

0.73

0.83

0.80

risk
Relative

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

26.5

13.4

60.1

100.0

Weight

401

137

997

1535

N

20

9

47

76

n

412

167

998

1577

N

26

15

57

98

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9624

Placebo Dapa 10mg

Page 1171 of 4674

28/07/2021



F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_REpdf generated by f_forest.sas at 27JUL2021:20:48:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 20 of 26

Heart Failure: Yes

0.4151

0.0448

0.3879

0.2548

p-value

[0.09; 2.68]

[0.31; 0.99]

[0.68; 2.68]

[0.51; 1.20]

95% CI

0.50

0.55

1.35

0.78

risk
Relative

0.05 0.2 0.5 1 2 5

Favours Dapa Favours placebo

6.5

54.0

39.5

100.0

Weight

235

960

354

1549

N

2

17

18

37

n

233

962

372

1567

N

4

31

14

49

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1262

Placebo Dapa 10mg

Page 1208 of 4674

28/07/2021



F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_REpdf generated by f_forest.sas at 27JUL2021:20:50:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Placebo Dapa 10mg

Page 1219 of 4674

28/07/2021



F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Latin America
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Europe
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[0.57; 1.50]

[0.72; 1.83]

[0.60; 0.99]

[0.70; 1.05]

95% CI

0.93

1.15

0.77

0.86

risk
Relative

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

17.7

18.9

63.4

100.0

Weight

609

455

1196

2260

N

30

36

95

161

n

620

435

1208

2263

N

33

30

125

188

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3135
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 10 of 26
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Asian
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Study interaction p-value 0.4543
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Other
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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Study interaction p-value 0.5917
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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Pooled Estimate
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Study interaction p-value 0.5498
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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Pooled Estimate
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Study interaction p-value 0.9843
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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Study interaction p-value 0.0112

Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_REpdf generated by f_forest.sas at 27JUL2021:20:52:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMPpdf generated by f_forest.sas at 28JUL2021:10:31:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 26 of 26

Baseline UACR: >300

0.3674

0.8240

0.5654

p-value

[0.50; 1.29]

[NC; NC]

[0.58; 1.97]

[0.62; 1.30]

95% CI

0.80

NC

1.07

0.90

risk
Relative

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

62.3

37.7

100.0

Weight

1909

0

592

2501

N

30

0

21

51

n

1944

0

574

2518

N

38

0

19

57

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1266 of 4674

28/07/2021



F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 1 of 26

Overall

0.5500

0.7987

0.7697

0.5202

p-value

[0.55; 1.38]

[0.32; 2.41]

[0.66; 1.35]

[0.70; 1.20]

95% CI

0.87

0.88

0.95

0.91

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

34.5

7.2

58.3

100.0

Weight

2149

960

2958

6067

N

33

7

58

98

n

2149

962

2950

6061

N

38

8

61

107

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9538

Placebo Dapa 10mg

Page 1267 of 4674

28/07/2021



F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 5 of 26

Age (years): >65 years

0.5165

0.3170

0.7919

0.8672

p-value

[0.58; 2.98]

[0.12; 1.97]

[0.50; 1.70]

[0.60; 1.53]

95% CI

1.31

0.49

0.92

0.96

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

32.0

11.3

56.7

100.0

Weight

903

725

1268

2896

N

13

3

19

35

n

911

716

1290

2917

N

10

6

21

37

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4810

Placebo Dapa 10mg

Page 1271 of 4674

28/07/2021



F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 12 of 26

Race: Asian

0.6944

0.2012

0.7490

p-value

[0.21; 2.85]

[NC; NC]

[0.47; 37.11]

[0.39; 3.70]

95% CI

0.77

NC

4.16

1.20

risk
Relative

0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours placebo

73.6

26.4

100.0

Weight

747

186

440

1373

N

4

0

4

8

n

718

186

458

1362

N

5

0

1

6

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1278 of 4674

28/07/2021



F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 20 of 26

Heart Failure: Yes

0.9891

0.7987

0.7434

0.9237

p-value

[0.29; 3.38]

[0.32; 2.41]

[0.54; 2.37]

[0.60; 1.76]

95% CI

0.99

0.88

1.13

1.03

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

19.2

28.3

52.6

100.0

Weight

235

960

354

1549

N

5

7

14

26

n

233

962

372

1567

N

5

8

13

26

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9217

Placebo Dapa 10mg

Page 1286 of 4674

28/07/2021



F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMPpdf generated by f_forest.sas at 28JUL2021:10:32:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:34:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 26 of 26

Baseline UACR: >300

0.8018

0.3315

0.7134

p-value

[0.51; 1.69]

[NC; NC]

[0.66; 3.46]

[0.67; 1.78]

95% CI

0.93

NC

1.51

1.10

risk
Relative

0.5 0.8 1 2 5

Favours Dapa Favours placebo

65.5

34.5

100.0

Weight

1909

0

592

2501

N

20

0

14

34

n

1944

0

574

2518

N

22

0

9

31

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1318 of 4674

28/07/2021



F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 9 of 26

Region: North America

0.9693

0.8883

0.8425

0.9076

p-value

[0.26; 4.08]

[0.08; 19.31]

[0.42; 2.02]

[0.50; 1.86]

95% CI

1.03

1.22

0.92

0.96

risk
Relative

0.05 0.2 0.5 1 2 5 10 20

Favours Dapa Favours placebo

22.8

5.7

71.5

100.0

Weight

401

137

997

1535

N

4

1

12

17

n

412

167

998

1577

N

4

1

13

18

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9767

Placebo Dapa 10mg

Page 1327 of 4674

28/07/2021



F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMPpdf generated by f_forest.sas at 28JUL2021:10:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 11 of 26

Race: Black or African American

0.8990

0.2817

0.3053

p-value

[0.05; 13.18]

[NC; NC]

[0.13; 1.82]

[0.16; 1.77]

95% CI

0.84

NC

0.48

0.54

risk
Relative

0.05 0.2 0.5 1 2 5 10 20

Favours Dapa Favours placebo

18.8

81.2

100.0

Weight

104

44

103

251

N

1

0

3

4

n

87

46

116

249

N

1

0

7

8

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1355 of 4674

28/07/2021



F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRApdf generated by f_forest.sas at 27JUL2021:20:59:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 8 of 26

Region: Europe

0.8360

0.9190

0.0683

0.1945

p-value

[0.35; 2.33]

[0.40; 2.27]

[0.97; 2.65]

[0.87; 1.93]

95% CI

0.90

0.96

1.60

1.30

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

17.5

20.9

61.6

100.0

Weight

609

455

1196

2260

N

8

10

38

56

n

620

435

1208

2263

N

9

10

24

43

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4288

Placebo Dapa 10mg

Page 1378 of 4674

28/07/2021



F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 16 of 26

Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0629

0.7319

0.0197

0.0126

p-value

[0.97; 2.79]

[0.59; 2.14]

[1.18; 6.66]

[1.11; 2.32]

95% CI

1.65

1.12

2.80

1.60

risk
Relative

0.5 0.8 1 2 5 10

Favours Dapa Favours placebo

49.3

32.5

18.2

100.0

Weight

1915

960

604

3479

N

36

19

18

73

n

1929

962

658

3549

N

22

17

7

46

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2488

Placebo Dapa 10mg

Page 1386 of 4674

28/07/2021



F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRApdf generated by f_forest.sas at 27JUL2021:21:01:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRApdf generated by f_forest.sas at 27JUL2021:21:03:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 10 of 26

Race: White

0.0576

0.7008

0.5012

0.1193

p-value

[0.99; 2.45]

[0.57; 2.34]

[0.85; 1.41]

[0.96; 1.46]

95% CI

1.55

1.15

1.09

1.18

risk
Relative

0.5 0.8 1 2 5

Favours Dapa Favours placebo

21.6

8.9

69.5

100.0

Weight

1123

711

2305

4139

N

45

16

120

181

n

1163

715

2263

4141

N

30

14

108

152

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4109

Placebo Dapa 10mg

Page 1432 of 4674

28/07/2021



F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 11 of 26

Race: Black or African American

0.8990

0.4080

0.4247

p-value

[0.05; 13.18]

[NC; NC]

[0.14; 2.19]

[0.18; 2.06]

95% CI

0.84

NC

0.56

0.61

risk
Relative

0.05 0.2 0.5 1 2 5 10 20

Favours Dapa Favours placebo

19.6

80.4

100.0

Weight

104

44

103

251

N

1

0

3

4

n

87

46

116

249

N

1

0

6

7

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1433 of 4674

28/07/2021



F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 12 of 26

Race: Asian

0.5410

0.4201

0.5314

0.2965

p-value

[0.44; 1.53]

[0.09; 2.70]

[0.47; 1.48]

[0.53; 1.21]

95% CI

0.82

0.50

0.83

0.80

risk
Relative

0.05 0.2 0.5 1 2 5

Favours Dapa Favours placebo

43.3

5.9

50.8

100.0

Weight

747

186

440

1373

N

18

2

20

40

n

718

186

458

1362

N

21

4

25

50

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8498

Placebo Dapa 10mg

Page 1434 of 4674

28/07/2021



F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 18 of 26

Baseline systolic BP: <= 130 mmHg

0.5253

0.8853

0.3334

0.2655

p-value

[0.50; 1.43]

[0.45; 2.00]

[0.54; 1.24]

[0.62; 1.14]

95% CI

0.84

0.95

0.81

0.84

risk
Relative

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

32.2

16.2

51.6

100.0

Weight

793

675

988

2456

N

25

13

38

76

n

748

688

994

2430

N

28

14

47

89

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9417

Placebo Dapa 10mg

Page 1440 of 4674

28/07/2021



F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRApdf generated by f_forest.sas at 27JUL2021:21:05:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 26 of 26

Baseline UACR: >300

0.1451

0.7985

0.3082

p-value

[0.91; 1.92]

[NC; NC]

[0.56; 1.55]

[0.87; 1.58]

95% CI

1.32

NC

0.94

1.17

risk
Relative

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

64.6

35.4

100.0

Weight

1909

0

592

2501

N

61

0

28

89

n

1944

0

574

2518

N

47

0

29

76

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1448 of 4674

28/07/2021



F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHEpdf generated by f_forest.sas at 27JUL2021:21:06:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 17 of 26

Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.3118

0.3118

p-value

[NC; NC]

[NC; NC]

[0.40; 1.34]

[0.40; 1.34]

95% CI

NC

NC

0.73

0.73

risk
Relative

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

100.0

100.0

Weight

234

0

2353

2587

N

0

0

18

18

n

220

0

2292

2512

N

0

0

24

24

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1491 of 4674

28/07/2021



F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)

Page 20 of 26

Heart Failure: Yes

0.4151

0.3303

0.2078

p-value

[0.09; 2.68]

[NC; NC]

[0.20; 1.73]

[0.22; 1.39]

95% CI

0.50

NC

0.58

0.56

risk
Relative

0.05 0.2 0.5 1 2 5

Favours Dapa Favours placebo

29.2

70.8

100.0

Weight

235

960

354

1549

N

2

0

5

7

n

233

962

372

1567

N

4

0

9

13

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1494 of 4674

28/07/2021



F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHEpdf generated by f_forest.sas at 27JUL2021:21:08:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 2 of 26

Sex: Male

0.6102

0.1117

0.1101

p-value

[0.29; 2.07]

[NC; NC]

[0.29; 1.14]

[0.36; 1.11]

95% CI

0.77

NC

0.57

0.63

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

32.5

67.5

100.0

Weight

1440

683

2026

4149

N

7

0

13

20

n

1433

705

1970

4108

N

9

0

22

31

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1502 of 4674

28/07/2021



F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 9 of 26

Region: North America

0.5859

0.1656

0.1368

p-value

[0.05; 5.64]

[NC; NC]

[0.25; 1.27]

[0.26; 1.20]

95% CI

0.51

NC

0.56

0.56

risk
Relative

0.01 0.02 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

10.3

89.7

100.0

Weight

401

137

997

1535

N

1

0

9

10

n

412

167

998

1577

N

2

0

16

18

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1509 of 4674

28/07/2021



F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 19 of 26

Baseline systolic BP: > 130 mmHg

0.4782

0.5159

0.4531

0.3754

p-value

[0.25; 1.93]

[0.12; 70.51]

[0.37; 1.56]

[0.43; 1.37]

95% CI

0.69

2.88

0.76

0.77

risk
Relative

0.2 0.5 1 2 5 10 20 40 80

Favours Dapa Favours placebo

31.7

3.3

65.0

100.0

Weight

1356

285

1970

3611

N

6

1

13

20

n

1401

274

1956

3631

N

9

0

17

26

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7039

Placebo Dapa 10mg

Page 1519 of 4674

28/07/2021



F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 21 of 26

Heart Failure: No

0.4696

0.1338

0.0999

p-value

[0.27; 1.84]

[NC; NC]

[0.31; 1.17]

[0.37; 1.09]

95% CI

0.70

NC

0.60

0.63

risk
Relative

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

32.1

67.9

100.0

Weight

1914

0

2604

4518

N

7

0

14

21

n

1916

0

2578

4494

N

10

0

23

33

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1521 of 4674

28/07/2021



F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:09:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)

Page 2 of 26

Sex: Male

0.1187

0.4886

0.0389

0.0166

p-value

[0.13; 1.27]

[0.13; 75.88]

[0.20; 0.96]

[0.24; 0.87]

95% CI

0.40

3.10

0.44

0.46

risk
Relative

0.2 0.5 1 2 5 10 20 40 80

Favours Dapa Favours placebo

30.2

4.0

65.8

100.0

Weight

1440

683

2026

4149

N

4

1

9

14

n

1433

705

1970

4108

N

10

0

20

30

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4866

Placebo Dapa 10mg

Page 1528 of 4674

28/07/2021



F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHEpdf generated by f_forest.sas at 27JUL2021:21:11:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1pdf generated by f_forest.sas at 27JUL2021:21:19:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1pdf generated by f_forest.sas at 27JUL2021:21:19:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 18 of 26

Baseline systolic BP: <= 130 mmHg

0.3706

0.4107

0.1690

0.0668

p-value

[0.35; 1.47]

[0.38; 1.49]

[0.50; 1.13]

[0.54; 1.02]

95% CI

0.72

0.75

0.75

0.74

risk
Relative

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

19.5

21.4

59.1

100.0

Weight

793

675

988

2456

N

13

14

38

65

n

748

688

994

2430

N

17

19

51

87

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9954

Placebo Dapa 10mg

Page 1570 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_1pdf generated by f_forest.sas at 27JUL2021:21:19:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)

Page 11 of 26

Race: Black or African American

0.8012

0.1703

0.4957

p-value

[0.21; 7.34]

[0.03; 1.90]

[0.16; 2.43]

95% CI

1.25

0.23

0.62

risk
Relative

0.01 0.02 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

59.3

40.7

100.0

Weight

104

103

251

N

3

1

4

n

87

116

249

N

2

5

7

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1589 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2pdf generated by f_forest.sas at 27JUL2021:21:22:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Sex: Male
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Pooled Estimate
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Study interaction p-value 0.1718

Placebo Dapa 10mg

Page 1606 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Sex: Female
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D169AC00001
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1276
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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D169AC00001
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0108

Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Age (years): >65 years
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Study interaction p-value 0.4151
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Latin America
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Study interaction p-value 0.6291
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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0.0218

0.7801
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[0.35; 1.10]
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100.0

Weight

690

183

404

1277

N

19

53

66

138

n

654

180

422

1256

N

29

73
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D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2607

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Europe

0.0556

0.0021

0.1308
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Study interaction p-value 0.2719
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: North America
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Study interaction p-value 0.2777
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Race: White
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Study interaction p-value 0.1450

Placebo Dapa 10mg

Page 1614 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Black or African American

0.1131

0.6591

0.4040

0.1659

p-value

[0.20; 1.19]

[0.57; 1.42]

[0.53; 1.29]

[0.60; 1.09]

95% CI

0.49

0.90

0.83

0.81

risk
Relative

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

11.3

43.3

45.4

100.0

Weight

104

44

103

251

N

7

19

25

51

n

87

46

116

249

N

12

22

34

68

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate
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Study interaction p-value 0.4767
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Asian
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p-value

[0.42; 1.21]
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5378

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Other
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p-value

[0.23; 1.36]
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0.56

1.97

1.21

1.14

risk
Relative

0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

19.7

17.8

62.4

100.0

Weight

175

19

110

304

N

7

10
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113
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22
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1476

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.0007

<.0001

0.1139

<.0001
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[0.52; 0.84]

[0.56; 0.81]
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95% CI
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346

n
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D1699C00001

D1693C00001

Pooled Estimate
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Study interaction p-value 0.9702

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.1391

0.2257

0.1426

0.0272

p-value

[0.59; 1.08]

[0.77; 1.06]

[0.84; 1.02]

[0.84; 0.99]

95% CI
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Relative
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605

2855
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N
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207
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6293

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0011

0.0005

0.9398

<.0001

p-value

[0.59; 0.88]
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165
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962
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N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0474

Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.1359

0.0626

0.0353

p-value

[0.36; 1.15]
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95% CI
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Pooled Estimate
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Study interaction p-value 0.2621
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

0.0228

0.0035

0.9280

0.0047

p-value

[0.45; 0.94]

[0.70; 0.93]

[0.84; 1.17]

[0.78; 0.96]

95% CI
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0.99
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risk
Relative
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Favours Dapa Favours placebo

7.9

53.2

38.9

100.0

Weight
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2456

N

45
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n

748

688
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2430

N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0567

Placebo Dapa 10mg

Page 1622 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

0.0072

0.0624

0.0397

0.0004

p-value

[0.60; 0.92]

[0.61; 1.01]

[0.79; 0.99]

[0.77; 0.93]

95% CI

0.74

0.79

0.89

0.84

risk
Relative
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Favours Dapa Favours placebo

18.9

13.8

67.3

100.0

Weight

1356

285
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3611

N
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n
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N

174
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n
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Pooled Estimate
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Study interaction p-value 0.3100
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_3pdf generated by f_forest.sas at 27JUL2021:21:42:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)

Page 14 of 26

Baseline eGFR Group 1: < 45mL/min/1,73m2

0.0301

0.7649

0.0381

0.0672

p-value

[0.16; 0.91]

[0.58; 2.09]

[0.11; 0.94]

[0.41; 1.03]

95% CI

0.38

1.10

0.32

0.65

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

28.5

53.1

18.4

100.0

Weight

1270

362

92

1724

N

7

19

4

30

n

1248

357

95

1700

N

18

17

13

48

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0566

Placebo Dapa 10mg

Page 1644 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4pdf generated by f_forest.sas at 27JUL2021:21:45:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5pdf generated by f_forest.sas at 27JUL2021:21:49:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5pdf generated by f_forest.sas at 27JUL2021:21:49:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5pdf generated by f_forest.sas at 27JUL2021:21:49:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5pdf generated by f_forest.sas at 27JUL2021:21:49:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5pdf generated by f_forest.sas at 27JUL2021:21:49:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)

Page 8 of 26

Region: Europe

0.2818

0.5461

0.1780

0.6703

p-value

[0.08; 2.09]

[0.04; 5.25]

[0.75; 4.69]

[0.55; 2.52]

95% CI

0.41

0.48

1.88

1.18

risk
Relative

0.01 0.02 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

21.5

10.0

68.5

100.0

Weight

609

455

1196

2260

N

2

1

13

16

n

620

435

1208

2263

N

5

2

7

14

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2064

Placebo Dapa 10mg

Page 1690 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_6pdf generated by f_forest.sas at 27JUL2021:21:53:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_6pdf generated by f_forest.sas at 27JUL2021:21:53:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)

Page 24 of 26

Baseline UACR: <30

0.6759

0.6759

p-value

[0.36; 4.88]

[0.36; 4.88]

95% CI

1.32

1.32

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

5

5

n

352

352

N

4

4

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 1706 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_6pdf generated by f_forest.sas at 27JUL2021:21:53:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 15 of 26

Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.6083

0.8687

0.1970

0.2206

p-value

[0.61; 1.34]

[0.71; 1.51]

[0.76; 1.06]

[0.79; 1.05]

95% CI

0.90

1.03

0.90

0.92

risk
Relative

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

12.9

14.0

73.1

100.0

Weight

879

598

2865

4342

N

44

50

243

337

n

901

605

2855

4361

N

50

49

270

369

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7969

Placebo Dapa 10mg

Page 1723 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_7pdf generated by f_forest.sas at 27JUL2021:22:03:38
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)

Page 19 of 26

Baseline systolic BP: > 130 mmHg

0.0568

0.1311

0.4825

0.0236

p-value

[0.41; 1.01]

[0.02; 1.64]

[0.29; 1.79]

[0.43; 0.94]

95% CI

0.65

0.19

0.72

0.63

risk
Relative

0.01 0.02 0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

77.5

3.4

19.0

100.0

Weight

1356

285

1970

3611

N

30

1

8

39

n

1401

274

1956

3631

N

48

5

11

64

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5277

Placebo Dapa 10mg

Page 1779 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_9pdf generated by f_forest.sas at 27JUL2021:22:11:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)

Page 25 of 26

Baseline UACR: >=30 - <=300

0.2766

0.6138

0.3691

p-value

[0.03; 2.73]

[0.29; 2.08]

[0.27; 1.63]

95% CI

0.29

0.78

0.66

risk
Relative

0.01 0.02 0.2 0.5 1 2 5

Favours Dapa Favours placebo

16.0

84.0

100.0

Weight

239

2016

2255

N

1

7

8

n

205

2011

2216

N

3

9

12

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4267

Placebo Dapa 10mg

Page 1785 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_9pdf generated by f_forest.sas at 27JUL2021:22:11:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Placebo Dapa 10mg

Page 1789 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_10pdf generated by f_forest.sas at 27JUL2021:22:28:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Latin America
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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Pooled Estimate
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Study interaction p-value 0.1942
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Europe
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Study interaction p-value 0.0296

Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 9 of 26

Region: North America
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Black or African American
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Asian
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Other
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.1508

0.3448
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Study interaction p-value 0.4770
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0472

0.6160
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Pooled Estimate
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Study interaction p-value 0.0941

Placebo Dapa 10mg
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.0816

0.0008

0.0002
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Pooled Estimate
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Study interaction p-value 0.5722
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

0.8626

0.5886

0.0005

0.0117

p-value
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0475

Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

0.0042

0.9529

0.0016

<.0001

p-value

[0.64; 0.92]

[0.65; 1.50]
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95% CI
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Pooled Estimate
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Study interaction p-value 0.5301
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_10pdf generated by f_forest.sas at 27JUL2021:22:28:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_10pdf generated by f_forest.sas at 27JUL2021:22:28:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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Page 1808 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_10pdf generated by f_forest.sas at 27JUL2021:22:28:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 23 of 26

Type 2 Diabetes: No

0.1161

0.1711

0.0374

p-value

[0.56; 1.06]

[0.57; 1.10]

[0.62; 0.99]

95% CI

0.78

0.79

0.78

risk
Relative

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

52.0

48.0

100.0

Weight

696

479

1175

N

61

56

117

n

699

462

1161

N

79

68

147

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.9182

Placebo Dapa 10mg

Page 1809 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_10pdf generated by f_forest.sas at 27JUL2021:22:28:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_10pdf generated by f_forest.sas at 27JUL2021:22:28:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_10pdf generated by f_forest.sas at 27JUL2021:22:28:18
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)

Page 20 of 26

Heart Failure: Yes

0.5379

0.1203

0.2157

0.0398

p-value

[0.38; 1.66]

[0.43; 1.10]

[0.46; 1.19]

[0.54; 0.99]

95% CI

0.79

0.69

0.74

0.73

risk
Relative

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

17.0

42.8

40.1

100.0

Weight

235

960

354

1549

N

12

29

26

67

n

233

962

372

1567

N

15

42

37

94

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9506

Placebo Dapa 10mg

Page 1832 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)

Page 21 of 26

Heart Failure: No

0.7237

0.0486

0.0842

p-value

[0.67; 1.32]

[0.56; 1.00]

[0.66; 1.03]

95% CI

0.94

0.74

0.82

risk
Relative

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

42.4

57.6

100.0

Weight

1914

2604

4518

N

62

76

138

n

1916

2578

4494

N

66

101

167

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3094

Placebo Dapa 10mg

Page 1833 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11pdf generated by f_forest.sas at 27JUL2021:22:32:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_12pdf generated by f_forest.sas at 27JUL2021:22:50:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_12pdf generated by f_forest.sas at 27JUL2021:22:50:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_12pdf generated by f_forest.sas at 27JUL2021:22:50:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Europe

0.3063

0.9510

0.0530

0.0454

p-value

[0.65; 1.14]

[0.71; 1.44]

[0.71; 1.00]

[0.76; 1.00]

95% CI

0.86

1.01

0.85

0.87

risk
Relative

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

23.2

14.2

62.6

100.0

Weight

609

455

1196

2260

N

79

55

201

335

n

620

435

1208

2263

N

93

52

240

385

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6726

Placebo Dapa 10mg

Page 1846 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_12pdf generated by f_forest.sas at 27JUL2021:22:50:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)

Page 19 of 26

Baseline systolic BP: > 130 mmHg

0.3322

0.5157

0.0126

0.3290

p-value

[0.79; 1.97]

[0.39; 6.64]

[0.38; 0.89]

[0.63; 1.17]

95% CI

1.25

1.60

0.58

0.86

risk
Relative

0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

45.2

4.6

50.2

100.0

Weight

1356

285

1970

3611

N

40

5

32

77

n

1401

274

1956

3631

N

33

3

55

91

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0363

Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.

Placebo Dapa 10mg

Page 1886 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_13pdf generated by f_forest.sas at 27JUL2021:22:54:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 1 of 26

Overall

0.1214

0.5916

0.0011

0.0011

p-value

[0.90; 2.51]

[0.41; 1.66]

[1.18; 1.97]

[1.16; 1.78]

95% CI

1.50

0.83

1.53

1.44

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

17.9

9.6

72.5

100.0

Weight

2149

960

2958

6067

N

36

14

144

194

n

2149

962

2950

6061

N

24

17

94

135

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2660

Placebo Dapa 10mg

Page 1917 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_15pdf generated by f_forest.sas at 27JUL2021:23:07:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 7 of 26

Region: Asia/Pacific

0.3780

0.1409

0.5842

0.1001

p-value

[0.48; 1.32]

[0.31; 1.18]

[0.44; 1.59]

[0.53; 1.06]

95% CI

0.79

0.61

0.84

0.75

risk
Relative

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

44.9

26.8

28.3

100.0

Weight

690

183

404

1277

N

26

13

16

55

n

654

180

422

1256

N

31

21

20

72

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7629

Placebo Dapa 10mg

Page 1949 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_16pdf generated by f_forest.sas at 28JUL2021:06:45:22
CI = Confidence Intervals, NC = Not calculated
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Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 8 of 26

Region: Europe

0.0055

0.0011

0.6345

0.0216

p-value

[0.32; 0.82]

[0.21; 0.68]

[0.80; 1.45]

[0.60; 0.96]

95% CI

0.51

0.38

1.08

0.76

risk
Relative

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

23.9

16.0

60.1

100.0

Weight

609

455

1196

2260

N

24

15

82

121

n

620

435

1208

2263

N

48

38

77

163

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0012

Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Age (years): >65 years
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Latin America
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 11 of 26

Race: Black or African American
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Asian
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Race: Other
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.1952
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 18 of 26

Baseline systolic BP: <= 130 mmHg
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Study interaction p-value 0.2470
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 19 of 26

Baseline systolic BP: > 130 mmHg

0.0047

0.1517

0.1510

0.0032
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Study interaction p-value 0.1788

Placebo Dapa 10mg

Page 2013 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 23 of 26

Type 2 Diabetes: No

0.1711

0.0353

0.0145

p-value

[0.36; 1.20]

[0.64; 0.98]

[0.63; 0.95]

95% CI

0.66

0.79

0.77

risk
Relative

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

11.5

88.5

100.0

Weight

696

479

1175

N

17

110

127

n

699

462

1161

N

26

134

160

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.5669

Placebo Dapa 10mg

Page 2017 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_1pdf generated by f_forest.sas at 28JUL2021:07:02:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2pdf generated by f_forest.sas at 28JUL2021:07:05:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 22 of 26

Type 2 Diabetes: Yes

0.5480

0.4887

0.0525

0.0329

p-value

[0.47; 1.49]

[0.49; 1.40]

[0.63; 1.00]

[0.66; 0.98]

95% CI

0.84

0.83

0.79

0.80

risk
Relative

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

12.0

14.6

73.3

100.0

Weight

1453

481

2958

4892

N

21

24

121

166

n

1450

500

2950

4900

N

25

30

152

207

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9765

Placebo Dapa 10mg

Page 2068 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3pdf generated by f_forest.sas at 28JUL2021:07:12:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 2 of 26

Sex: Male

0.3524

0.0727

0.0093

0.0015

p-value

[0.69; 1.14]

[0.55; 1.03]

[0.69; 0.95]

[0.72; 0.93]

95% CI

0.89

0.75

0.81

0.82

risk
Relative

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

25.1

16.0

58.8

100.0

Weight

1440

683

2026

4149

N

109

62

234

405

n

1433

705

1970

4108

N

122

85

282

489

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6917

Placebo Dapa 10mg

Page 2074 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4pdf generated by f_forest.sas at 28JUL2021:07:27:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5pdf generated by f_forest.sas at 28JUL2021:07:31:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 7 of 26

Region: Asia/Pacific

0.0325

0.9768

0.7569

0.1325

p-value

[0.24; 0.94]

[0.32; 2.99]

[0.52; 1.62]

[0.49; 1.10]

95% CI

0.47

0.98

0.91

0.73

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

35.4

13.4

51.2

100.0

Weight

690

183

404

1277

N

12

6

21

39

n

654

180

422

1256

N

24

6

24

54

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3006

Placebo Dapa 10mg

Page 2131 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_6pdf generated by f_forest.sas at 28JUL2021:07:39:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 20 of 26

Heart Failure: Yes

0.5891

0.6706

0.6361

0.7901

p-value

[0.45; 1.57]

[0.66; 1.91]

[0.67; 1.92]

[0.76; 1.44]

95% CI

0.84

1.12

1.13

1.04

risk
Relative

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

26.6

36.2

37.2

100.0

Weight

235

960

354

1549

N

17

28

27

72

n

233

962

372

1567

N

20

25

25

70

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7313

Placebo Dapa 10mg

Page 2144 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_6pdf generated by f_forest.sas at 28JUL2021:07:39:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 20 of 26

Heart Failure: Yes

0.2887

0.1038

0.1674

0.0172

p-value

[0.37; 1.34]

[0.47; 1.07]

[0.44; 1.15]

[0.53; 0.94]

95% CI

0.71

0.71

0.71

0.71

risk
Relative

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

19.8

46.2

34.0

100.0

Weight

235

960

354

1549

N

15

36

25

76

n

233

962

372

1567

N

21

51

37

109

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9999

Placebo Dapa 10mg

Page 2196 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_8pdf generated by f_forest.sas at 28JUL2021:07:51:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_9pdf generated by f_forest.sas at 28JUL2021:08:00:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_9pdf generated by f_forest.sas at 28JUL2021:08:00:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_SAE_pt_9pdf generated by f_forest.sas at 28JUL2021:08:00:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_SAE_pt_9pdf generated by f_forest.sas at 28JUL2021:08:00:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_9pdf generated by f_forest.sas at 28JUL2021:08:00:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_9pdf generated by f_forest.sas at 28JUL2021:08:00:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled relative risk is questionable.
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F_ipdforest_log_SAE_pt_9pdf generated by f_forest.sas at 28JUL2021:08:00:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1pdf generated by f_forest.sas at 28JUL2021:08:11:55
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2pdf generated by f_forest.sas at 28JUL2021:08:16:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)

Page 25 of 26

Baseline UACR: >=30 - <=300

0.3462

0.4112

0.4869

p-value

[0.21; 88.88]

[0.58; 1.25]

[0.59; 1.28]

95% CI

4.29

0.85

0.87

risk
Relative

0.2 0.5 1 2 5 10 20 40 80 160

Favours Dapa Favours placebo

1.6

98.4

100.0

Weight

239

2016

2255

N

2

46

48

n

205

2011

2216

N

0

54

54

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2989

Placebo Dapa 10mg

Page 2305 of 4674

28/07/2021



F_ipdforest_log_SEV_pt_3pdf generated by f_forest.sas at 28JUL2021:08:22:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 13 of 26

Race: Other

0.7370

0.5542

0.9785

p-value

[0.18; 3.42]

[0.19; 22.33]

[0.29; 3.58]

95% CI

0.78

2.05

1.02

risk
Relative

0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours placebo

72.1

27.9

100.0

Weight

175

110

304

N

3

2

5

n

181

113

309

N

4

1

5

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 2319 of 4674

28/07/2021



F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4pdf generated by f_forest.sas at 28JUL2021:08:29:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 6 of 26

Region: Latin America

0.3263

0.5276

0.9087

0.2501

p-value

[0.46; 1.29]

[0.22; 2.15]

[0.13; 6.30]

[0.49; 1.21]

95% CI

0.77

0.69

0.89

0.77

risk
Relative

0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

78.4

16.2

5.4

100.0

Weight

449

185

361

995

N

24

5

2

31

n

463

180

322

965

N

32

7

2

41

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9738

Placebo Dapa 10mg

Page 2338 of 4674

28/07/2021



F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)

Page 7 of 26

Region: Asia/Pacific

0.6051

0.3322

0.6486

0.3648

p-value

[0.41; 1.69]

[0.03; 3.12]

[0.27; 2.24]

[0.44; 1.36]

95% CI

0.83

0.33

0.78

0.77

risk
Relative

0.01 0.02 0.2 0.5 1 2 5

Favours Dapa Favours placebo

64.3

6.4

29.3

100.0

Weight

690

183

404

1277

N

14

1

6

21

n

654

180

422

1256

N

16

3

8

27

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7429

Placebo Dapa 10mg

Page 2339 of 4674

28/07/2021



F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5pdf generated by f_forest.sas at 28JUL2021:08:35:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_6pdf generated by f_forest.sas at 28JUL2021:08:41:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_6pdf generated by f_forest.sas at 28JUL2021:08:41:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_6pdf generated by f_forest.sas at 28JUL2021:08:41:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_6pdf generated by f_forest.sas at 28JUL2021:08:41:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_6pdf generated by f_forest.sas at 28JUL2021:08:41:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_6pdf generated by f_forest.sas at 28JUL2021:08:41:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_6pdf generated by f_forest.sas at 28JUL2021:08:41:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_6pdf generated by f_forest.sas at 28JUL2021:08:41:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Relative Risk), overall and by subgroups (safety 
analysis set)
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f_ipdforest_log_NONSIG_PT_1pdf generated by f_forest.sas at 28JUL2021:08:42:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.33.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_2pdf generated by f_forest.sas at 28JUL2021:08:42:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.34.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Angina pectoris (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_3pdf generated by f_forest.sas at 28JUL2021:08:42:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.35.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Angina unstable (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_4pdf generated by f_forest.sas at 28JUL2021:08:43:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.36.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Relative Risk), overall (safety analysis set)

Page 1 of 1

Overall

0.0726

0.6375

0.1873

0.0653

p-value

[0.23; 1.07]

[0.57; 1.41]

[0.63; 1.09]

[0.65; 1.01]

95% CI

0.50

0.90

0.83

0.81

risk
Relative

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

8.8

24.5

66.7

100.0

Weight

2149

960

2958

6067

N

10

34

90

134

n

2149

962

2950

6061

N

20

38

108

166

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4092

Placebo Dapa 10mg

Page 2388 of 4674

28/07/2021



f_ipdforest_log_NONSIG_PT_5pdf generated by f_forest.sas at 28JUL2021:08:43:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.37.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Myocardial infarction (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_6pdf generated by f_forest.sas at 28JUL2021:08:43:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.38.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Ear and labyrinth disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_7pdf generated by f_forest.sas at 28JUL2021:08:44:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.39.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Eye disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_8pdf generated by f_forest.sas at 28JUL2021:08:44:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.40.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Eye disorders: Cataract (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_9pdf generated by f_forest.sas at 28JUL2021:08:46:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.41.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Gastrointestinal disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_10pdf generated by f_forest.sas at 28JUL2021:08:46:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.42.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Gastrointestinal disorders: Diarrhoea (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_11pdf generated by f_forest.sas at 28JUL2021:08:46:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.43.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Death (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_12pdf generated by f_forest.sas at 28JUL2021:08:46:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.44.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Non-cardiac chest pain (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_13pdf generated by f_forest.sas at 28JUL2021:08:47:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.45.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_14pdf generated by f_forest.sas at 28JUL2021:08:47:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.46.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Hepatobiliary disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_15pdf generated by f_forest.sas at 28JUL2021:08:50:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.47.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall (safety analysis set)

Page 1 of 1

Overall

0.5553

0.0292

0.7000

0.1652

p-value

[0.86; 1.08]

[0.69; 0.98]

[0.90; 1.07]

[0.90; 1.02]

95% CI

0.97

0.82

0.98

0.96

risk
Relative

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

31.0

12.5

56.5

100.0

Weight

2149

960

2958

6067

N

463

176

796

1435

n

2149

962

2950

6061

N

479

215

807

1501

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1897

Placebo Dapa 10mg

Page 2399 of 4674

28/07/2021



f_ipdforest_log_NONSIG_PT_16pdf generated by f_forest.sas at 28JUL2021:08:50:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.48.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Cellulitis (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_18pdf generated by f_forest.sas at 28JUL2021:08:51:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.50.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Nasopharyngitis (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_19pdf generated by f_forest.sas at 28JUL2021:08:51:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.51.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_20pdf generated by f_forest.sas at 28JUL2021:08:51:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.52.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Sepsis (Relative Risk), overall (safety analysis set)

Page 1 of 1

Overall

0.4498

0.4423

0.2465

0.7246

p-value

[0.36; 1.58]

[0.24; 1.87]

[0.84; 1.94]

[0.76; 1.50]

95% CI

0.75

0.67

1.28

1.06

risk
Relative

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

21.1

11.1

67.9

100.0

Weight

2149

960

2958

6067

N

12

6

50

68

n

2149

962

2950

6061

N

16

9

39

64

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3042

Placebo Dapa 10mg

Page 2404 of 4674

28/07/2021



f_ipdforest_log_NONSIG_PT_21pdf generated by f_forest.sas at 28JUL2021:08:51:57
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.53.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Upper respiratory tract infection (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_22pdf generated by f_forest.sas at 28JUL2021:08:52:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.54.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Urinary tract infection (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_23pdf generated by f_forest.sas at 28JUL2021:08:53:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.55.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_25pdf generated by f_forest.sas at 28JUL2021:08:56:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.57.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_26pdf generated by f_forest.sas at 28JUL2021:08:56:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.58.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Blood creatinine increased (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_27pdf generated by f_forest.sas at 28JUL2021:08:56:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.59.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Dehydration (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_28pdf generated by f_forest.sas at 28JUL2021:08:56:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.60.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_29pdf generated by f_forest.sas at 28JUL2021:08:57:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.61.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_30pdf generated by f_forest.sas at 28JUL2021:08:57:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.62.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperkalaemia (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_31pdf generated by f_forest.sas at 28JUL2021:08:57:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.63.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypoglycaemia (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_32pdf generated by f_forest.sas at 28JUL2021:08:57:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.64.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypovolaemia (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_33pdf generated by f_forest.sas at 28JUL2021:08:58:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.65.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_34pdf generated by f_forest.sas at 28JUL2021:08:59:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.66.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_35pdf generated by f_forest.sas at 28JUL2021:08:59:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.67.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Arthralgia (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_36pdf generated by f_forest.sas at 28JUL2021:08:59:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.68.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Back pain (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_37pdf generated by f_forest.sas at 28JUL2021:08:59:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.69.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Osteoarthritis (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_39pdf generated by f_forest.sas at 28JUL2021:09:01:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.71.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts and polyps): All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_40pdf generated by f_forest.sas at 28JUL2021:09:03:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.72.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_41pdf generated by f_forest.sas at 28JUL2021:09:03:51
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.73.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Cerebrovascular accident (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_42pdf generated by f_forest.sas at 28JUL2021:09:04:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.74.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Dizziness (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_43pdf generated by f_forest.sas at 28JUL2021:09:04:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.75.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Ischaemic stroke (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_44pdf generated by f_forest.sas at 28JUL2021:09:04:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.76.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Transient ischaemic attack (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_45pdf generated by f_forest.sas at 28JUL2021:09:05:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.77.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Psychiatric disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_46pdf generated by f_forest.sas at 28JUL2021:09:05:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.78.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_48pdf generated by f_forest.sas at 28JUL2021:09:06:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.80.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Haematuria (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_49pdf generated by f_forest.sas at 28JUL2021:09:06:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.81.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Renal failure (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_50pdf generated by f_forest.sas at 28JUL2021:09:06:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.82.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Renal impairment (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_51pdf generated by f_forest.sas at 28JUL2021:09:06:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.83.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: Benign prostatic hyperplasia (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_52pdf generated by f_forest.sas at 28JUL2021:09:07:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.84.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Chronic obstructive pulmonary disease (Relative Risk), overall (safety 
analysis set)
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f_ipdforest_log_NONSIG_PT_53pdf generated by f_forest.sas at 28JUL2021:09:07:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.85.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_54pdf generated by f_forest.sas at 28JUL2021:09:08:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.86.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Skin and subcutaneous tissue disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_55pdf generated by f_forest.sas at 28JUL2021:09:08:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.87.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Skin and subcutaneous tissue disorders: Skin ulcer (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_56pdf generated by f_forest.sas at 28JUL2021:09:09:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.88.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_57pdf generated by f_forest.sas at 28JUL2021:09:10:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.89.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypertension (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_58pdf generated by f_forest.sas at 28JUL2021:09:10:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.90.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Peripheral arterial occlusive disease (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_2_SAEpdf generated by f_forest.sas at 28JUL2021:09:11:00
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.92.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_3_SAEpdf generated by f_forest.sas at 28JUL2021:09:11:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.93.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Angina pectoris (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_4_SAEpdf generated by f_forest.sas at 28JUL2021:09:11:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.94.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Angina unstable (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_5_SAEpdf generated by f_forest.sas at 28JUL2021:09:11:51
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.95.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_6_SAEpdf generated by f_forest.sas at 28JUL2021:09:12:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.96.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_7_SAEpdf generated by f_forest.sas at 28JUL2021:09:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.97.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Myocardial infarction (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_8_SAEpdf generated by f_forest.sas at 28JUL2021:09:13:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.98.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Gastrointestinal disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_9_SAEpdf generated by f_forest.sas at 28JUL2021:09:13:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.99.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: General disorders and administration site conditions: Death (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_10_SAEpdf generated by f_forest.sas at 28JUL2021:09:14:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.100.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Hepatobiliary disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_11_SAEpdf generated by f_forest.sas at 28JUL2021:09:14:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.101.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Infections and infestations: Cellulitis (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_13_SAEpdf generated by f_forest.sas at 28JUL2021:09:15:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.103.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_14_SAEpdf generated by f_forest.sas at 28JUL2021:09:16:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.104.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypoglycaemia (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_15_SAEpdf generated by f_forest.sas at 28JUL2021:09:16:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.105.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_16_SAEpdf generated by f_forest.sas at 28JUL2021:09:18:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.106.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts and polyps): All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_17_SAEpdf generated by f_forest.sas at 28JUL2021:09:19:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.107.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_18_SAEpdf generated by f_forest.sas at 28JUL2021:09:19:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.108.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: Cerebrovascular accident (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_19_SAEpdf generated by f_forest.sas at 28JUL2021:09:19:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.109.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: Ischaemic stroke (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_21_SAEpdf generated by f_forest.sas at 28JUL2021:09:20:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.111.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Vascular disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_1_SEVpdf generated by f_forest.sas at 28JUL2021:09:21:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.112.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_2_SEVpdf generated by f_forest.sas at 28JUL2021:09:21:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.113.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_3_SEVpdf generated by f_forest.sas at 28JUL2021:09:22:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.114.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Gastrointestinal disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_4_SEVpdf generated by f_forest.sas at 28JUL2021:09:22:36
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.115.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: General disorders and administration site conditions: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_5_SEVpdf generated by f_forest.sas at 28JUL2021:09:22:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.116.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: General disorders and administration site conditions: Death (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_6_SEVpdf generated by f_forest.sas at 28JUL2021:09:24:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.117.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Infections and infestations: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_7_SEVpdf generated by f_forest.sas at 28JUL2021:09:24:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.118.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Infections and infestations: Pneumonia (Relative Risk), overall (safety analysis set)

Page 1 of 1

Overall

0.4225

0.2250

0.2943

0.0902

p-value

[0.41; 1.45]

[0.33; 1.30]

[0.57; 1.18]

[0.59; 1.04]

95% CI

0.77

0.65

0.82

0.78

risk
Relative

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

20.7

17.1

62.2

100.0

Weight

2149

960

2958

6067

N

17

13

52

82

n

2149

962

2950

6061

N

22

20

63

105

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8414

Placebo Dapa 10mg

Page 2470 of 4674

28/07/2021



f_ipdforest_log_NONSIG_8_SEVpdf generated by f_forest.sas at 28JUL2021:09:25:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.119.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_9_SEVpdf generated by f_forest.sas at 28JUL2021:09:25:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.120.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_10_SEVpdf generated by f_forest.sas at 28JUL2021:09:26:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.121.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts and polyps): All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_11_SEVpdf generated by f_forest.sas at 28JUL2021:09:27:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.122.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Nervous system disorders: All (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_12_SEVpdf generated by f_forest.sas at 28JUL2021:09:27:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.123.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Relative Risk), overall (safety analysis set)
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f_ipdforest_log_NONSIG_13_SEVpdf generated by f_forest.sas at 28JUL2021:09:28:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.124.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Vascular disorders: All (Relative Risk), overall (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.5688
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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Pooled Estimate
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Study interaction p-value 0.3125
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

0.7152

0.0923

0.9433

0.2352

p-value

[0.72; 1.61]

[0.70; 1.03]

[0.72; 1.43]

[0.78; 1.06]

95% CI

1.08

0.85

1.01

0.91

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

15.4

52.6

32.0

100.0

Weight

235

960

354

1549

N

169

628

272

1069

n

233

962

372

1567

N

164

664

285

1113

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate
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Study interaction p-value 0.3878
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value NC
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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Study interaction p-value 0.2661
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300
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F_ipdforest_log_ANY_orpdf generated by f_forest.sas at 27JUL2021:19:54:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.1.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Pooled Estimate
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Study interaction p-value 0.1334
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.1813
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.7432
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.0474

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.7964

Placebo Dapa 10mg

Page 2508 of 4674

28/07/2021



F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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Study interaction p-value 0.0891
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.3279
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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Study interaction p-value 0.7184
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American
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Ratio
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Weight

104
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N
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n
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46
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N

32
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n

D169AC00001
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3529
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

0.0651

0.0483

0.6475

0.0195

p-value

[0.62; 1.01]

[0.44; 1.00]

[0.71; 1.23]

[0.69; 0.97]

95% CI
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0.66
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0.82

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

34.7

24.7
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100.0
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747

186
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N
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n
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N
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438

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3810
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

0.5732

0.9675

0.6070

0.4546

p-value

[0.53; 1.41]
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n
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Pooled Estimate
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Study interaction p-value 0.9700
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.0786

0.0041

0.8528

0.0036
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[0.73; 1.02]

[0.48; 0.87]
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n
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199

56
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Pooled Estimate
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Study interaction p-value 0.3384
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.0342

0.1336

0.1022

0.0052

p-value

[0.65; 0.98]

[0.67; 1.05]

[0.83; 1.02]
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95% CI
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Weight
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n
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N
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n
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3278
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0198

0.0034

0.7261
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Weight
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N
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n
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658

3549

N
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1437

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1977
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.1462

0.1258

0.0611
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[0.50; 1.11]

[NC; NC]
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5.0
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Weight

234

0
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N
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0

1007
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n

220

0

2292

2512

N
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0

1032

1105

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

0.1376

0.0275

0.4108

0.0120

p-value

[0.67; 1.06]

[0.64; 0.97]

[0.78; 1.11]

[0.77; 0.97]

95% CI
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0.79

0.93

0.86

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

14.8

36.7

48.5

100.0

Weight
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2456

N
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307

444
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n

748

688

994

2430

N

199
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465
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4527
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

0.0354

0.0526

0.1548

0.0042

p-value

[0.72; 0.99]

[0.51; 1.00]

[0.81; 1.04]

[0.79; 0.96]

95% CI
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0.91

0.87

Ratio
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8.2
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Weight
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N
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n
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N
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921

1524

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2885
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

0.2299

0.0034

0.3618
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N
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0473

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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[0.69; 0.94]
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0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

19.7

12.7

67.7

100.0

Weight

1453

481

2958

4892

N

453

220

1327

2000

n

1450

500

2950

4900

N

521

263

1386

2170

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate
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Placebo Dapa 10mg

Page 2524 of 4674

28/07/2021



F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_orpdf generated by f_forest.sas at 27JUL2021:19:56:42
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.2.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

21.7

20.8

57.5

100.0

Weight

709

277

932

1918

N

100

80

234

414

n

716

257

980

1953

N

118

88

267

473

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7871

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years

0.2262

0.0357

0.2729

0.0300

p-value

[0.70; 1.09]

[0.45; 0.97]

[0.78; 1.07]

[0.77; 0.99]

95% CI

0.87

0.66

0.92

0.87

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

23.5

12.3

64.2

100.0

Weight

1246

235

1690

3171

N

168

64

413

645

n

1238

246

1660

3144

N

188

89

433

710

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3335

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years

0.9346

0.6572

0.1962

0.2420

p-value

[0.79; 1.25]

[0.76; 1.19]

[0.76; 1.06]

[0.83; 1.05]

95% CI

0.99

0.95

0.90

0.93

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

19.2

27.5

53.3

100.0

Weight

903

725

1268

2896

N

180

221

403

804

n

911

716

1290

2917

N

183

226

441

850

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8168

Placebo Dapa 10mg

Page 2533 of 4674

28/07/2021



F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

0.3849

0.4592

0.0587

0.0467

p-value

[0.64; 1.19]

[0.55; 1.31]

[0.47; 1.01]

[0.65; 1.00]

95% CI

0.87

0.85

0.69

0.81

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

42.7

31.4

25.8

100.0

Weight

449

185

361

995

N

94

60

58

212

n

463

180

322

965

N

108

65

70

243

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5786
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

0.6737

0.3552

0.6423

0.3246

p-value

[0.65; 1.32]

[0.50; 1.28]

[0.66; 1.30]

[0.72; 1.11]

95% CI

0.93

0.80

0.92

0.90

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

31.0

26.7

42.3

100.0

Weight

690

183

404

1277

N

68

45

79

192

n

654

180

422

1256

N

69

52

88

209

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8965

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

0.5005

0.9961

0.5150

0.4249

p-value

[0.68; 1.21]

[0.75; 1.33]

[0.78; 1.13]

[0.83; 1.08]

95% CI

0.90

1.00

0.94

0.95

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

18.1

25.6

56.3

100.0

Weight

609

455

1196

2260

N

104

135

299

538

n

620

435

1208

2263

N

115

129

316

560

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8692

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America

0.6486

0.1297

0.3683

0.2974

p-value

[0.77; 1.53]

[0.43; 1.11]

[0.77; 1.10]

[0.79; 1.07]

95% CI

1.08

0.69

0.92

0.92

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

12.2

10.3

77.5

100.0

Weight

401

137

997

1535

N

82

45

380

507

n

412

167

998

1577

N

79

69

400
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3642
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White

0.7562

0.2843

0.3392

0.1791

p-value

[0.79; 1.19]

[0.71; 1.11]

[0.83; 1.07]

[0.85; 1.03]

95% CI

0.97

0.88

0.94

0.94

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

18.1

20.3

61.6

100.0

Weight

1123

711

2305

4139

N

223

213

677

1113

n

1163

715

2263

4141

N

237

233

694

1164

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8638

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

0.1300

0.5010

0.0113

0.0037

p-value

[0.28; 1.18]

[0.32; 1.74]

[0.27; 0.85]

[0.38; 0.83]

95% CI

0.57

0.75

0.48

0.56

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

20.2

29.0

50.8

100.0

Weight

104

44

103

251

N

16

17

29

62

n

87

46

116

249

N

21

21

52

94

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6089

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

0.7995

0.2428

0.2874

0.1710

p-value

[0.68; 1.34]

[0.48; 1.20]

[0.60; 1.16]

[0.70; 1.07]

95% CI

0.96

0.76

0.83

0.86

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

32.3

26.4

41.3

100.0

Weight

747

186

440

1373

N

74

45

78

197

n

718

186

458

1362

N

74

55

94

223

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7720

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

0.7192

0.4650

0.8704

0.8677

p-value

[0.55; 1.52]

[0.42; 6.56]

[0.54; 1.69]

[0.67; 1.40]

95% CI

0.91

1.67

0.95

0.97

Ratio
Odds

0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

43.5

12.7

43.8

100.0

Weight

175

19

110

304

N

35

10

32

77

n

181

15

113

309

N

39

6

34

79

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7194

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.8745

0.1655

0.9075

0.3739

p-value

[0.80; 1.20]

[0.59; 1.09]

[0.54; 1.73]

[0.79; 1.09]

95% CI

0.98

0.80

0.97

0.93

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

52.8

35.5

11.8

100.0

Weight

1270

362

92

1724

N

234

118

37

389

n

1248

357

95

1700

N

233

134

39

406

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6074

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.1560

0.4465

0.0788

0.0215

p-value

[0.63; 1.08]

[0.71; 1.16]

[0.80; 1.01]

[0.81; 0.98]

95% CI

0.82

0.91

0.90

0.89

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

9.6

16.2

74.2

100.0

Weight

879

598

2865

4342

N

114

167

778

1059

n

901

605

2855

4361

N

138

181

835

1154

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7514

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.8066

0.1483

0.5348

0.1950

p-value

[0.83; 1.16]

[0.71; 1.05]

[0.74; 1.17]

[0.83; 1.04]

95% CI

0.98

0.87

0.93

0.93

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

32.9

37.1

30.1

100.0

Weight

1915

960

604

3479

N

317

285

212

814

n

1929

962

658

3549

N

325

315

242

882

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7111

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.0309

0.1332

0.0457

p-value

[0.35; 0.95]

[NC; NC]

[0.79; 1.03]

[0.78; 1.00]

95% CI

0.58

NC

0.91

0.88

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

5.0

95.0

100.0

Weight

234

0

2353

2587

N

31

0

603

634

n

220

0

2292

2512

N

46

0

632

678

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

0.5433

0.5403

0.3487

0.2058

p-value

[0.68; 1.22]

[0.74; 1.17]

[0.75; 1.11]

[0.81; 1.05]

95% CI

0.91

0.93

0.91

0.92

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

13.9

38.1

48.1

100.0

Weight

793

675

988

2456

N

106

220

290

616

n

748

688

994

2430

N

108

235

311

654

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9751

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

0.5299

0.0855

0.1451

0.0482

p-value

[0.77; 1.14]

[0.49; 1.05]

[0.78; 1.04]

[0.80; 1.00]

95% CI

0.94

0.72

0.90

0.90

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

26.7

8.3

65.0

100.0

Weight

1356

285

1970

3611

N

242

65

526

833

n

1401

274

1956

3631

N

263

80

563

906

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4763

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

0.7134

0.1483

0.3897

0.0897

p-value

[0.62; 1.39]

[0.71; 1.05]

[0.65; 1.18]

[0.76; 1.02]

95% CI

0.93

0.87

0.88

0.88

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

11.3

55.4

33.3

100.0

Weight

235

960

354

1549

N

63

285

143

491

n

233

962

372

1567

N

66

315

162

543

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9564

Placebo Dapa 10mg
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

0.3782

0.1492

0.0916

p-value

[0.78; 1.10]

[NC; NC]

[0.81; 1.03]

[0.83; 1.01]

95% CI

0.92

NC

0.91

0.92

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

26.9

73.1

100.0

Weight

1914

0

2604

4518

N

285

0

673

958

n

1916

0

2578

4494

N

305

0

712

1017

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_orpdf generated by f_forest.sas at 27JUL2021:19:58:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.3.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 6 of 26

Region: Latin America

0.0623

0.2359

0.4512

0.2334

p-value

[0.60; 1.01]

[0.85; 1.94]

[0.66; 1.21]

[0.75; 1.07]

95% CI

0.78

1.28

0.89

0.90

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

59.3

18.5

22.2

100.0

Weight

449

185

361

995

N

257

106

150

513

n

463

180

322

965

N

293

92

143

528

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1505

Placebo Dapa 10mg

Page 2560 of 4674

28/07/2021



F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 13 of 26

Race: Other

0.8970

0.9675

0.9615

0.9067

p-value

[0.63; 1.50]

[0.26; 3.99]

[0.58; 1.67]

[0.71; 1.36]

95% CI

0.97

1.03

0.99

0.98

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

67.7

3.2

29.1

100.0

Weight

175

19

110

304

N

111

9

60

180

n

181

15

113

309

N

116

7

62

185

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9975

Placebo Dapa 10mg

Page 2567 of 4674

28/07/2021



F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.0322

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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0.0996

0.6813

0.7727

0.1751

p-value

[0.76; 1.02]

[0.67; 1.30]

[0.86; 1.12]

[0.85; 1.03]

95% CI

0.88

0.93

0.98

0.94

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

32.4

6.0

61.7

100.0

Weight

1356

285

1970

3611

N

733

149

1228

2110

n

1401

274

1956

3631

N

801

148

1228

2177

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5058

Placebo Dapa 10mg

Page 2573 of 4674

28/07/2021



F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.3400
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Placebo Dapa 10mg

Page 2577 of 4674

28/07/2021



F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_orpdf generated by f_forest.sas at 27JUL2021:20:00:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.4.1 - Pooled IPD forest plots: Subjects experiencing any AE graded as non-severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:02:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.5.1 - Pooled IPD forest plots: Subjects experiencing any adverse event (AE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)

Page 22 of 26

Type 2 Diabetes: Yes

0.6020

0.2629

0.2804

0.1442

p-value

[0.60; 1.34]

[0.33; 1.36]

[0.68; 1.12]

[0.71; 1.05]

95% CI

0.90

0.67

0.87

0.86

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

24.5

7.8

67.7

100.0

Weight

1453

481

2958

4892

N

47

13

127

187

n

1450

500

2950

4900

N

52

20

144

216

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7555

Placebo Dapa 10mg

Page 2628 of 4674

28/07/2021



F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DAE_orpdf generated by f_forest.sas at 27JUL2021:20:03:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.1 - Pooled IPD forest plots: Subjects experiencing any serious adverse event (SAE) leading to discontinuation of study medication (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)

Page 1 of 26

Overall

0.0369

0.1308

0.0065

0.0002

p-value

[0.53; 0.98]

[0.65; 1.06]

[0.66; 0.93]

[0.69; 0.89]

95% CI

0.72

0.83

0.79

0.79

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

14.9

32.3

52.8

100.0

Weight

2149

960

2958

6067

N

73

147

254

474

n

2149

962

2950

6061

N

100

172

315

587

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6779

Placebo Dapa 10mg

Page 2633 of 4674

28/07/2021



F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_death_orpdf generated by f_forest.sas at 27JUL2021:20:05:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.7.1 - Pooled IPD forest plots: Subjects experiencing any AE resulting in death (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Pooled Estimate

Study

Study interaction p-value 0.5791
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Female
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N
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1189

n
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257
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1953

N
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1249

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3690
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years

0.1440

0.1301

0.5578

0.0772

p-value

[0.76; 1.04]

[0.51; 1.09]

[0.83; 1.10]

[0.82; 1.01]

95% CI
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9.0

61.4
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N
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n

1238

246

1660

3144

N
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D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3988
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years

0.1433

0.1508

0.7174

0.0716

p-value

[0.71; 1.05]

[0.69; 1.06]

[0.82; 1.15]
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95% CI
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N
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903
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n
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1290
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D1699C00001
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Pooled Estimate

Study

Study interaction p-value 0.4740
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)

Page 6 of 26

Region: Latin America

0.0187

0.5280

0.1976

0.0366

p-value

[0.55; 0.95]
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Pooled Estimate
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Study interaction p-value 0.1920
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

0.8446

0.0242

0.9806

0.3382

p-value

[0.79; 1.21]

[0.38; 0.94]

[0.76; 1.32]

[0.79; 1.08]

95% CI

0.98

0.60

1.00

0.93

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo
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24.7

38.5

100.0

Weight
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N
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n
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N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1718
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

0.3421

0.1184

0.8934

0.2670

p-value

[0.71; 1.13]

[0.61; 1.06]

[0.85; 1.20]

[0.83; 1.05]

95% CI
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0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

24.0

17.6

58.4

100.0
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3129
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America

0.6135

0.7330

0.7025

0.4950
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Pooled Estimate

Study

Study interaction p-value 0.9461
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White

0.0158

0.3353

0.8544

0.1155
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

0.5781

0.7144

0.0067

0.0293

p-value

[0.46; 1.55]
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46

116
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N
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4028
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

0.8561

0.0147

0.3727

0.1368

p-value

[0.80; 1.20]

[0.37; 0.90]

[0.68; 1.15]

[0.77; 1.04]

95% CI

0.98

0.58

0.89

0.89

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

41.0

25.3

33.7

100.0

Weight

747

186

440

1373

N

345

116

230

691

n

718

186

458

1362

N

335

138

253

726

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1935
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

0.9990

0.8317

0.5686

0.6904

p-value

[0.64; 1.56]

[0.21; 3.55]

[0.50; 1.47]

[0.67; 1.30]

95% CI

1.00

0.86

0.85

0.93

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

62.2

5.4

32.4

100.0

Weight
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N
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12
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n

181

15

113
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N
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10
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8910

Placebo Dapa 10mg
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.1918

0.0330

0.7690

0.0326

p-value

[0.77; 1.05]

[0.51; 0.97]

[0.46; 1.78]

[0.75; 0.99]

95% CI

0.90

0.71

0.90

0.86

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

62.6

26.9

10.5

100.0

Weight

1270
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1724

N

742

237

70

1049

n

1248

357

95

1700

N
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260
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1095

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5107
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)

Page 15 of 26

Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.0890

0.3517

0.4870

0.0884

p-value

[0.70; 1.03]

[0.71; 1.13]

[0.86; 1.07]

[0.85; 1.01]

95% CI

0.85

0.89

0.96

0.93

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

14.3

13.0

72.7

100.0

Weight

879
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N
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1909

2758

n
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2855

4361

N
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2844

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4130
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0783

0.0456

0.8071

0.0133

p-value

[0.78; 1.01]

[0.68; 1.00]

[0.75; 1.25]

[0.80; 0.97]

95% CI

0.89

0.83

0.97

0.88

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

42.1

28.8

29.1

100.0

Weight

1915
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3479

N

1085

608

448

2141

n

1929

962

658

3549

N

1147

651

492

2290

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4393
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.1956

0.5802

0.3568

p-value

[0.53; 1.14]

[NC; NC]

[0.86; 1.09]

[0.84; 1.06]

95% CI

0.78

NC

0.97

0.95

Ratio
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0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

7.3

92.7

100.0

Weight

234

0

2353

2587

N

135

0

1531

1666

n

220

0

2292

2512

N

140

0

1509

1649

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

0.8143

0.1160

0.9234

0.3128

p-value

[0.80; 1.19]

[0.67; 1.05]

[0.82; 1.19]

[0.84; 1.06]

95% CI

0.98

0.83

0.99

0.94

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

21.8

32.4

45.8

100.0

Weight

793

675

988

2456

N

431

439

654

1524

n

748

688

994

2430

N

411

475

660

1546

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4999
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

0.0199

0.2304

0.4020

0.0157

p-value

[0.72; 0.97]

[0.58; 1.14]

[0.83; 1.08]

[0.81; 0.98]

95% CI

0.83

0.81

0.94

0.89

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

31.2

6.7

62.1

100.0

Weight

1356

285

1970

3611

N

789

169

1326

2284

n

1401

274

1956

3631

N

876

176

1341

2393

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3019
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

0.6410

0.0456

0.8323

0.1256

p-value

[0.74; 1.64]

[0.68; 1.00]

[0.69; 1.35]

[0.76; 1.03]

95% CI

1.10

0.83

0.96

0.89

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

16.4

52.1

31.5

100.0

Weight

235

960

354

1549

N

169

608

265

1042

n

233

962

372

1567

N
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1095

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3059
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.2752
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_aendr_orpdf generated by f_forest.sas at 27JUL2021:20:07:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.4 - Pooled IPD forest plots: Subjects experiencing any AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value NC
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Study

Study interaction p-value 0.1706
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.8065
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.1238
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)

Page 9 of 26

Region: North America

0.3175

0.8722

0.4334

0.2396

p-value

[0.64; 1.15]

[0.61; 1.51]

[0.78; 1.11]

[0.80; 1.06]

95% CI

0.86

0.96

0.93

0.92

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

13.7

9.9

76.4

100.0

Weight

401

137

997

1535

N

125

66

515

706

n

412

167

998

1577

N

142

82

533

757

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.4765
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_saendr_orpdf generated by f_forest.sas at 27JUL2021:20:09:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.1.6.7 - Pooled IPD forest plots: Subjects experiencing serious AE excluding disease-related events (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)

Page 25 of 26

Baseline UACR: >=30 - <=300

0.4179

0.4179

p-value

[NC; NC]

[NC; NC]

[0.41; 1.45]

[0.41; 1.45]

95% CI

NC

NC

0.77

0.77

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

100.0

100.0

Weight

239

0

2016

2255

N

0

0

17

17

n

205

0

2011

2216

N

0

0

22

22

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 2735 of 4674

28/07/2021



F_ipdforest_log_any_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:10:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.1.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:12:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.2.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 11 of 26

Race: Black or African American

0.6368

0.6368

p-value

[NC; NC]

[NC; NC]

[0.05; 6.25]

[0.05; 6.25]

95% CI

NC

NC

0.56

0.56

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

100.0

100.0

Weight

104

44

103

251

N

0

0

1

1

n

87

46

116

249

N

0

0

2

2

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 2773 of 4674

28/07/2021



F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:13:53
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.3.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 26 of 26

Baseline UACR: >300

0.5081

0.9650

0.7612

p-value

[0.01; 8.33]

[NC; NC]

[0.24; 3.89]

[0.23; 2.94]

95% CI

0.34

NC

0.97

0.82

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

15.7

84.3

100.0

Weight

1909

0

592

2501

N

0

0

4

4

n

1944

0

574

2518

N

1

0

4

5

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 2788 of 4674

28/07/2021



F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_DKA_orpdf generated by f_forest.sas at 27JUL2021:20:15:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.2.4.1 - Pooled IPD forest plots: AEs of special interest: diabetic ketoacidosis (DKA)—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_VD_orpdf generated by f_forest.sas at 27JUL2021:20:16:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.1.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)

Page 16 of 26

Baseline eGFR Group 2: < 60mL/min/1,73m2

0.9840

0.6409

0.0957

0.4636

p-value

[0.49; 2.07]

[0.46; 1.60]

[0.91; 3.16]

[0.79; 1.67]

95% CI

1.01

0.86

1.70

1.15

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

26.4

36.4

37.2

100.0

Weight

1915

960

604

3479

N

15

19

26

60

n

1929

962

658

3549

N

15

22

17

54

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2960

Placebo Dapa 10mg

Page 2856 of 4674

28/07/2021



F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_VD_orpdf generated by f_forest.sas at 27JUL2021:20:18:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.2.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 13 of 26

Race: Other

0.5095

0.5095

p-value

[NC; NC]

[NC; NC]

[0.01; 8.42]

[0.01; 8.42]

95% CI

NC

NC

0.34

0.34

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

100.0

100.0

Weight

175

19

110

304

N

0

0

0

0

n

181

15

113

309

N

0

0

1

1

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 2879 of 4674

28/07/2021



F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 14 of 26

Baseline eGFR Group 1: < 45mL/min/1,73m2

0.3487

0.7221

0.9818

0.8714

p-value

[0.31; 28.42]

[0.21; 2.95]

[0.06; 16.76]

[0.38; 3.14]

95% CI

2.95

0.79

1.03

1.09

Ratio
Odds

0.05 0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours placebo

21.4

64.2

14.4

100.0

Weight

1270

362

92

1724

N

3

4

1

8

n

1248

357

95

1700

N

1

5

1

7

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6127

Placebo Dapa 10mg

Page 2880 of 4674

28/07/2021



F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:19:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.3.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_VD_orpdf generated by f_forest.sas at 27JUL2021:20:21:24
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.3.4.1 - Pooled IPD forest plots: AEs of special interest: volume depletion—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)

Page 23 of 26

Type 2 Diabetes: No

0.2127

0.2127

p-value

[0.45; 36.19]

[NC; NC]

[NC; NC]

[0.45; 36.19]

95% CI

4.03

NC

NC

4.03

Ratio
Odds

0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours placebo

100.0

100.0

Weight

696

479

0

1175

N

4

0

0

4

n

699

462

0

1161

N

1

0

0

1

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 2941 of 4674

28/07/2021



F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_orpdf generated by f_forest.sas at 27JUL2021:20:22:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_orpdf generated by f_forest.sas at 27JUL2021:20:24:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 18 of 26

Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 19 of 26

Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: <30

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300
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F_ipdforest_log_SEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:25:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.4.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Male
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 3 of 26

Sex: Female
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_GI_orpdf generated by f_forest.sas at 27JUL2021:20:26:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.4.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)

Page 8 of 26

Region: Europe

0.2075

0.0003

0.0001

p-value

[NC; NC]

[0.35; 130.81]

[2.22; 14.99]

[2.36; 14.53]

95% CI

NC

6.74

5.77

5.85

Ratio
Odds

0.2 0.5 1 2 5 10 20 40 80 160

Favours Dapa Favours placebo

9.3

90.7

100.0

Weight

609

455

1196

2260

N

0

3

28

31

n

620

435

1208

2263

N

0

0

5

5

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3030 of 4674

28/07/2021



F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)

Page 22 of 26

Type 2 Diabetes: Yes

0.2739

0.2866

<.0001

<.0001

p-value

[0.48; 12.91]

[0.25; 108.99]

[2.10; 5.01]

[2.12; 4.88]

95% CI

2.50

5.22

3.24

3.22

Ratio
Odds

0.2 0.5 1 2 5 10 20 40 80 160

Favours Dapa Favours placebo

6.3

1.8

91.9

100.0

Weight

1453

481

2958

4892

N

5

2

86

93

n

1450

500

2950

4900

N

2

0

27

29

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9122

Placebo Dapa 10mg

Page 3044 of 4674

28/07/2021



F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:28:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.1.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)

Page 3 of 26

Sex: Female

0.4970

0.4970

p-value

[0.12; 74.60]

[NC; NC]

[NC; NC]

[0.12; 74.60]

95% CI

3.03

NC

NC

3.03

Ratio
Odds

0.2 0.5 1 2 5 10 20 40 80

Favours Dapa Favours placebo

100.0

100.0

Weight

709

277

932

1918

N

1

0

0

1

n

716

257

980

1953

N

0

0

0

0

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3051 of 4674

28/07/2021



F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:29:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.2.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Region: Asia/Pacific

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Region: Europe

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Race: Black or African American

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Race: Asian

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)

Page 13 of 26

Race: Other

0.4868

0.4868

p-value

[0.13; 77.11]

[NC; NC]

[NC; NC]

[0.13; 77.11]

95% CI

3.12

NC

NC

3.12

Ratio
Odds

0.2 0.5 1 2 5 10 20 40 80

Favours Dapa Favours placebo

100.0

100.0

Weight

175

19

110

304

N

1

0

0

1

n

181

15

113

309

N

0

0

0

0

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3087 of 4674

28/07/2021



F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)

Page 17 of 26

Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.5244

0.6361

0.9181

p-value

[0.11; 69.91]

[NC; NC]

[0.11; 3.89]

[0.19; 4.40]

95% CI

2.83

NC

0.65

0.92

Ratio
Odds

0.2 0.5 1 2 5 10 20 40 80

Favours Dapa Favours placebo

23.9

76.1

100.0

Weight

234

0

2353

2587

N

1

0

2

3

n

220

0

2292

2512

N

0

0

3

3

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3091 of 4674

28/07/2021



F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)

Page 20 of 26

Heart Failure: Yes

0.5034

0.5034

p-value

[0.12; 73.71]

[NC; NC]

[NC; NC]

[0.12; 73.71]

95% CI

2.99

NC

NC

2.99

Ratio
Odds

0.2 0.5 1 2 5 10 20 40 80

Favours Dapa Favours placebo

100.0

100.0

Weight

235

960

354

1549

N

1

0

0

1

n

233

962

372

1567

N

0

0

0

0

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3094 of 4674

28/07/2021



F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Type 2 Diabetes: No

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Baseline UACR: <30

Odds Ratios could not be calculated at the study level
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:31:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.10.3.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)

Page 2 of 26
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)

Page 7 of 26

Region: Asia/Pacific
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Race: Black or African American
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)

Page 14 of 26

Baseline eGFR Group 1: < 45mL/min/1,73m2

0.5615

0.5059

0.2852

0.6070

p-value

[0.04; 5.42]

[0.12; 73.07]

[0.25; 111.40]

[0.30; 7.79]

95% CI

0.49

2.97

5.28

1.53

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5 10 20 40 80 160

Favours Dapa Favours placebo

45.6

25.7

28.7

100.0

Weight

1270

362

92

1724

N

1

1

2

4

n

1248

357

95

1700

N

2

0

0

2

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4391

Placebo Dapa 10mg

Page 3114 of 4674

28/07/2021



F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_NONSEV_GI_az_orpdf generated by f_forest.sas at 27JUL2021:20:32:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.10.4.1 - Pooled IPD forest plots: AEs of special interest: genital infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America
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0.0637

0.3222

p-value

[0.66; 1.72]

[0.32; 1.94]

[0.27; 1.04]

[0.58; 1.19]

95% CI

1.07

0.79

0.52

0.83

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

57.9

15.3

26.8

100.0

Weight

449

185

361

995

N

37

9

14

60

n

463

180

322

965

N

36

11

23

70

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2429

Placebo Dapa 10mg

Page 3132 of 4674

28/07/2021



F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)

Page 10 of 26

Race: White
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian
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Pooled Estimate
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Study interaction p-value 0.7853
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

0.6681

0.4034
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0.8721

p-value

[0.43; 1.73]
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Pooled Estimate
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Study interaction p-value 0.5698
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.1667

0.6096

0.5713

0.1168

p-value
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Study interaction p-value 0.9851
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.4097

0.3484

0.9300

0.5514

p-value

[0.55; 1.27]

[0.32; 1.50]
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Pooled Estimate
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Study interaction p-value 0.5391
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.3856

0.7960

0.9034

0.6661

p-value
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Pooled Estimate
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Study interaction p-value 0.7185
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.3345

0.8323

0.9689

p-value

[0.30; 1.50]
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Pooled Estimate
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Study interaction p-value NC
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

0.5292

0.7951

0.7301

0.5059

p-value

[0.50; 1.43]

[0.49; 1.73]
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95% CI
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Favours Dapa Favours placebo
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Weight
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D1699C00001

D1693C00001

Pooled Estimate
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Study interaction p-value 0.9269
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

0.3047

0.9324

0.7918

0.4434

p-value

[0.86; 1.63]

[0.38; 2.46]

[0.83; 1.28]

[0.90; 1.28]

95% CI
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Pooled Estimate
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Study interaction p-value 0.7571
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

0.9807

0.7960
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0.5325
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Pooled Estimate
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Study interaction p-value 0.5552
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes

0.4403

0.9341
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:34:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)

Page 24 of 26

Baseline UACR: <30

0.7119

0.7119

p-value

[NC; NC]

[NC; NC]

[0.44; 3.38]

[0.44; 3.38]

95% CI

NC

NC

1.21

1.21

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

100.0

100.0

Weight

1

0

333

334

N

0

0

8

8

n

0

0

352

352

N

0

0

7

7

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3176 of 4674

28/07/2021



F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:35:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:37:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 16 of 26

Baseline eGFR Group 2: < 60mL/min/1,73m2

0.4225

0.7845

0.9246

0.6823

p-value

[0.84; 1.52]

[0.53; 1.61]

[0.69; 1.40]

[0.85; 1.29]

95% CI

1.13

0.93

0.98

1.04

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

48.2

13.2

38.6

100.0

Weight

1915

960

604

3479

N

98

25

66

189

n

1929

962

658

3549

N

88

27

73

188

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7528

Placebo Dapa 10mg

Page 3220 of 4674

28/07/2021



F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_UTI_orpdf generated by f_forest.sas at 27JUL2021:20:38:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.5.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)

Page 11 of 26
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Heart Failure: Yes
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_ANY_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:40:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.1.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event (AE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SAE_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:41:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.2.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any serious adverse event (SAE) - Original AZ Definitions (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)

Page 11 of 26

Race: Black or African American

0.9746

0.3321

0.5266

p-value

[NC; NC]

[0.06; 17.26]

[0.01; 4.66]

[0.07; 4.04]

95% CI

NC

1.05

0.22

0.51

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5 10 20

Favours Dapa Favours placebo

54.9

45.1

100.0

Weight

104

44

103

251

N

0

1

0

1

n

87

46

116

249

N

0

1

2

3

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3293 of 4674

28/07/2021



F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_SEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:43:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.3.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Weight
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N

87
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248
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n
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N
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248
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8143
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Sex: Male

0.0850

0.1397

0.1921

0.4714

p-value

[0.94; 2.41]

[0.28; 1.19]

[0.64; 1.09]

[0.74; 1.15]

95% CI
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Ratio
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0.2 0.5 1 2 5

Favours Dapa Favours placebo

21.2

9.0

69.8

100.0

Weight

1440
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2026

4149

N

45

12
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164

n

1433
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1970

4108

N

30

21

123

174

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0430

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Sex: Female

0.2241

0.6473

0.1343

0.4592

p-value

[0.51; 1.17]
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[0.88; 1.33]

95% CI
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D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1931
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Age (years): <=65 years

0.8860

0.3589

0.6322

0.7670
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[0.55; 5.27]
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6077

Placebo Dapa 10mg

Page 3312 of 4674

28/07/2021



F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Age (years): >65 years
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0.2568

0.6350
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4286
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Region: Latin America

0.7013

0.9525

0.0560

0.4715

p-value

[0.67; 1.81]

[0.38; 2.51]

[0.24; 1.02]
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D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1921
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)

Page 7 of 26

Region: Asia/Pacific

0.7377

0.2600

0.7265

0.4562

p-value

[0.41; 1.88]

[0.07; 2.02]

[0.54; 1.53]

[0.56; 1.29]

95% CI

0.88

0.39

0.91

0.85

Ratio
Odds

0.05 0.2 0.5 1 2 5

Favours Dapa Favours placebo

27.5

5.8

66.7

100.0

Weight

690

183

404

1277

N

13

2

29

44

n

654

180

422

1256

N

14

5

33

52

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6183
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Region: Europe

0.9474

0.6248

0.2380

0.4159

p-value

[0.58; 1.78]

[0.41; 1.70]

[0.88; 1.65]

[0.86; 1.43]

95% CI
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0.84

1.21
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Ratio
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Weight
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Pooled Estimate

Study

Study interaction p-value 0.6218
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Region: North America

0.6305

0.7264

0.9507

0.8655

p-value
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6
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8459
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Race: White

0.6276

0.8017

0.6174

0.5832

p-value

[0.74; 1.65]

[0.55; 1.59]
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Pooled Estimate

Study

Study interaction p-value 0.8849
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Race: Black or African American

0.5458

0.3104

0.2694

0.7019

p-value

[0.30; 9.51]

[0.33; 32.92]

[0.27; 1.44]

[0.43; 1.77]

95% CI

1.70

3.29

0.63
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4
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n
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N

2

1
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3026
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Race: Asian

0.9363

0.1734

0.4540

0.3716

p-value

[0.49; 2.15]

[0.06; 1.64]

[0.49; 1.37]

[0.55; 1.25]

95% CI

1.03

0.33

0.82

0.83

Ratio
Odds

0.05 0.2 0.5 1 2 5

Favours Dapa Favours placebo

28.8

5.9

65.2

100.0

Weight

747

186

440

1373

N

15

2

28

45

n

718

186

458

1362

N

14

6

35

55

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4470
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Race: Other

0.6681

0.4034

0.7567

0.7546

p-value

[0.43; 1.73]

[0.01; 6.53]

[0.43; 3.15]

[0.52; 1.61]

95% CI

0.86

0.25

1.17

0.91

Ratio
Odds

0.005 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

65.9

2.7

31.4

100.0

Weight

175

19
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304

N

16

0

9

25

n

181

15

113

309

N

19

1

8

28

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6480
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.3411

0.6332

0.2711

0.1754

p-value

[0.81; 1.84]

[0.60; 2.33]

[0.63; 5.20]

[0.90; 1.76]

95% CI

1.22

1.18

1.81

1.26

Ratio
Odds

0.5 0.8 1 2 5 10

Favours Dapa Favours placebo

65.1

24.1

10.8

100.0

Weight

1270
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1724

N

53

19

10

82

n

1248

357

95

1700

N

43

16

6

65

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7866
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.4741

0.1785

0.8175

0.4293

p-value

[0.53; 1.34]

[0.31; 1.25]

[0.81; 1.18]

[0.79; 1.11]

95% CI

0.84

0.62

0.98

0.93

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

12.2

5.2

82.6

100.0

Weight
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N

34

13

238

285

n
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605

2855

4361

N

41

21

242

304

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4098
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.5309

0.5460

0.9246

0.9313

p-value

[0.80; 1.54]

[0.53; 1.40]

[0.69; 1.40]

[0.81; 1.25]

95% CI

1.11

0.86

0.98

1.01

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

40.9

18.5

40.6

100.0

Weight

1915

960
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3479

N

79

32

66

177

n

1929

962

658

3549

N

72

37

73

182

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6840
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.2950

0.8987

0.9070

p-value

[0.25; 1.53]

[NC; NC]

[0.82; 1.26]

[0.80; 1.22]

95% CI

0.61

NC

1.01

0.99

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

4.9

95.1

100.0

Weight

234

0

2353

2587

N

8

0

182

190

n

220

0

2292

2512

N

12

0

175

187

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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Baseline systolic BP: <= 130 mmHg

0.0773

0.1726

0.9675

0.2042

p-value

[0.29; 1.07]

[0.38; 1.19]

[0.73; 1.38]

[0.66; 1.09]

95% CI

0.56

0.67

1.01

0.85

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

14.3

18.5

67.3

100.0

Weight

793

675

988

2456

N

15

20

83

118

n

748

688

994

2430

N

25

30

83

138

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1749
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)
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F_ipdforest_log_NONSEV_UTI_az_orpdf generated by f_forest.sas at 27JUL2021:20:45:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.11.4.1 - Pooled IPD forest plots: AEs of special interest: urinary tract infections—subjects experiencing any adverse event graded as non severe - Original AZ Definitions (Odds Ratio), overall and by subgroups 
(safety analysis set)

Page 26 of 26

Baseline UACR: >300

0.9103

0.1353

0.3410

p-value

[0.73; 1.42]

[NC; NC]

[0.89; 2.28]

[0.87; 1.49]

95% CI

1.02

NC

1.43

1.14

Ratio
Odds

0.5 0.8 1 2 5

Favours Dapa Favours placebo

65.6

34.4

100.0

Weight

1909

0

592

2501

N

74

0

46

120

n

1944

0

574

2518

N

74

0

32

106

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3334 of 4674

28/07/2021



F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)

Page 23 of 26

Type 2 Diabetes: No

0.3983

0.1924

0.1256

p-value

[0.50; 1.32]

[0.48; 1.16]

[NC; NC]

[0.56; 1.07]

95% CI

0.81

0.74

NC

0.77

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

43.5

56.5

100.0

Weight

696

479

0

1175

N

31

38

0

69

n

699

462

0

1161

N

38

48

0

86

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3357 of 4674

28/07/2021



F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_RE_orpdf generated by f_forest.sas at 27JUL2021:20:47:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.1.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_RE_orpdf generated by f_forest.sas at 27JUL2021:20:49:08
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.2.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 13 of 26

Race: Other

0.3447

0.1998

0.1611

p-value

[0.13; 2.07]

[NC; NC]

[0.01; 2.80]

[0.11; 1.44]

95% CI

0.51

NC

0.14

0.40

Ratio
Odds

0.005 0.2 0.5 1 2 5

Favours Dapa Favours placebo

82.3

17.7

100.0

Weight

175

19

110

304

N

3

0

0

3

n

181

15

113

309

N

6

0

3

9

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3399 of 4674

28/07/2021



F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.3.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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725

1268

2896

N

64

61

145

270

n

911

716

1290

2917

N

58

64

173

295

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4226

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

0.0979

0.1646

0.1705

0.3175

p-value

[0.33; 1.10]

[0.82; 3.11]

[0.31; 1.23]

[0.57; 1.20]

95% CI

0.60

1.60

0.62

0.83

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

37.0

34.2

28.8

100.0

Weight

449

185

361

995

N

18

25

15

58

n

463

180

322

965

N

30

16

21

67

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0592

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

0.8501

0.0680

0.4862

0.1529

p-value

[0.53; 1.68]

[0.24; 1.05]

[0.46; 1.44]

[0.54; 1.10]

95% CI

0.95

0.50

0.82

0.77

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

36.0

24.5

39.5

100.0

Weight

690

183

404

1277

N

24

12

23

59

n

654

180

422

1256

N

24

22

29

75

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4250

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

0.7527

0.5636

0.0415

0.1363

p-value

[0.55; 1.53]

[0.70; 1.92]

[0.57; 0.99]

[0.68; 1.05]

95% CI

0.92

1.16

0.75

0.85

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

17.7

18.9

63.4

100.0

Weight

609

455

1196

2260

N

30

36

95

161

n

620

435

1208

2263

N

33

30

125

188

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3135

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America

0.9140

0.8043

0.0704

0.1373

p-value

[0.61; 1.55]

[0.54; 2.24]

[0.61; 1.02]

[0.69; 1.05]

95% CI

0.97

1.09

0.79

0.85

Ratio
Odds

0.5 0.8 1 2 5

Favours Dapa Favours placebo

20.1

8.7

71.2

100.0

Weight

401

137

997

1535

N

39

16

123

178

n

412

167

998

1577

N

41

18

151

210

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5804

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White

0.4817

0.3878

0.0070

0.0359

p-value

[0.64; 1.24]

[0.82; 1.69]

[0.64; 0.93]

[0.73; 0.99]

95% CI

0.89

1.17

0.77

0.85

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

19.1

16.7

64.2

100.0

Weight

1123

711

2305

4139

N

70

69

219

358

n

1163

715

2263

4141

N

81

60

271

412

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1332

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

0.5149

0.0866

0.2440

0.5582

p-value

[0.28; 1.89]

[0.81; 21.27]

[0.25; 1.42]

[0.46; 1.52]

95% CI

0.73

4.16

0.60

0.84

Ratio
Odds

0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours placebo

39.4

12.5

48.2

100.0

Weight

104

44

103

251

N

9

7

9

25

n

87

46

116

249

N

10

2

16

28

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1228

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

0.6720

0.0546

0.2407

0.0594

p-value

[0.52; 1.52]

[0.24; 1.01]

[0.39; 1.26]

[0.51; 1.01]

95% CI

0.89

0.49

0.70

0.72

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

40.8

24.2

35.1

100.0

Weight

747

186

440

1373

N

27

12

20

59

n

718

186

458

1362

N

29

23

29

81

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4543

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 13 of 26

Race: Other

0.4355

0.8632

0.6661

0.3948

p-value

[0.20; 1.98]

[0.04; 13.56]

[0.31; 2.13]

[0.36; 1.50]

95% CI

0.64

0.78

0.81

0.73

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5 10 20

Favours Dapa Favours placebo

37.3

6.2

56.5

100.0

Weight

175

19

110

304

N

5

1

8

14

n

181

15

113

309

N

8

1

10

19

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9455

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.4920

0.7076

0.3414

0.5008

p-value

[0.65; 1.23]

[0.70; 1.69]

[0.40; 1.38]

[0.73; 1.17]

95% CI

0.89

1.09

0.74

0.92

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

47.2

29.3

23.5

100.0

Weight

1270

362

92

1724

N

76

48

26

150

n

1248

357

95

1700

N

83

44

33

160

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6124

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.3035

0.9531

0.0034

0.0035

p-value

[0.50; 1.24]

[0.63; 1.54]

[0.64; 0.91]

[0.68; 0.93]

95% CI

0.79

0.99

0.76

0.79

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

11.2

12.1

76.8

100.0

Weight

879

598

2865

4342

N

35

41

230

306

n

901

605

2855

4361

N

45

42

293

380

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5917

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.2058

0.8008

0.8310

0.4504

p-value

[0.64; 1.10]

[0.76; 1.42]

[0.74; 1.28]

[0.80; 1.11]

95% CI

0.84

1.04

0.97

0.94

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

31.0

25.9

43.1

100.0

Weight

1915

960

604

3479

N

100

89

121

310

n

1929

962

658

3549

N

119

86

135

340

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5498

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.7518

0.0006

0.0011

p-value

[0.47; 2.85]

[NC; NC]

[0.53; 0.84]

[0.55; 0.86]

95% CI

1.16

NC

0.67

0.69

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

5.7

94.3

100.0

Weight

234

0

2353

2587

N

11

0

135

146

n

220

0

2292

2512

N

9

0

191

200

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

0.3288

0.2767

0.1189

0.0331

p-value

[0.49; 1.27]

[0.57; 1.18]

[0.58; 1.06]

[0.65; 0.98]

95% CI

0.79

0.82

0.79

0.80

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

17.8

33.4

48.8

100.0

Weight

793

675

988

2456

N

33

58

84

175

n

748

688

994

2430

N

39

71

105

215

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9843

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

0.5090

0.0225

0.0075

0.0577

p-value

[0.66; 1.23]

[1.11; 4.00]

[0.61; 0.93]

[0.72; 1.01]

95% CI

0.90

2.11

0.75

0.85

Ratio
Odds

0.5 0.8 1 2 5

Favours Dapa Favours placebo

27.2

6.7

66.1

100.0

Weight

1356

285

1970

3611

N

78

31

172

281

n

1401

274

1956

3631

N

89

15

221

325

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0112

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

0.3373

0.8008

0.1340

0.3025

p-value

[0.40; 1.37]

[0.76; 1.42]

[0.50; 1.10]

[0.71; 1.11]

95% CI

0.74

1.04

0.74

0.89

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

13.1

50.3

36.6

100.0

Weight

235

960

354

1549

N

20

89

51

160

n

233

962

372

1567

N

26

86

69

181

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3558

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

0.4210

0.0082

0.0081

p-value

[0.66; 1.19]

[NC; NC]

[0.64; 0.94]

[0.69; 0.95]

95% CI

0.89

NC

0.77

0.81

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

28.8

71.2

100.0

Weight

1914

0

2604

4518

N

91

0

205

296

n

1916

0

2578

4494

N

102

0

257

359

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes

0.1942

0.1745

0.0020

0.0078

p-value

[0.61; 1.11]

[0.88; 2.02]

[0.64; 0.91]

[0.72; 0.95]

95% CI

0.82

1.33

0.76

0.83

Ratio
Odds

0.5 0.8 1 2 5

Favours Dapa Favours placebo

21.0

11.8

67.3

100.0

Weight

1453

481

2958

4892

N

85

56

256

397

n

1450

500

2950

4900

N

102

45

326

473

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0507

Placebo Dapa 10mg
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

0.9874

0.2593

0.3985

p-value

[0.58; 1.75]

[0.47; 1.22]

[NC; NC]

[0.60; 1.23]
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_RE_orpdf generated by f_forest.sas at 27JUL2021:20:52:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.6.4.1 - Pooled IPD forest plots: AEs of special interest: renal events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:31:22
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.1.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:32:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.2.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:34:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.3.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 15 of 26

Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.2245

0.5774

0.8124

0.6297

p-value

[0.24; 1.39]

[0.05; 5.58]

[0.65; 1.74]

[0.59; 1.38]

95% CI

0.58

0.51

1.06

0.90

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

23.4

3.0

73.5

100.0

Weight

879

598

2865

4342

N

8

1

33

42

n

901

605

2855

4361

N

14

2

31

47

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4474

Placebo Dapa 10mg

Page 3531 of 4674

28/07/2021



F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_AMP_orpdf generated by f_forest.sas at 28JUL2021:10:35:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.7.4.1 - Pooled IPD forest plots: AEs of special interest: AEs leading to amputation—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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0.0233

0.4018

0.2578

0.0261

p-value

[1.07; 2.67]

[0.49; 5.87]

[0.90; 1.51]

[1.03; 1.61]

95% CI

1.69

1.70

1.16

1.29

Ratio
Odds

0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

22.6

3.0

74.4

100.0

Weight

1356

285

1970

3611

N

50

7

131

188

n

1401

274

1956

3631

N

31

4

113

148

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3195

Placebo Dapa 10mg

Page 3561 of 4674

28/07/2021



F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:00:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.1.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:02:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.2.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.3.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 22 of 26

Type 2 Diabetes: Yes

0.1178

0.6424

0.7819

0.3666

p-value

[0.92; 2.12]

[0.27; 2.26]

[0.82; 1.31]

[0.90; 1.34]

95% CI

1.40

0.78

1.03

1.10

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

22.6

3.4

74.0

100.0

Weight

1453

481

2958

4892

N

54

6

148

208

n

1450

500

2950

4900

N

39

8

143

190

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3805

Placebo Dapa 10mg

Page 3642 of 4674

28/07/2021



F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 24 of 26

Baseline UACR: <30

0.8638

0.8638

p-value

[NC; NC]

[NC; NC]

[0.48; 1.85]

[0.48; 1.85]

95% CI

NC

NC

0.94

0.94

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

100.0

100.0

Weight

1

0

333

334

N

0

0

17

17

n

0

0

352

352

N

0

0

19

19

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3644 of 4674

28/07/2021



F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_FRA_orpdf generated by f_forest.sas at 27JUL2021:21:05:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.8.4.1 - Pooled IPD forest plots: AEs of special interest: fractures—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)

Page 3 of 26

Sex: Female

0.1235

0.3204

0.7563

0.3632

p-value

[0.13; 1.28]

[0.22; 97.81]

[0.38; 2.03]

[0.38; 1.43]

95% CI

0.40

4.67

0.87

0.73

Ratio
Odds

0.2 0.5 1 2 5 10 20 40 80 160

Favours Dapa Favours placebo

32.7

4.7

62.6

100.0

Weight

709

277

932

1918

N

4

2

10

16

n

716

257

980

1953

N

10

0

12

22

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2696

Placebo Dapa 10mg

Page 3649 of 4674

28/07/2021



F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)

Page 10 of 26

Race: White

0.0470

0.1961

0.0337

0.0096

p-value

[0.15; 0.99]

[0.36; 137.11]

[0.33; 0.96]

[0.35; 0.86]

95% CI

0.39

7.07

0.56

0.55

Ratio
Odds

0.2 0.5 1 2 5 10 20 40 80 160

Favours Dapa Favours placebo

23.2

2.3

74.5

100.0

Weight

1123

711

2305

4139

N

6

3

22

31

n

1163

715

2263

4141

N

16

0

38

54

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1832

Placebo Dapa 10mg

Page 3656 of 4674

28/07/2021



F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:06:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.1.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event (AE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)

Page 8 of 26

Region: Europe

0.3036

0.9851

0.7501

p-value

[0.01; 4.24]

[NC; NC]

[0.35; 2.89]

[0.32; 2.30]

95% CI

0.20

NC

1.01

0.85

Ratio
Odds

0.005 0.2 0.5 1 2 5

Favours Dapa Favours placebo

10.6

89.4

100.0

Weight

609

455

1196

2260

N

0

0

7

7

n

620

435

1208

2263

N

2

0

7

9

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3680 of 4674

28/07/2021



F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:08:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.2.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any serious adverse event (SAE) (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 10 of 26

Race: White

0.9515

0.4986

0.2175

0.3738

p-value

[0.33; 3.22]

[0.12; 74.29]

[0.33; 1.29]

[0.43; 1.37]

95% CI

1.04

3.02

0.65

0.77

Ratio
Odds

0.2 0.5 1 2 5 10 20 40 80

Favours Dapa Favours placebo

25.4

3.2

71.4

100.0

Weight

1123

711

2305

4139

N

6

1

14

21

n

1163

715

2263

4141

N

6

0

21

27

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5520

Placebo Dapa 10mg

Page 3708 of 4674

28/07/2021



F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 12 of 26

Race: Asian

0.1314

0.2394

0.0717

p-value

[0.02; 1.64]

[NC; NC]

[0.11; 1.72]

[0.11; 1.10]

95% CI

0.19

NC

0.44

0.35

Ratio
Odds

0.01 0.02 0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

28.3

71.7

100.0

Weight

747

186

440

1373

N

1

0

3

4

n

718

186

458

1362

N

5

0

7

12

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3710 of 4674

28/07/2021



F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:10:07
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.3.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 5 of 26

Age (years): >65 years

0.7932

0.3021

0.2953

0.4673

p-value

[0.29; 2.58]

[0.24; 103.32]

[0.26; 1.51]

[0.40; 1.53]

95% CI

0.86

4.95

0.62

0.78

Ratio
Odds

0.2 0.5 1 2 5 10 20 40 80 160

Favours Dapa Favours placebo

37.6

4.8

57.6

100.0

Weight

903

725

1268

2896

N

6

2

8

16

n

911

716

1290

2917

N

7

0

13

20

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4282

Placebo Dapa 10mg

Page 3729 of 4674

28/07/2021



F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)

Page 10 of 26

Race: White

0.0233

0.2966

0.0292

0.0116

p-value

[0.01; 0.72]

[0.24; 105.21]

[0.19; 0.92]

[0.20; 0.82]

95% CI

0.09

5.04

0.42

0.40

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5 10 20 40 80 160

Favours Dapa Favours placebo

12.0

5.4

82.6

100.0

Weight

1123

711

2305

4139

N

1

2

9

12

n

1163

715

2263

4141

N

11

0

21

32

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0997

Placebo Dapa 10mg

Page 3734 of 4674

28/07/2021



F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_NONSEV_MHE_orpdf generated by f_forest.sas at 27JUL2021:21:11:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.9.4.1 - Pooled IPD forest plots: AEs of special interest: major hypoglycaemic events—subjects experiencing any adverse event graded as non severe (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 7 of 26

Region: Asia/Pacific

p-value

[0.08; 0.70]

[0.03; 2.18]

[0.26; 2.87]

[0.19; 0.85]

95% CI

0.23

0.24

0.87

0.40

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5

Favours Dapa Favours placebo

47.5

11.9

40.6

100.0

Weight

690

183

404

1277

N

4

1

5

10

n

654

180

422

1256

N

16

4

6

26

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2532

Placebo Dapa 10mg

Page 3757 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_1_orpdf generated by f_forest.sas at 27JUL2021:21:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.1.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)

Page 7 of 26

Region: Asia/Pacific
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)

Page 10 of 26

Race: White

p-value

[0.14; 0.86]

[0.31; 2.04]

[0.28; 0.61]

[0.31; 0.61]

95% CI

0.34

0.80

0.41

0.44

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

13.0

12.9

74.0

100.0

Weight

1123

711

2305

4139

N

6

8

36

50

n

1163

715

2263

4141

N

18

10

84

112

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3770

Placebo Dapa 10mg

Page 3786 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_2_orpdf generated by f_forest.sas at 27JUL2021:21:22:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.2.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Blood and lymphatic system disorders: Anaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Overall

p-value

[0.56; 0.84]

[0.59; 0.86]

[0.79; 1.01]

[0.74; 0.88]

95% CI

0.69

0.71

0.90

0.81

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

13.8

31.7

54.5

100.0

Weight

2149

960

2958

6067

N

170

297

642

1109

n

2149

962

2950

6061

N

239

371

696

1306

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0300

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Male

p-value

[0.59; 0.97]

[0.58; 0.91]

[0.79; 1.06]

[0.75; 0.93]

95% CI

0.76

0.73

0.92

0.84

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

13.3

31.1

55.6

100.0

Weight

1440

683

2026
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N

127

215

486

828

n

1433

705

1970

4108

N

162

273

505

940

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1718
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Female

p-value

[0.36; 0.79]

[0.48; 0.98]

[0.66; 1.05]

[0.61; 0.86]

95% CI

0.54

0.68

0.83

0.73

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

14.8

33.3

51.9

100.0

Weight

709
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932

1918

N

43

82

156

281

n

716

257

980

1953

N

77

98
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366

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1276
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years

p-value

[0.39; 0.74]

[0.49; 1.02]

[0.77; 1.08]

[0.69; 0.92]

95% CI

0.54

0.70

0.91

0.80

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

13.2

22.2

64.6

100.0

Weight

1246

235
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3171

N

63

80

327

470

n

1238

246

1660

3144

N

111

104

346

561

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0108

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years

p-value

[0.62; 1.08]

[0.58; 0.89]

[0.74; 1.06]

[0.72; 0.93]

95% CI
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0.89
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n
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4151
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

p-value

[0.43; 1.09]

[0.52; 1.21]

[0.58; 1.49]

[0.61; 1.03]

95% CI
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0.93
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6291
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

p-value

[0.34; 1.10]

[0.39; 0.92]

[0.66; 1.37]

[0.58; 0.96]

95% CI

0.61

0.60

0.95

0.75

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

11.9

46.6

41.5

100.0

Weight
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N
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n

654
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N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2607
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

p-value

[0.53; 1.01]

[0.48; 0.85]

[0.71; 1.04]

[0.67; 0.89]

95% CI
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2719
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America

p-value

[0.45; 1.03]

[0.66; 1.69]

[0.76; 1.12]
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Pooled Estimate

Study

Study interaction p-value 0.2777
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White

p-value

[0.57; 0.91]

[0.57; 0.89]

[0.78; 1.02]

[0.73; 0.90]

95% CI

0.72
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0.81
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1450
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

p-value

[0.17; 1.20]

[0.36; 1.90]

[0.42; 1.41]

[0.46; 1.10]

95% CI

0.45

0.83
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100.0
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N

7
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n
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46
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N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4767
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

p-value

[0.41; 1.22]

[0.38; 0.91]

[0.60; 1.27]

[0.57; 0.94]

95% CI

0.70

0.59

0.88

0.73

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

14.0

47.5

38.5

100.0

Weight

747

186

440

1373

N

23

53

60

136

n

718

186

458

1362

N

31

75

70

176

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5378
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

p-value

[0.21; 1.38]

[0.71; 13.11]

[0.67; 2.43]

[0.68; 1.83]

95% CI

0.54

3.06

1.28

1.11

Ratio
Odds

0.2 0.5 1 2 5 10 20

Favours Dapa Favours placebo

19.7

17.8

62.4

100.0

Weight

175

19

110

304

N

7

10

26

43

n

181

15

113

309

N

13

4

22

39

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1476
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.48; 0.82]

[0.39; 0.72]

[0.32; 1.12]

[0.48; 0.71]

95% CI

0.63

0.53

0.60

0.58

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

34.4

55.4

10.2

100.0

Weight

1270

362

92

1724

N

99

112

23

234

n

1248

357

95

1700

N

148

164

34

346

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9702

Placebo Dapa 10mg

Page 3816 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.56; 1.08]

[0.68; 1.10]

[0.80; 1.03]

[0.80; 0.99]

95% CI

0.78

0.86

0.91

0.89

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

7.3

24.1

68.6

100.0

Weight

879

598

2865

4342

N

71

185

618

874

n

901

605

2855

4361

N

91

207

662

960

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6293
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.56; 0.87]

[0.59; 0.86]

[0.77; 1.27]

[0.68; 0.87]

95% CI

0.70

0.71

0.99

0.77

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

21.0

53.6

25.4

100.0

Weight

1915

960

604

3479

N

153

297

165

615

n

1929

962

658

3549

N

214

371

181

766

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0474

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value

[0.32; 1.17]

[0.76; 1.01]

[0.75; 0.99]

95% CI

0.61

0.88

0.86

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

3.4

96.6

100.0

Weight

234

2353

2587

N

17

476

493

n

220

2292

2512

N

25

515

540

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2621
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.43; 0.94]

[0.58; 0.90]

[0.80; 1.22]

[0.71; 0.94]

95% CI

0.63

0.72

0.99

0.82

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

7.9

53.2

38.9

100.0

Weight

793

675

988

2456

N

45

221

218

484

n

748

688

994

2430

N

65

278

221

564

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0567
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.56; 0.91]

[0.49; 1.02]

[0.74; 0.99]

[0.71; 0.90]

95% CI

0.72

0.71

0.86

0.80

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

18.9

13.8

67.3

100.0

Weight

1356

285

1970

3611

N

125

76

424

625

n

1401

274

1956

3631

N

174

93

475

742

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3100
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

p-value

[0.51; 1.20]
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Study interaction p-value 0.8782
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

p-value

[0.51; 0.82]

[0.81; 1.07]
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95% CI
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Pooled Estimate
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Study interaction p-value 0.0060

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes

p-value
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

p-value

[0.41; 1.05]

[0.56; 0.98]

[0.56; 0.91]

95% CI

0.65

0.74

0.72

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

15.4

84.6

100.0

Weight

696

479

1175

N

30

133

163

n

699

462

1161

N

45

158

203

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.4398

Placebo Dapa 10mg

Page 3825 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: <30
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300

p-value
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F_ipdforest_log_ANY_pt_3_orpdf generated by f_forest.sas at 27JUL2021:21:42:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.3.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.1943
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Male
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Female
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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Placebo Dapa 10mg

Page 3832 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years

p-value
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Study interaction p-value 0.6581
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_4_orpdf generated by f_forest.sas at 27JUL2021:21:46:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.4.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)

Page 13 of 26
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)

Page 16 of 26

Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)

Page 23 of 26

Type 2 Diabetes: No

p-value

[0.32; 3.13]

[0.48; 0.97]

[0.51; 0.99]

95% CI

1.00

0.68

0.71

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

6.5

93.5

100.0

Weight

696

479

1175

N

6

64

70

n

699

462

1161

N

6

85

91

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.5856

Placebo Dapa 10mg

Page 3877 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)

Page 24 of 26

Baseline UACR: <30

p-value

[0.35; 1.87]

[0.35; 1.87]

95% CI

0.81

0.81

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

10

10

n

352

352

N

13

13

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 3878 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_5_orpdf generated by f_forest.sas at 27JUL2021:21:49:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.5.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.0399

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.1737
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value
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Study interaction p-value 0.2839
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value
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Study interaction p-value 0.0560
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)

Page 19 of 26

Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No
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Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_6_orpdf generated by f_forest.sas at 27JUL2021:21:53:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.6.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Coronary artery disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Study interaction p-value 0.0160

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

p-value

[0.66; 3.77]

[0.13; 2.68]

[0.36; 1.58]

[0.57; 1.63]

95% CI

1.58

0.60

0.76

0.96

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

35.8

11.2

53.0

100.0

Weight

104

44

103

251

N

16

3

14

33

n

87

46

116

249

N

9

5

20

34

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3674

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

p-value

[0.45; 1.22]

[0.35; 1.25]

[0.34; 1.24]

[0.50; 0.97]

95% CI

0.74

0.66

0.65

0.69

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

43.4

30.6

26.0

100.0

Weight

747

186

440

1373

N

29

18

16

63

n

718

186

458

1362

N

37

26

25

88

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9471

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 13 of 26

Race: Other

p-value

[0.44; 2.10]

[0.03; 4.42]

[0.16; 1.21]

[0.38; 1.25]

95% CI

0.96

0.36

0.44

0.69

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5

Favours Dapa Favours placebo

58.6

5.8

35.6

100.0

Weight

175

19

110

304

N

13

1

6

20

n

181

15

113

309

N

14

2

13

29

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4409

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.67; 1.26]

[0.33; 0.87]

[0.32; 1.85]

[0.60; 1.00]

95% CI

0.92

0.53

0.77

0.78

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

61.5

29.3

9.2

100.0

Weight

1270

362

92

1724

N

78

29

10

117

n

1248

357

95

1700

N

83

50

13

146

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2041

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.59; 1.36]

[0.69; 1.56]

[0.74; 1.06]

[0.78; 1.06]

95% CI

0.90

1.04

0.89

0.91

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

12.9

14.0

73.1

100.0

Weight

879

598

2865

4342

N

44

50

243

337

n

901

605

2855

4361

N

50

49

270

369

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7969

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.69; 1.19]

[0.57; 1.07]

[0.60; 1.20]

[0.71; 1.01]

95% CI

0.91

0.78

0.85

0.85

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

40.1

32.2

27.7

100.0

Weight

1915

960

604

3479

N

108

79

66

253

n

1929

962

658

3549

N

119

99

83

301

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7860
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value

[0.44; 2.01]

[0.73; 1.11]

[0.74; 1.11]

95% CI

0.94

0.90

0.91

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

6.6

93.4

100.0

Weight

234

2353

2587

N

14

187

201

n

220

2292

2512

N

14

200

214

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9331

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.65; 1.59]

[0.62; 1.24]

[0.65; 1.20]

[0.74; 1.11]

95% CI

1.02

0.87

0.88

0.91

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

19.0

35.1

45.8

100.0

Weight

793

675

988

2456

N

42

66

88

196

n

748

688

994

2430

N

39

76

99

214

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8595

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.64; 1.19]

[0.26; 1.05]

[0.71; 1.10]

[0.72; 1.02]

95% CI

0.87

0.52

0.89

0.85

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

30.6

5.9

63.5

100.0

Weight

1356

285

1970

3611

N

80

13

166

259

n

1401

274

1956

3631

N

94

23

184

301

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3610

Placebo Dapa 10mg

Page 3925 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

p-value

[0.49; 2.33]

[0.57; 1.07]

[0.60; 1.50]

[0.67; 1.09]

95% CI

1.07

0.78

0.95

0.85

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

9.0

61.1

29.9

100.0

Weight

235

960

354

1549

N

14

79

40

133

n

233

962

372

1567

N

13

99

44

156

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6540

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

p-value

[0.68; 1.17]

[0.72; 1.06]

[0.75; 1.03]

95% CI

0.90

0.88

0.88

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

32.8

67.2

100.0

Weight

1914

2604

4518

N

108

214

322

n

1916

2578

4494

N

120

239

359

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9178

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 22 of 26

Type 2 Diabetes: Yes

p-value

[0.67; 1.21]

[0.50; 1.16]

[0.74; 1.06]

[0.76; 1.01]

95% CI

0.90

0.76

0.89

0.87

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

22.8

12.0

65.1

100.0

Weight

1453

481

2958

4892

N

92

43

254

389

n

1450

500

2950

4900

N

101

57

283

441

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7969

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

p-value

[0.56; 1.56]

[0.51; 1.29]

[0.62; 1.22]

95% CI

0.94

0.81

0.87

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

43.4

56.6

100.0

Weight

696

479

1175

N

30

36

66

n

699

462

1161

N

32

42

74

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.6937

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: <30

p-value

[0.60; 1.65]

[0.60; 1.65]

95% CI

0.99

0.99

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

32

32

n

352

352

N

34

34

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300

p-value

[0.64; 4.16]

[0.81; 1.27]

[0.84; 1.30]

95% CI

1.63

1.02

1.04

Ratio
Odds

0.5 0.8 1 2 5

Favours Dapa Favours placebo

4.9

95.1

100.0

Weight

239

2016

2255

N

13

169

182

n

205

2011

2216

N

7

166

173

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3390
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F_ipdforest_log_ANY_pt_7_orpdf generated by f_forest.sas at 27JUL2021:22:03:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.7.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300

p-value

[0.67; 1.14]

[0.37; 0.79]

[0.60; 0.92]

95% CI

0.87

0.54

0.75

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

64.5

35.5

100.0

Weight

1909

592

2501

N

109

49

158

n

1944

574

2518

N

126

82

208

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0489

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Overall

p-value

[0.49; 1.42]

[0.55; 2.45]

[0.46; 0.94]

[0.57; 0.99]

95% CI

0.83

1.16

0.65

0.75

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

26.5

13.5

60.0

100.0

Weight

2149

960

2958

6067

N

25

15

51

91

n

2149

962

2950

6061

N

30

13

77

120

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3721
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Male

p-value

[0.53; 2.10]

[0.46; 2.32]

[0.40; 0.97]

[0.55; 1.08]

95% CI

1.06

1.03

0.62

0.77

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

23.9

17.5

58.6

100.0

Weight

1440

683

2026

4149

N

17

12

33

62

n

1433

705

1970

4108

N

16

12

51

79

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3338
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Female

p-value

[0.24; 1.37]

[0.29; 27.12]

[0.39; 1.33]

[0.44; 1.17]

95% CI

0.57

2.80

0.72

0.72

Ratio
Odds

0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours placebo

30.7

4.5

64.8

100.0

Weight

709

277

932

1918

N

8

3

18

29

n

716

257

980

1953

N

14

1

26

41

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4419
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years

p-value

[0.30; 1.29]

[1.07; 69.58]
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[0.38; 0.92]

95% CI
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Pooled Estimate
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Study interaction p-value 0.0322

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years

p-value

[0.53; 2.68]

[0.22; 1.46]
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95% CI

1.20

0.57

0.84

0.85

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

20.7

15.4

63.9

100.0

Weight

903

725

1268

2896

N

13

7

33

53

n

911

716

1290

2917

N

11

12

40

63

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5037
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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[0.02; 1.62]
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Study interaction p-value 0.0810
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

p-value

[0.02; 1.11]

[0.74; 51.73]

[0.09; 2.84]

[0.23; 2.17]

95% CI
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1

4

12

n

D169AC00001
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Pooled Estimate

Study

Study interaction p-value 0.0400

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

p-value

[0.14; 7.43]
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.45; 1.87]

[0.33; 4.64]
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Study interaction p-value 0.7228
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.32; 1.65]

[0.45; 2.79]

[0.46; 0.96]

[0.52; 0.98]

95% CI
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0.66
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Pooled Estimate
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Study interaction p-value 0.5715
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.57; 1.78]

[0.55; 2.45]

[0.33; 1.29]
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Pooled Estimate
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Study interaction p-value 0.4899
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.10; 0.97]

[0.58; 3.06]
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95% CI
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Pooled Estimate
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Study interaction p-value 0.1190
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.64; 2.28]

[0.11; 3.85]
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[0.55; 1.11]

95% CI
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Study interaction p-value 0.2786
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_8_orpdf generated by f_forest.sas at 27JUL2021:22:08:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.8.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Bronchitis (Odds Ratio), overall and by subgroups (safety analysis set)

Page 26 of 26

Baseline UACR: >300

p-value

[0.45; 1.47]

[0.49; 2.89]

[0.56; 1.49]

95% CI

0.81

1.19

0.91

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

69.1

30.9

100.0

Weight

1909

592

2501

N

20

11

31

n

1944

574

2518

N

25

9

34

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4846

Placebo Dapa 10mg

Page 3958 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)

Page 1 of 26

Overall

p-value

[0.39; 0.88]

[0.28; 1.49]

[0.26; 1.14]

[0.42; 0.81]

95% CI

0.59

0.64

0.55

0.59

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

65.8

15.0

19.2

100.0

Weight

2149

960

2958

6067

N

38

9

11

58

n

2149

962

2950

6061

N

64

14

20

98

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9602

Placebo Dapa 10mg

Page 3959 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300
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F_ipdforest_log_ANY_pt_9_orpdf generated by f_forest.sas at 27JUL2021:22:11:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.9.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Glomerular filtration rate decreased (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

p-value

[0.75; 1.43]

[0.60; 2.19]

[0.42; 1.32]

[0.76; 1.27]

95% CI

1.04

1.14

0.75

0.99

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

69.9

13.6

16.5

100.0

Weight

449

185

361

995

N

94

22

24

140

n

463

180

322

965

N

94

19

28

141

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5425

Placebo Dapa 10mg

Page 3990 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Study

Study interaction p-value 0.0296

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America

p-value

[0.60; 1.25]

[0.48; 1.67]

[0.52; 0.82]

[0.60; 0.87]

95% CI

0.87

0.90

0.65

0.72

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

25.5

8.8

65.6

100.0

Weight

401

137

997

1535

N

64

21

149

234

n

412

167

998

1577

N

74

28

212

314

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3458
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White

p-value

[0.60; 0.95]

[0.86; 1.57]

[0.55; 0.79]

[0.67; 0.86]

95% CI

0.75

1.16

0.66

0.76

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

31.7

17.7

50.6

100.0

Weight

1123

711

2305

4139

N

150

103

240

493

n

1163

715

2263

4141

N

198

91

338

627

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0069

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

p-value

[0.48; 1.88]

[0.16; 1.72]

[0.29; 1.14]

[0.45; 1.10]

95% CI

0.95

0.53

0.58

0.71

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

45.9

12.5

41.6

100.0

Weight

104

44

103

251

N

23

5

16

44

n

87

46

116

249

N

20

9

28

57

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5005
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

p-value

[0.50; 0.96]

[0.33; 0.98]

[0.59; 1.36]

[0.57; 0.91]

95% CI

0.69

0.57

0.89

0.72

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

48.9

20.4

30.6

100.0

Weight

747

186

440

1373

N

69

25

46

140

n

718

186

458

1362

N

92

40

53

185

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4404
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

p-value

[0.90; 2.40]

[0.03; 4.42]

[0.48; 1.96]

[0.84; 1.85]

95% CI

1.47

0.36

0.97

1.24

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5

Favours Dapa Favours placebo

69.8

1.9

28.3

100.0

Weight

175

19

110

304

N

48

1

18

67

n

181

15

113

309

N

37

2

19

58

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4227
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.65; 1.00]

[0.72; 1.58]

[0.22; 0.90]

[0.68; 0.98]

95% CI

0.80

1.07

0.44

0.82

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

70.6

21.7

7.7

100.0

Weight

1270

362

92

1724

N

179

61

15

255

n

1248

357

95

1700

N

212

57

29

298

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1098
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.63; 1.07]

[0.61; 1.19]

[0.61; 0.83]

[0.66; 0.85]

95% CI

0.82

0.85

0.71

0.75

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

22.5

14.4

63.2

100.0

Weight

879

598

2865

4342

N

111

73

304

488

n

901

605

2855

4361

N

135

85

409

629

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4770
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.70; 1.00]

[0.73; 1.21]

[0.45; 0.82]

[0.71; 0.92]

95% CI

0.84

0.94

0.61

0.81

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

54.7

26.3

19.1

100.0

Weight

1915

960

604

3479

N

264

134

79

477

n

1929

962

658

3549

N

310

142

131

583

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0941
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value

[0.36; 1.06]

[0.61; 0.88]

[0.61; 0.86]

95% CI

0.62

0.73

0.72

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

10.4

89.6

100.0

Weight

234

2353

2587

N

26

240

266

n

220

2292

2512

N

37

307

344

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5722
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.73; 1.30]

[0.68; 1.24]

[0.48; 0.81]

[0.69; 0.95]

95% CI

0.98

0.92

0.62

0.81

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

32.6

30.2

37.2

100.0

Weight

793

675

988

2456

N

111

96

105

312

n

748

688

994

2430

N

107

105

159

371

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0475

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.60; 0.91]

[0.61; 1.60]

[0.61; 0.89]

[0.66; 0.86]

95% CI

0.74

0.99

0.74

0.75

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

42.9

7.7

49.4

100.0

Weight

1356

285

1970

3611

N

179

38

215

432

n

1401

274

1956

3631

N

240

37

279

556

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5301
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

p-value

[0.59; 1.48]

[0.73; 1.21]

[0.61; 1.31]

[0.76; 1.12]

95% CI

0.94

0.94

0.90

0.93

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

18.9

54.6

26.5

100.0

Weight

235

960

354

1549

N

44

134

60

238

n

233

962

372

1567

N

46

142

69

257

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9825
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

p-value

[0.66; 0.95]

[0.56; 0.79]

[0.64; 0.82]

95% CI

0.79

0.66

0.72

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

47.7

52.3

100.0

Weight

1914

2604

4518

N

246

260

506

n

1916

2578

4494

N

301

369

670

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1477
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes

p-value

[0.68; 1.00]

[0.79; 1.57]

[0.60; 0.81]

[0.69; 0.87]

95% CI

0.83

1.11

0.70

0.78

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

36.7

11.1

52.2

100.0

Weight

1453

481

2958

4892

N

229

78

320

627

n

1450

500

2950

4900

N

268

74

438

780

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0324

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

p-value

[0.53; 1.07]

[0.52; 1.12]

[0.59; 0.98]

95% CI

0.75

0.77

0.76

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

52.0

48.0

100.0

Weight

696

479

1175

N

61

56

117

n

699

462

1161

N

79

68

147

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.9182
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: <30

p-value

[0.57; 1.35]

[0.57; 1.35]

95% CI

0.88

0.88

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

44

44

n

352

352

N

52

52

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300

p-value

[0.51; 1.45]

[0.53; 0.79]

[0.56; 0.80]

95% CI

0.86

0.65

0.67

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

13.2

86.8

100.0

Weight

239

2016

2255

N

34

194

228

n

205

2011

2216

N

33

284

317

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2817
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F_ipdforest_log_ANY_pt_10_orpdf generated by f_forest.sas at 27JUL2021:22:28:41
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.10.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300

p-value

[0.67; 0.96]

[0.55; 1.05]

[0.68; 0.93]

95% CI

0.80

0.76

0.79

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

76.1

23.9

100.0

Weight

1909

592

2501

N

256

80

336

n

1944

574

2518

N

314

98

412

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7640
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Overall

p-value

[0.66; 1.26]

[0.42; 1.10]

[0.56; 0.94]

[0.65; 0.94]

95% CI

0.91

0.68

0.73

0.78

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

33.7

15.0

51.3

100.0

Weight

2149

960

2958

6067

N

74

29

102

205

n

2149

962

2950

6061

N
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n

D169AC00001
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4848

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Male
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4998

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)

Page 3 of 26

Sex: Female

p-value
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Pooled Estimate
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Study interaction p-value 0.7861

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years

p-value

[0.44; 1.13]
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[0.45; 0.95]
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Study interaction p-value 0.9600

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

p-value

[0.46; 2.32]
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Study interaction p-value 0.1488
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

p-value

[0.47; 2.27]

[0.14; 2.48]

[0.38; 1.80]

[0.52; 1.46]

95% CI
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Study interaction p-value 0.7890

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

p-value
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Study interaction p-value 0.3644

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America

p-value

[0.64; 1.57]

[0.40; 1.63]

[0.52; 1.02]

[0.63; 1.05]

95% CI

1.00

0.81

0.72

0.82

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

33.1

13.8

53.1

100.0

Weight

401

137

997

1535

N

43

15

63

121

n

412

167

998

1577

N

44

22

85

151

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5034
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White

p-value
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

p-value

[0.16; 1.35]
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Study interaction p-value 0.5319

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

p-value

[0.44; 1.83]

[0.14; 2.52]

[0.14; 1.50]

[0.41; 1.27]

95% CI
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n
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5
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6042

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

p-value

[0.17; 2.02]

[0.10; 66.20]

[0.01; 0.98]

[0.17; 1.28]

95% CI
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N

7

0
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2595

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.64; 1.40]

[0.28; 1.10]

[0.23; 1.70]

[0.58; 1.11]

95% CI
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0.80
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11.5

100.0
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7
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n

1248
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N
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n
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3783

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.48; 1.47]

[0.42; 1.68]

[0.56; 0.97]

[0.61; 0.96]

95% CI

0.84
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0.74
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0.2 0.5 1 1.5 2

Favours Dapa Favours placebo
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23
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n
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N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8903

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.64; 1.23]

[0.42; 1.10]

[0.53; 1.24]

[0.65; 1.02]

95% CI
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6785

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value

[0.37; 6.69]

[0.50; 0.98]
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Pooled Estimate
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Study interaction p-value 0.2869

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.65; 2.15]

[0.36; 1.11]

[0.51; 1.25]

[0.61; 1.12]

95% CI

1.18

0.64
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0.83

Ratio
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Favours Dapa Favours placebo

25.1

29.2

45.7
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Weight
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N
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n
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2430
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3262

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.56; 1.21]

[0.32; 2.24]

[0.50; 0.96]

[0.59; 0.95]

95% CI

0.82

0.85

0.69

0.75

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

38.8

6.0

55.2

100.0

Weight
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N

49

8
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1401
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3631

N
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9
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7752

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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p-value

[0.38; 1.47]

[0.38; 1.47]

95% CI

0.74

0.74

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

15

15

n

352

352

N

21

21

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 4034 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300
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F_ipdforest_log_ANY_pt_11_orpdf generated by f_forest.sas at 27JUL2021:22:32:58
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.11.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

p-value

[0.60; 1.25]

[0.22; 0.79]

[0.69; 1.53]

[0.65; 1.07]

95% CI

0.86

0.41

1.03

0.83

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

43.7

14.6

41.6

100.0

Weight

690

183

404

1277

N

60

15

56

131

n

654

180

422

1256

N

65

32

57

154

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0640

Placebo Dapa 10mg

Page 4043 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian
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Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other
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N

27

1

23

51

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6693

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.78; 1.19]

[0.55; 1.17]

[0.46; 1.52]

[0.77; 1.09]

95% CI

0.96

0.81

0.84

0.92

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

64.5

21.2

14.3

100.0

Weight

1270

362

92

1724

N

211

63

33

307

n

1248

357

95

1700

N

214

74

38

326

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7078

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.54; 0.99]

[0.66; 1.36]

[0.78; 1.02]

[0.78; 0.98]

95% CI

0.73

0.95

0.89

0.87

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

12.0

9.2

78.7

100.0

Weight

879

598

2865

4342

N

78

66

510

654

n

901

605

2855

4361

N

106

70

557

733

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4190

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.75; 1.07]

[0.68; 1.14]

[0.97; 1.58]

[0.86; 1.10]

95% CI

0.90

0.88

1.24

0.97

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

44.0

21.3

34.7

100.0

Weight

1915

960

604

3479

N

266

129

189

584

n

1929

962

658

3549

N

294

144

177

615

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0733

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value

[0.45; 1.47]

[0.68; 0.93]

[0.68; 0.92]

95% CI

0.81

0.79

0.80

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

5.6

94.4

100.0

Weight

234

2353

2587

N

23

354

377

n

220

2292

2512

N

26

418

444

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9766

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.60; 1.10]

[0.52; 0.95]

[0.78; 1.23]

[0.73; 1.00]

95% CI

0.81

0.71

0.98

0.86

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

23.5

25.4

51.2

100.0

Weight

793

675

988

2456

N

89

86

188

363

n

748

688

994

2430

N

101

118

192

411

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1879

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 19 of 26

Baseline systolic BP: > 130 mmHg

p-value

[0.76; 1.15]

[1.01; 2.85]

[0.73; 1.00]

[0.81; 1.03]

95% CI

0.93

1.69

0.85

0.91

Ratio
Odds

0.5 0.8 1 2 5

Favours Dapa Favours placebo

32.8

4.9

62.3

100.0

Weight

1356

285

1970

3611

N

200

43

356

599

n

1401

274

1956

3631

N

219

26

403

648

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0476

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

p-value

[0.41; 1.09]

[0.68; 1.14]

[0.75; 1.44]

[0.74; 1.08]

95% CI

0.67

0.88

1.04

0.89

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

13.9

46.6

39.5

100.0

Weight

235

960

354

1549

N

34

129

97

260

n

233

962

372

1567

N

47

144

99

290

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3060

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

p-value

[0.77; 1.11]

[0.76; 1.00]

[0.80; 1.00]

95% CI

0.93

0.87

0.89

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

34.7

65.3

100.0

Weight

1914

2604

4518

N

255

447

702

n

1916

2578

4494

N

273

496

769

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6395

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes

p-value

[0.77; 1.15]

[0.65; 1.29]

[0.78; 1.02]

[0.82; 1.00]

95% CI

0.94

0.91

0.89

0.91

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

25.0

8.6

66.4

100.0

Weight

1453

481

2958

4892

N

218

73

544

835

n

1450

500

2950

4900

N

230

82

595

907

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9369

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

p-value

[0.55; 1.07]

[0.58; 1.26]

[0.63; 1.03]

95% CI

0.77

0.85

0.80

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

57.1

42.9

100.0

Weight

696

479

1175

N

71

56

127

n

699

462

1161

N

90

62

152

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.6774

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: <30

p-value

[0.98; 1.97]

[0.98; 1.97]

95% CI

1.39

1.39

Ratio
Odds

0.8 1 1.5 2

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

92

92

n

352

352

N

76

76

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300

p-value

[0.45; 1.59]

[0.70; 0.98]

[0.71; 0.97]

95% CI

0.84

0.83

0.83

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

5.3

94.7

100.0

Weight

239

2016

2255

N

21

320

341

n

205

2011

2216

N

21

373

394

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9940

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_12_orpdf generated by f_forest.sas at 27JUL2021:22:50:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.12.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300

p-value

[0.75; 1.07]

[0.62; 1.07]

[0.75; 1.01]

95% CI

0.90

0.82

0.87

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

65.1

34.9

100.0

Weight

1909

592

2501

N

268

128

396

n

1944

574

2518

N

299

145

444

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6251

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Overall

p-value

[0.63; 1.36]

[0.28; 1.11]

[0.47; 0.94]

[0.58; 0.94]

95% CI

0.93

0.56

0.66

0.74

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

39.2

12.2

48.6

100.0

Weight

2149

960

2958

6067

N

51

13

55

119

n

2149

962

2950

6061

N

55

23

82

160

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3127

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Male

p-value

[0.43; 1.10]

[0.26; 1.24]

[0.47; 1.06]

[0.51; 0.90]

95% CI

0.69

0.57

0.71

0.68

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

37.0

13.4

49.6

100.0

Weight

1440

683

2026

4149

N

30

10

41

81

n

1433

705

1970

4108

N

43

18

56

117

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8842

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Female

p-value

[0.87; 3.67]

[0.13; 2.33]

[0.29; 1.08]

[0.57; 1.42]

95% CI

1.79

0.55

0.56

0.90

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

41.1

10.0

48.9

100.0

Weight

709

277

932

1918

N

21

3

14

38

n

716

257

980

1953

N

12

5

26

43

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0502

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years

p-value

[0.44; 1.19]

[0.21; 2.01]

[0.46; 1.15]

[0.52; 1.00]

95% CI

0.73

0.65

0.73

0.72

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

42.4

8.1

49.5

100.0

Weight

1246

235

1690

3171

N

28

5

33

66

n

1238

246

1660

3144

N

38

8

44

90

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9806

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years

p-value

[0.73; 2.59]

[0.22; 1.24]

[0.34; 0.99]

[0.53; 1.10]

95% CI

1.37

0.52

0.58

0.76

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

33.8

17.9

48.2

100.0

Weight

903

725

1268

2896

N

23

8

22

53

n

911

716

1290

2917

N

17

15

38

70

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0797

Placebo Dapa 10mg
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)

Page 6 of 26

Region: Latin America

p-value

[0.75; 2.88]

[0.41; 5.32]

[0.01; 3.71]

[0.75; 2.44]

95% CI

1.47

1.47

0.18

1.36

Ratio
Odds

0.005 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

75.9

20.6

3.5

100.0

Weight

449

185

361
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N

21

6

0

27

n

463

180

322

965

N

15

4

2

21

n

D169AC00001

D1699C00001
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)

Page 12 of 26

Race: Asian

p-value

[0.29; 1.25]

[0.00; 1.13]

[0.19; 2.47]

[0.30; 1.04]

95% CI

0.60

0.06

0.69

0.56

Ratio
Odds

0.005 0.2 0.5 1 2 5

Favours Dapa Favours placebo

72.2

4.5

23.3

100.0

Weight

747

186

440

1373

N

12

0

4

16

n

718

186

458

1362

N

19

7

6

32

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3178

Placebo Dapa 10mg

Page 4074 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value
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Study interaction p-value 0.2333
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value
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Pooled Estimate
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Study interaction p-value 0.0363

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)

Page 22 of 26
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Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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p-value

[0.27; 25.12]

[0.44; 1.16]

[0.47; 1.22]

95% CI

2.59

0.71

0.75

Ratio
Odds

0.2 0.5 1 2 5 10 20 40

Favours Dapa Favours placebo

4.4

95.6

100.0

Weight

239

2016

2255

N

3

28

31

n

205

2011

2216

N

1

39

40

n

D169AC00001

D1693C00001
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Study interaction p-value 0.2771
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F_ipdforest_log_ANY_pt_13_orpdf generated by f_forest.sas at 27JUL2021:22:54:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.13.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300

p-value
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Pooled Estimate
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Study interaction p-value 0.1094
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Page 4088 of 4674

28/07/2021



F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Overall
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Pooled Estimate
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Study interaction p-value 0.2660
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Male

p-value

[1.00; 3.52]

[0.49; 2.18]
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Study interaction p-value 0.4484
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Female

p-value

[0.34; 2.34]
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Pooled Estimate

Study

Study interaction p-value 0.0223

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years

p-value

[0.77; 3.48]
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years

p-value

[0.68; 2.88]
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

p-value

[0.39; 3.01]

[0.14; 7.06]

[0.84; 4.76]
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Study interaction p-value 0.6201
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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Study interaction p-value 0.1298
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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Study interaction p-value 0.6762
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian
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Pooled Estimate
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Study interaction p-value 0.5933
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other
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Study interaction p-value NC
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.80; 3.39]

[0.31; 2.40]

[0.12; 2.06]

[0.67; 1.98]
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Pooled Estimate
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Study interaction p-value 0.2721
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.65; 2.92]

[0.29; 2.12]

[1.24; 2.14]

[1.19; 1.96]

95% CI
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3792
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.86; 2.61]

[0.40; 1.68]

[0.50; 1.57]

[0.75; 1.51]

95% CI
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Pooled Estimate
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Study interaction p-value 0.3106
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value

[0.37; 6.69]

[1.34; 2.46]

[1.34; 2.43]

95% CI
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Study interaction p-value 0.8669
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.48; 2.80]

[0.32; 1.82]

[0.66; 1.62]

[0.69; 1.44]

95% CI

1.16

0.76

1.03

1.00

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

16.3

17.0

66.8

100.0

Weight

793

675
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2456

N

11

9

40

60

n

748

688

994

2430

N

9

12

39

60

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7794
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.91; 3.31]

[0.28; 3.36]

[1.38; 2.69]

[1.36; 2.43]

95% CI

1.74

0.96

1.93

1.82

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

19.2

5.2

75.6

100.0

Weight

1356

285

1970

3611

N

25

5

104

134

n

1401

274

1956

3631

N

15

5

55

75

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5821
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 20 of 26

Heart Failure: Yes

p-value

[0.48; 13.07]

[0.40; 1.68]

[0.84; 4.81]

[0.75; 2.15]

95% CI

2.51

0.82

2.01

1.27

Ratio
Odds

0.2 0.5 1 2 5 10 20

Favours Dapa Favours placebo

9.9

53.4

36.7

100.0

Weight

235

960

354

1549

N

5

14

15

34

n

233

962

372

1567

N

2

17

8

27

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2088
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

p-value

[0.82; 2.46]

[1.14; 2.00]

[1.16; 1.91]

95% CI

1.42

1.51

1.49

Ratio
Odds

0.8 0.9 1 2 5

Favours Dapa Favours placebo

19.5

80.5

100.0

Weight

1914

2604

4518

N

31

129

160

n

1916

2578

4494

N

22

86

108

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8676
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes

p-value

[0.69; 2.45]

[0.50; 3.63]

[1.19; 2.03]

[1.19; 1.91]

95% CI

1.30

1.34

1.55

1.50

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

13.3

5.5

81.2

100.0

Weight

1453

481

2958

4892

N

22

9

144

175

n

1450

500

2950

4900

N

17

7

94

118

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8687
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

p-value

[0.81; 5.06]

[0.16; 1.41]

[0.55; 2.23]

95% CI

2.03

0.48

1.11

Ratio
Odds

0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

58.3

41.7

100.0

Weight

696

479

1175

N

14

5

19

n

699

462

1161

N

7

10

17

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.0451

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: <30

p-value

[0.19; 1.20]

[0.19; 1.20]

95% CI

0.48

0.48

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

7

7

n

352

352

N

15

15

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300

p-value

[0.63; 44.00]

[1.33; 2.54]

[1.36; 2.59]

95% CI

5.25

1.84

1.88

Ratio
Odds

0.5 0.8 1 2 5 10 20 40 80

Favours Dapa Favours placebo

2.1
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100.0

Weight
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N

6
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n
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N

1
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n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3321
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F_ipdforest_log_ANY_pt_15_orpdf generated by f_forest.sas at 27JUL2021:23:08:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.15.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300

p-value

[0.77; 2.30]

[0.80; 2.55]

[0.92; 2.05]

95% CI

1.33

1.43

1.38

Ratio
Odds

0.5 0.8 1 2 5

Favours Dapa Favours placebo

51.7

48.3

100.0

Weight

1909

592

2501

N

30

29

59

n

1944
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2518

N

23

20

43

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8859
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Overall

p-value

[0.53; 0.90]

[0.37; 0.76]

[0.81; 1.16]

[0.71; 0.93]

95% CI

0.69

0.53

0.97

0.81

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

25.4

13.9

60.7

100.0

Weight

2149

960

2958

6067

N

100

49

266

415

n

2149

962

2950

6061

N

142

89

273

504

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0041

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Male

p-value

[0.56; 1.05]

[0.38; 0.88]

[0.82; 1.25]

[0.73; 1.01]

95% CI

0.77

0.58

1.01

0.86

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

26.1

14.9

59.0

100.0

Weight

1440

683

2026

4149

N

76

38

189

303

n

1433

705

1970

4108

N

97

65

182

344

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0438

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Female

p-value

[0.31; 0.87]

[0.19; 0.84]

[0.64; 1.21]

[0.55; 0.91]

95% CI

0.52

0.40

0.88

0.70

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

23.4

11.4

65.2

100.0

Weight

709
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N
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112

n

716

257

980

1953

N

45

24
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160

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0597
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years

p-value

[0.42; 0.91]

[0.12; 0.64]

[0.70; 1.15]

[0.61; 0.92]

95% CI

0.62

0.27

0.90

0.75

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

26.5

5.5

68.0

100.0

Weight

1246

235

1690

3171

N

43

7

125

175

n

1238

246

1660

3144

N

68

25

136

229

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0160

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years

p-value

[0.53; 1.09]

[0.42; 0.94]

[0.82; 1.35]

[0.73; 1.05]

95% CI

0.76

0.63

1.05

0.87

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

24.8
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55.7
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Weight
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N
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n
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2917

N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0660
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

p-value

[0.40; 1.51]

[0.40; 3.15]

[0.39; 2.01]

[0.55; 1.38]

95% CI

0.78

1.12

0.89

0.87

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

48.3

19.9

31.8

100.0

Weight

449
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N
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8

12
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n

463

180
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N

21

7
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40

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8456
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

p-value

[0.46; 1.34]

[0.28; 1.20]

[0.42; 1.62]

[0.52; 1.06]

95% CI

0.79

0.58

0.83

0.74

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

44.9

26.8

28.3

100.0

Weight

690

183

404

1277

N

26

13

16

55

n

654

180

422

1256

N

31

21

20

72

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7629
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

p-value

[0.30; 0.81]

[0.19; 0.66]

[0.78; 1.49]

[0.58; 0.95]

95% CI

0.49

0.36

1.08

0.74

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

23.9

16.0

60.1

100.0

Weight

609

455

1196

2260

N

24

15

82

121

n

620

435

1208

2263

N

48

38

77

163

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0012

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America

p-value

[0.51; 1.31]

[0.32; 1.35]

[0.74; 1.20]

[0.73; 1.09]

95% CI

0.82

0.66

0.94

0.89

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

16.5

7.5

76.0

100.0

Weight

401

137
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1535

N

34

13

156

203

n

412

167

998

1577

N

42

23

164

229

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5812
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White

p-value

[0.52; 1.03]

[0.31; 0.76]

[0.86; 1.27]

[0.75; 1.03]

95% CI

0.73

0.49

1.05

0.88

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

20.6

12.1

67.2

100.0

Weight

1123

711

2305

4139

N

62

32

233

327

n

1163

715

2263

4141

N
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63

219

368

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0034

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

p-value

[0.20; 1.81]

[0.25; 4.49]

[0.14; 0.76]

[0.26; 0.89]

95% CI

0.60

1.05

0.32

0.48

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

29.3

17.4

53.4

100.0

Weight

104

44

103

251

N

6

4

8

18

n

87

46

116

249

N

8

4

24

36

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3835
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

p-value

[0.43; 1.18]

[0.27; 1.15]

[0.53; 2.07]

[0.52; 1.06]

95% CI

0.71

0.56

1.04

0.74

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

47.5

26.4

26.1

100.0

Weight

747

186

440

1373

N

27

13

17

57

n

718

186

458

1362

N

36

22

17

75

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4764
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

p-value

[0.14; 1.20]

[0.24; 1.52]

[0.26; 1.03]

95% CI

0.41

0.60

0.51

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

40.3

59.7

100.0

Weight

175

110

304

N

5

8

13

n

181

113

309

N

12

13

25

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.46; 0.90]

[0.34; 1.04]

[0.27; 1.17]

[0.48; 0.81]

95% CI

0.65

0.60

0.56

0.62

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

60.0

23.1

16.9

100.0

Weight

1270

362

92

1724

N

60

22

14

96

n

1248

357

95

1700

N

89

35

23

147

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9719
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.50; 1.16]

[0.30; 0.78]

[0.84; 1.21]

[0.76; 1.04]

95% CI

0.76

0.48

1.00

0.89

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

13.3

10.6

76.1

100.0

Weight

879

598

2865

4342

N

40

27

252

319

n

901

605

2855

4361

N

53

54

250

357

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0138

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.53; 0.92]

[0.37; 0.76]

[0.76; 1.44]

[0.62; 0.89]

95% CI

0.70

0.53

1.05

0.74

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

39.6

24.0

36.3

100.0

Weight

1915

960

604

3479

N

90

49

86

225

n

1929

962

658

3549

N

127

89

90

306

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0127

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value

[0.27; 1.39]

[0.77; 1.18]

[0.75; 1.14]

95% CI

0.61

0.95

0.93

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

6.0

94.0

100.0

Weight

234

2353

2587

N

10

180

190

n

220

2292

2512

N

15

183

198

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3005
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.40; 1.02]

[0.42; 0.94]

[0.73; 1.35]

[0.64; 0.98]

95% CI

0.64

0.63

0.99

0.79

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

20.4

28.5

51.1

100.0

Weight

793

675

988

2456

N

32

42

90

164

n

748

688

994

2430

N

46

66

91

203

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1132
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.52; 0.99]

[0.12; 0.65]

[0.77; 1.19]

[0.70; 0.99]

95% CI

0.72

0.27

0.96

0.83

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

28.9

3.8

67.3

100.0

Weight

1356

285

1970

3611

N

68

7

176

251

n

1401

274

1956

3631

N

96

23

182

301

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0126

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

p-value

[0.61; 2.21]

[0.37; 0.76]

[0.74; 1.67]

[0.61; 1.00]

95% CI

1.16

0.53

1.11

0.78

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

14.6

44.1

41.3

100.0

Weight

235

960

354

1549

N

22

49

55

126

n

233

962

372

1567

N

19

89

53

161

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0103

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

p-value

[0.46; 0.83]

[0.78; 1.15]

[0.70; 0.97]

95% CI

0.62

0.95

0.83

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

30.0

70.0

100.0

Weight

1914

2604

4518

N

78

211

289

n

1916

2578

4494

N

123

220

343

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0169

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes

p-value

[0.45; 0.83]

[0.40; 1.03]

[0.81; 1.16]

[0.73; 0.97]

95% CI

0.61

0.64

0.97

0.84

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

20.9

9.3

69.8

100.0

Weight

1453

481

2958

4892

N

68

30

266

364

n

1450

500

2950

4900

N

108

47

273

428

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0192

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

p-value

[0.57; 1.55]

[0.24; 0.72]

[0.45; 0.95]

95% CI

0.94

0.41

0.66

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

55.5

44.5

100.0

Weight

696

479

1175

N

32

19

51

n

699

462

1161

N

34

42

76

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.0320

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: <30

p-value

[0.75; 1.92]

[0.75; 1.92]

95% CI

1.20

1.20

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

41

41

n

352

352

N

37

37

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 25 of 26

Baseline UACR: >=30 - <=300

p-value

[0.34; 1.57]

[0.71; 1.12]

[0.70; 1.09]

95% CI

0.73

0.89

0.87

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

7.9

92.1

100.0

Weight

239

2016

2255

N

13

152

165

n

205

2011

2216

N

15

169

184

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6226
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F_ipdforest_log_ANY_pt_16_orpdf generated by f_forest.sas at 28JUL2021:06:45:35
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.16.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 26 of 26

Baseline UACR: >300

p-value

[0.52; 0.90]

[0.71; 1.46]

[0.64; 0.99]

95% CI

0.68

1.02

0.79

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

59.3

40.7

100.0

Weight

1909

592

2501

N

87

68

155

n

1944

574

2518

N

127

65

192

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0776
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Overall

p-value

[1.06; 2.71]

[0.95; 2.25]

[0.81; 2.07]

[1.13; 1.92]

95% CI

1.69

1.46

1.29

1.47

Ratio
Odds

0.8 0.9 1 2 5

Favours Dapa Favours placebo

30.6

39.1

30.3

100.0

Weight

2149

960

2958

6067

N

47

53

40

140

n

2149

962

2950

6061

N

28

37

31

96

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7279
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)

Page 2 of 26

Sex: Male

p-value

[1.19; 3.82]

[0.81; 2.23]

[0.82; 2.29]

[1.13; 2.09]

95% CI

2.14

1.35

1.37

1.54

Ratio
Odds

0.8 0.9 1 2 5

Favours Dapa Favours placebo

27.3

38.3

34.4

100.0

Weight

1440

683

2026

4149

N

36

36

35

107

n

1433

705

1970

4108

N

17

28

25

70

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4197
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)

Page 3 of 26

Sex: Female

p-value

[0.44; 2.34]

[0.79; 4.12]

[0.27; 2.88]

[0.73; 2.11]

95% CI

1.01

1.80

0.88

1.24

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

38.6

42.5

18.9

100.0

Weight

709

277

932

1918

N

11

17

5

33

n

716

257

980

1953

N

11

9

6

26

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5213
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)

Page 6 of 26

Region: Latin America
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.94; 2.97]
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.75; 3.95]

[0.94; 3.02]
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Study interaction p-value 0.6808
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[1.08; 2.87]

[0.95; 2.25]
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Study interaction p-value 0.7385
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.91; 3.26]
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Study interaction p-value 0.3779
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.79; 3.23]

[0.58; 4.53]

[0.91; 3.28]

[1.08; 2.55]
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Study interaction p-value 0.9844
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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Study interaction p-value 0.5481
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

p-value

[0.68; 3.99]

[1.01; 3.91]

[1.08; 3.17]

95% CI

1.64

1.98

1.85

Ratio
Odds

0.5 0.8 1 2 5

Favours Dapa Favours placebo

35.8

64.2

100.0

Weight

696

479

1175

N

13

26

39

n

699

462

1161

N

8

13

21

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.7640
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: <30

p-value

[0.53; 8.61]

[0.53; 8.61]

95% CI

2.13

2.13

Ratio
Odds

0.5 0.8 1 2 5 10

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

6

6

n

352

352

N

3

3

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300

p-value

[1.07; 22.36]

[0.60; 2.02]

[0.77; 2.38]

95% CI

4.90

1.10

1.35

Ratio
Odds

0.5 0.8 1 2 5 10 20 40

Favours Dapa Favours placebo

14.0

86.0

100.0

Weight

239

2016

2255

N

11

22

33

n
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2011

2216

N

2

20

22

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0762
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F_ipdforest_log_ANY_pt_17_orpdf generated by f_forest.sas at 28JUL2021:06:49:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypotension (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300

p-value

[0.85; 2.36]

[0.53; 3.35]

[0.90; 2.18]

95% CI

1.42

1.34

1.40

Ratio
Odds

0.5 0.8 1 2 5

Favours Dapa Favours placebo

76.5

23.5

100.0

Weight

1909

592

2501

N

36

11

47

n

1944

574

2518

N

26

8

34

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9153
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Overall

p-value

[0.54; 0.87]

[0.61; 0.91]

[0.80; 1.05]

[0.75; 0.91]

95% CI

0.68

0.75

0.92

0.83

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

13.4

32.5

54.1

100.0

Weight

2149

960

2958

6067

N

128

252

517

897

n

2149

962

2950

6061

N

182

311

553

1046

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0487

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Male

p-value

[0.57; 0.99]

[0.59; 0.94]

[0.83; 1.13]

[0.77; 0.97]

95% CI

0.75

0.75

0.97

0.87

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

12.8

31.8

55.4

100.0

Weight

1440

683

2026

4149

N

93

179

394

666

n

1433

705

1970

4108

N

121

227

394

742

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1138
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Female

p-value

[0.36; 0.86]

[0.51; 1.07]

[0.61; 1.01]

[0.60; 0.87]

95% CI

0.56

0.74

0.79

0.72

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

14.8

34.5

50.7

100.0

Weight
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N

35

73

123

231

n

716

257

980

1953

N

61

84

159

304

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3200
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years

p-value

[0.40; 0.83]

[0.46; 0.99]

[0.75; 1.09]

[0.69; 0.93]

95% CI

0.58

0.67

0.90

0.80

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

12.4

21.9
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100.0

Weight

1246
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1690
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n
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N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0595
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years

p-value

[0.57; 1.05]

[0.61; 0.97]

[0.77; 1.14]

[0.74; 0.97]

95% CI

0.77
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Ratio
Odds
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14.2
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46.1
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Weight
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N
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n
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N
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270
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3804
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

p-value

[0.37; 1.13]

[0.57; 1.39]

[0.59; 1.63]

[0.63; 1.12]

95% CI

0.65
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5033
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

p-value

[0.33; 1.31]

[0.41; 1.05]

[0.74; 1.62]

[0.64; 1.11]

95% CI

0.66

0.66

1.10

0.85

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

11.3

43.6

45.1

100.0

Weight
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N

14

42
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n
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180
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1256

N

20
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2123
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

p-value

[0.49; 1.01]

[0.51; 0.92]

[0.75; 1.13]

[0.70; 0.94]

95% CI

0.71

0.69
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Pooled Estimate

Study

Study interaction p-value 0.2275
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America

p-value

[0.45; 1.12]

[0.54; 1.44]

[0.71; 1.08]

[0.71; 1.01]

95% CI

0.71
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Pooled Estimate
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Study interaction p-value 0.6471
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White

p-value

[0.55; 0.94]

[0.59; 0.93]

[0.79; 1.06]

[0.74; 0.93]

95% CI

0.72
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1524
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

p-value

[0.11; 1.36]

[0.38; 2.08]

[0.26; 1.05]

[0.36; 0.99]

95% CI

0.40
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0.2 0.5 1 2 5

Favours Dapa Favours placebo

9.8
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100.0

Weight
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n
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3100
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

p-value

[0.42; 1.47]

[0.42; 1.05]

[0.62; 1.38]

[0.60; 1.05]

95% CI

0.78

0.66

0.92

0.80

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

13.9

44.5

41.6

100.0

Weight

747

186

440

1373

N

18

42

51

111

n

718

186

458

1362

N

22

57

57

136

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6417
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

p-value

[0.12; 1.30]

[0.46; 8.63]

[0.75; 3.07]

[0.67; 2.05]

95% CI

0.40

2.00

1.52

1.17

Ratio
Odds

0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

16.4

21.8

61.8

100.0

Weight

175

19

110

304

N

4

8

22

34

n

181

15

113

309

N

10

4

16

30

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1399
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.47; 0.86]

[0.40; 0.76]

[0.32; 1.22]

[0.49; 0.74]

95% CI

0.64

0.55

0.62

0.60

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

33.2

56.7

10.1

100.0

Weight

1270

362

92

1724

N

76

96

19

191

n

1248

357

95

1700

N

113

141

28

282

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9806
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.52; 1.10]

[0.70; 1.16]

[0.81; 1.07]

[0.81; 1.02]

95% CI

0.76

0.90

0.93

0.91

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

7.0

24.6

68.4

100.0

Weight

879

598

2865

4342

N

52

156

497

705

n

901

605

2855

4361

N

69

170

525

764

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5622
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.54; 0.89]

[0.61; 0.91]

[0.75; 1.29]

[0.68; 0.89]

95% CI

0.69

0.75

0.99

0.78

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

20.7

55.4

23.9

100.0

Weight

1915

960

604

3479

N

116

252

127

495

n

1929

962

658

3549

N

164

311

140

615

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1126
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value

[0.29; 1.29]

[0.77; 1.05]

[0.76; 1.03]

95% CI

0.61

0.90

0.89

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

3.1

96.9

100.0

Weight

234

2353

2587

N

12

389

401

n

220

2292

2512

N

18

413

431

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2983
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.47; 1.17]

[0.59; 0.94]

[0.78; 1.23]

[0.72; 0.98]

95% CI

0.74

0.74

0.98

0.84

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

7.4

52.7

39.8

100.0

Weight

793

675

988

2456

N

36

187

182

405

n

748

688

994

2430

N

45

234

186

465

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2470
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.51; 0.88]

[0.52; 1.11]

[0.75; 1.04]

[0.72; 0.93]

95% CI

0.67

0.76

0.89

0.82

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

18.7

14.7

66.6

100.0

Weight

1356

285

1970

3611

N

92

65

335

492

n

1401

274

1956

3631

N

137

77

367

581

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1788
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

p-value

[0.50; 1.20]

[0.61; 0.91]

[0.61; 1.13]

[0.66; 0.90]

95% CI

0.77

0.75

0.83

0.77

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

10.1

61.3

28.6

100.0

Weight

235

960

354

1549

N

46

252

112

410

n

233

962

372

1567

N

56

311

133

500

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7872
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

p-value

[0.48; 0.85]

[0.82; 1.10]

[0.76; 0.99]

95% CI

0.64

0.95

0.87

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

17.6

82.4

100.0

Weight

1914

2604

4518

N

82

405

487

n

1916

2578

4494

N

126

420

546

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0121

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes

p-value

[0.53; 0.89]

[0.58; 1.00]

[0.80; 1.05]

[0.76; 0.94]

95% CI

0.69

0.76

0.92

0.85

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

13.9

22.6

63.5

100.0

Weight

1453

481

2958

4892

N

111

142

517

770

n

1450

500

2950

4900

N

156

177

553

886

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0958
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

p-value

[0.35; 1.21]

[0.54; 0.98]

[0.55; 0.93]

95% CI

0.65

0.73

0.71

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

11.5

88.5

100.0

Weight

696

479

1175

N

17

110

127

n

699

462

1161

N

26

134

160

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.5669
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: <30

p-value

[0.61; 1.35]

[0.61; 1.35]

95% CI

0.91

0.91

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

56

56

n

352

352

N

64

64

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300

p-value

[0.43; 2.59]

[0.76; 1.06]

[0.77; 1.06]

95% CI

1.05

0.90

0.90

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

2.5

97.5

100.0

Weight

239

2016

2255

N

11

325

336

n

205

2011

2216

N

9

354

363

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7612
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F_ipdforest_log_SAE_pt_1_orpdf generated by f_forest.sas at 28JUL2021:07:02:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.18.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300

p-value

[0.52; 0.85]

[0.70; 1.22]

[0.64; 0.92]

95% CI

0.67

0.92

0.77

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

46.9

53.1

100.0

Weight

1909

592

2501

N

117

130

247

n

1944

574

2518

N

173

134

307

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0487

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Overall

p-value

[0.47; 1.13]

[0.53; 0.87]

[0.61; 1.12]

[0.62; 0.87]

95% CI

0.72

0.68

0.83

0.73

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

13.1

58.0

28.9

100.0

Weight

2149

960

2958

6067

N

35

132

81

248

n

2149

962

2950

6061

N

48

183

97

328

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7278
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)

Page 2 of 26

Sex: Male

p-value

[0.41; 1.18]

[0.51; 0.90]

[0.63; 1.28]

[0.61; 0.92]

95% CI

0.70

0.68

0.89

0.75

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

12.6

59.2

28.3

100.0

Weight

1440

683

2026

4149

N

24

96

60

180

n

1433

705

1970

4108

N

34

137

65

236

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5659
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Female

p-value

[0.36; 1.75]

[0.43; 1.10]

[0.39; 1.19]

[0.50; 0.97]

95% CI

0.79

0.69

0.68

0.70

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

14.5

55.2

30.2

100.0

Weight

709

277

932

1918

N

11

36

21

68

n

716

257

980

1953

N

14

46

32

92

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9594
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)

Page 4 of 26

Age (years): <=65 years

p-value

[0.30; 1.29]

[0.45; 1.14]

[0.61; 1.44]

[0.59; 1.06]

95% CI

0.62

0.72

0.94

0.79

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

13.2

47.7

39.1

100.0

Weight

1246

235

1690

3171

N

12

38

42

92

n

1238

246

1660

3144

N

19

52

44

115

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5933
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)

Page 5 of 26

Age (years): >65 years

p-value

[0.46; 1.38]

[0.50; 0.89]

[0.49; 1.13]

[0.57; 0.88]

95% CI

0.79

0.67

0.74

0.70

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

13.1

63.9

23.1

100.0

Weight

903

725

1268

2896

N

23

94

39

156

n

911

716

1290

2917

N

29

131

53

213

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9128
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

p-value

[0.19; 1.71]

[0.48; 1.43]

[0.20; 2.01]

[0.48; 1.17]

95% CI

0.57

0.83

0.63

0.75

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

13.1

74.9

12.0

100.0

Weight

449

185

361

995

N

5

29

5

39

n

463

180

322

965

N

9

33

7

49

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7451
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)

Page 7 of 26

Region: Asia/Pacific

p-value

[0.19; 4.71]

[0.28; 0.95]

[0.27; 2.27]

[0.36; 0.99]

95% CI

0.95

0.52

0.78

0.60

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

8.0

73.6

18.4

100.0

Weight

690

183

404

1277

N

3

19

6

28

n

654

180

422

1256

N

3

33

8

44

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7504
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

p-value

[0.43; 1.25]

[0.46; 0.89]

[0.58; 1.23]

[0.58; 0.91]

95% CI

0.74

0.64

0.84

0.72

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

15.1

54.7

30.2

100.0

Weight

609

455

1196

2260

N

25

76

53

154

n

620

435

1208

2263

N

34

104

63

201

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6886
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)

Page 12 of 26

Race: Asian

p-value

[0.19; 4.78]

[0.29; 0.97]

[0.11; 1.72]

[0.32; 0.92]

95% CI

0.96

0.53

0.44

0.55

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

8.6

79.3

12.1

100.0

Weight

747

186

440

1373

N

3

19

3

25

n

718

186

458

1362

N

3

33

7

43

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7670

Placebo Dapa 10mg

Page 4230 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_2_orpdf generated by f_forest.sas at 28JUL2021:07:06:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.19.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 6 of 26

Region: Latin America
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 12 of 26

Race: Asian
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 20 of 26

Heart Failure: Yes
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 21 of 26

Heart Failure: No

p-value

[0.51; 1.64]

[0.60; 1.03]

[0.63; 1.04]

95% CI

0.92

0.79

0.81

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

16.9

83.1

100.0

Weight

1914

2604

4518

N

22

99

121

n

1916

2578

4494

N

24

123

147

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6609

Placebo Dapa 10mg

Page 4265 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_3_orpdf generated by f_forest.sas at 28JUL2021:07:12:13
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.20.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 26 of 26

Baseline UACR: >300

p-value

[0.39; 1.20]

[0.27; 0.73]

[0.37; 0.78]

95% CI

0.69

0.44

0.54

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

42.5

57.5

100.0

Weight

1909

592

2501

N

21

24

45

n

1944

574

2518

N

31

50

81

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2878

Placebo Dapa 10mg

Page 4270 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_4_orpdf generated by f_forest.sas at 28JUL2021:07:27:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4_orpdf generated by f_forest.sas at 28JUL2021:07:27:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_4_orpdf generated by f_forest.sas at 28JUL2021:07:27:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America
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F_ipdforest_log_SAE_pt_4_orpdf generated by f_forest.sas at 28JUL2021:07:27:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 15 of 26

Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.52; 1.09]

[0.49; 1.09]

[0.73; 1.00]

[0.72; 0.94]

95% CI

0.75

0.73

0.85

0.82

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

13.0

11.1

75.9

100.0

Weight

879

598

2865

4342

N

54

45

320

419

n

901

605

2855

4361

N

72

61

367

500

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6447

Placebo Dapa 10mg

Page 4285 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_4_orpdf generated by f_forest.sas at 28JUL2021:07:27:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 19 of 26

Baseline systolic BP: > 130 mmHg

p-value

[0.84; 1.43]

[0.38; 1.26]

[0.73; 1.07]

[0.80; 1.08]

95% CI

1.10

0.69

0.89

0.93

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

30.2

5.9

63.9

100.0

Weight

1356

285

1970

3611

N

121

20

228

369

n

1401

274

1956

3631

N

115

27

252

394

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2715

Placebo Dapa 10mg

Page 4289 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_4_orpdf generated by f_forest.sas at 28JUL2021:07:27:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 21 of 26

Heart Failure: No

p-value

[0.71; 1.14]

[0.68; 0.96]

[0.73; 0.96]

95% CI

0.90

0.80

0.84

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

32.4

67.6

100.0

Weight

1914

2604

4518

N

140

270

410

n

1916

2578

4494

N

155

324

479

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.5014

Placebo Dapa 10mg

Page 4291 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_4_orpdf generated by f_forest.sas at 28JUL2021:07:27:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.21.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)

Page 5 of 26

Age (years): >65 years

p-value

[0.30; 0.89]

[0.43; 1.18]

[0.57; 1.14]

[0.55; 0.91]

95% CI

0.52

0.71

0.80

0.71

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

21.6

24.8

53.5

100.0

Weight

903

725

1268

2896

N

21

27

60

108

n

911

716

1290

2917

N

40

37

75

152

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3932

Placebo Dapa 10mg

Page 4301 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

p-value
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Study interaction p-value 0.9131
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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Study interaction p-value 0.0563
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

p-value

[0.32; 1.54]

[0.33; 2.34]

[0.49; 1.96]

[0.54; 1.35]

95% CI

0.70

0.88

0.98

0.85

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

33.2

22.8

44.0

100.0

Weight

747

186

440

1373

N

11

8

16

35

n

718

186

458

1362

N

15

9

17

41

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8164
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

p-value

[0.25; 4.20]
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95% CI

1.04

0.25

0.16

0.54

Ratio
Odds

0.005 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

61.8

11.8

26.3

100.0

Weight

175

19

110

304

N

4

0

1

5

n

181

15

113

309

N

4

1

6

11

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3317
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.50; 1.33]
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Study interaction p-value 0.9185
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.11; 0.68]

[0.31; 1.14]

[0.68; 1.19]

[0.61; 1.00]

95% CI
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0336

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)

Page 16 of 26

Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.42; 1.01]
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Study interaction p-value 0.1864
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)

Page 17 of 26

Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.16; 0.93]

[0.37; 1.09]

[0.77; 1.92]
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0379

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.45; 1.17]
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Pooled Estimate
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Study interaction p-value 0.7698
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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Study interaction p-value 0.7584
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300
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Study interaction p-value 0.2264
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F_ipdforest_log_SAE_pt_5_orpdf generated by f_forest.sas at 28JUL2021:07:31:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.22.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 5 of 26

Age (years): >65 years

p-value

[0.50; 1.43]

[0.62; 2.14]

[0.44; 0.90]

[0.58; 0.99]

95% CI

0.84

1.15

0.63

0.76

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

25.2

18.1

56.7

100.0

Weight

903

725

1268

2896

N

26

22

51

99

n

911

716

1290

2917

N

31

19

81

131

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2369

Placebo Dapa 10mg

Page 4327 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 10 of 26

Race: White

p-value

[0.37; 0.99]

[0.73; 2.68]

[0.52; 0.93]

[0.58; 0.93]

95% CI

0.60

1.39

0.70

0.74

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

21.9

12.4

65.7

100.0

Weight

1123

711

2305

4139

N

26

22

83

131

n

1163

715

2263

4141

N

44

16

115

175

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1100

Placebo Dapa 10mg

Page 4332 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 16 of 26

Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.36; 0.79]

[0.65; 1.95]

[0.43; 1.10]

[0.53; 0.89]

95% CI

0.53

1.13

0.69

0.69

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

44.3

22.5

33.2

100.0

Weight

1915

960

604

3479

N

40

28

31

99

n

1929

962

658

3549

N

74

25

48

147

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0949

Placebo Dapa 10mg

Page 4338 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_6_orpdf generated by f_forest.sas at 28JUL2021:07:39:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.23.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)

Page 21 of 26

Heart Failure: No

p-value

[0.53; 1.40]

[0.55; 1.23]

[0.62; 1.14]

95% CI

0.86

0.82

0.84

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

40.4

59.6

100.0

Weight

1914

2604

4518

N

31

45

76

n

1916

2578

4494

N

36

54

90

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8891

Placebo Dapa 10mg

Page 4369 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_7_orpdf generated by f_forest.sas at 28JUL2021:07:43:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.24.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 4 of 26

Age (years): <=65 years

p-value

[0.41; 0.82]

[0.50; 2.66]

[0.49; 1.01]

[0.53; 0.85]

95% CI

0.58

1.15

0.71

0.67

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

49.1

8.0

43.0

100.0

Weight

1246

235

1690

3171

N

56

12

54

122

n

1238

246

1660

3144

N

93

11

74

178

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate
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Study interaction p-value 0.3140
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

p-value

[0.43; 1.36]

[0.34; 2.19]
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

p-value

[0.33; 0.95]

[0.10; 1.62]

[0.48; 1.82]

[0.44; 0.97]

95% CI
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Study interaction p-value 0.3946
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

p-value

[0.51; 1.30]
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White

p-value

[0.67; 1.29]
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

p-value

[0.10; 1.17]
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

p-value

[0.31; 0.87]

[0.11; 1.65]

[0.34; 1.67]

[0.38; 0.85]

95% CI
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Pooled Estimate
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Study interaction p-value 0.6748
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 13 of 26

Race: Other

p-value

[0.22; 1.71]

[0.00; 1.14]

[0.18; 1.24]

95% CI

0.61

0.06
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Study interaction p-value NC
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.58; 1.04]

[0.37; 1.19]

[0.12; 1.06]

[0.56; 0.93]

95% CI

0.78
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0.36
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Ratio
Odds

0.2 0.5 1 1.2 1.5
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Pooled Estimate
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Study interaction p-value 0.3979
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.33; 1.01]

[0.38; 1.40]

[0.58; 0.98]

[0.57; 0.90]

95% CI

0.58

0.73

0.75

0.72

Ratio
Odds
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D1693C00001

Pooled Estimate
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Study interaction p-value 0.6971
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.56; 0.95]

[0.45; 1.08]

[0.59; 1.43]

[0.62; 0.93]

95% CI
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6164
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value

[0.23; 3.80]

[0.47; 0.88]

[0.48; 0.89]
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Pooled Estimate
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.41; 1.05]

[0.32; 0.91]

[0.55; 1.28]

[0.53; 0.90]

95% CI

0.66

0.54

0.83

0.69
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Favours Dapa Favours placebo

33.6
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2430
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4431
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.57; 1.06]

[0.59; 3.35]

[0.48; 0.90]

[0.60; 0.93]

95% CI

0.78

1.41

0.66

0.75

Ratio
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0.2 0.5 1 2 5

Favours Dapa Favours placebo

49.3

6.0

44.7

100.0

Weight
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285
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2525
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

p-value

[0.35; 1.37]

[0.45; 1.08]

[0.41; 1.17]
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95% CI
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19.8
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Pooled Estimate
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Study interaction p-value 0.9999
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

p-value

[0.56; 0.98]

[0.55; 0.98]
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95% CI
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes

p-value

[0.64; 1.17]

[0.39; 1.22]
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95% CI
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

p-value

[0.28; 0.78]
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95% CI
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Pooled Estimate
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: <30

p-value
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Study interaction p-value NC
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300

p-value
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Pooled Estimate
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Study interaction p-value 0.9768
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F_ipdforest_log_SAE_pt_8_orpdf generated by f_forest.sas at 28JUL2021:07:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.25.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300

p-value

[0.57; 0.97]

[0.38; 0.97]
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95% CI

0.74

0.61
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N
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n
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N
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n
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Pooled Estimate
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Study interaction p-value 0.4557
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Overall

p-value

[0.44; 1.05]

[0.24; 0.67]
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95% CI
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N
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n

2149

962

2950

6061

N
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233

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0534
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Male

p-value

[0.44; 1.23]

[0.26; 0.85]

[0.66; 1.25]

[0.60; 0.99]

95% CI

0.73

0.47

0.91

0.77

Ratio
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Favours Dapa Favours placebo

22.8
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1440
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N
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n

1433
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1970

4108

N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1622
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Female

p-value

[0.25; 1.28]

[0.09; 0.71]

[0.42; 1.04]

[0.39; 0.82]

95% CI

0.56

0.26
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0.57
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0.05 0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo
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5
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n
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257
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N
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2575
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years

p-value

[0.31; 1.13]

[0.07; 0.82]

[0.58; 1.24]

[0.52; 0.98]

95% CI

0.59

0.23
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n
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D1693C00001

Pooled Estimate
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Study interaction p-value 0.1279
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 5 of 26

Age (years): >65 years

p-value

[0.43; 1.39]

[0.26; 0.79]

[0.55; 1.13]

[0.52; 0.90]

95% CI
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Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

20.4

23.5

56.0

100.0

Weight

903

725

1268

2896
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N
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135

n
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D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2478
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

p-value

[0.33; 3.22]

[0.20; 2.93]
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95% CI
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0.77

0.99

0.95

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

29.8

22.4

47.8

100.0

Weight

449

185

361

995

N

6

4

10

20

n

463

180

322

965

N

6

5

9

20

n

D169AC00001

D1699C00001
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Pooled Estimate
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Study interaction p-value 0.9420
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

p-value

[0.22; 1.78]

[0.08; 1.19]

[0.30; 2.68]

[0.31; 1.16]

95% CI

0.63

0.32

0.89

0.60

Ratio
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0.05 0.2 0.5 1 2 5

Favours Dapa Favours placebo

39.4

25.0

35.6

100.0

Weight
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3
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n
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D1693C00001

Pooled Estimate
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Study interaction p-value 0.5023
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

p-value

[0.22; 1.13]

[0.18; 0.88]

[0.71; 1.80]

[0.54; 1.11]

95% CI
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n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0416

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America

p-value

[0.39; 1.61]

[0.15; 0.98]

[0.44; 0.92]

[0.46; 0.85]

95% CI
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Pooled Estimate
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Study interaction p-value 0.4953
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White

p-value

[0.47; 1.37]

[0.26; 0.79]

[0.68; 1.21]
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Pooled Estimate
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Study interaction p-value 0.0963
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

p-value

[0.03; 2.66]

[0.03; 2.28]

[0.03; 0.71]

[0.07; 0.59]

95% CI
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0.20
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100.0
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1
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2

4

n
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3
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20
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D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9202
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian

p-value

[0.18; 1.28]

[0.08; 1.07]

[0.30; 3.62]

[0.27; 1.02]

95% CI

0.48

0.29

1.04

0.52

Ratio
Odds

0.05 0.2 0.5 1 2 5

Favours Dapa Favours placebo

45.2

26.5

28.3

100.0

Weight

747

186

440

1373

N

6

3

5

14

n

718

186

458

1362

N

12

10

5

27

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3759
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other

p-value

[0.17; 3.50]

[0.16; 1.48]

[0.24; 1.40]

95% CI

0.77

0.49

0.57

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

33.0

67.0

100.0

Weight

175

110

304

N

3

5

8

n

181

113

309

N

4

10

14

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

p-value

[0.39; 1.12]

[0.31; 1.36]

[0.33; 2.10]

[0.46; 1.01]

95% CI

0.66

0.65

0.83

0.68

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

51.8

27.7

20.5

100.0

Weight

1270

362

92

1724

N

23

12

9

44

n

1248

357

95

1700

N

34

18

11

63

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8773
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

p-value

[0.34; 1.52]

[0.14; 0.56]

[0.62; 1.07]

[0.56; 0.90]

95% CI

0.72

0.28

0.81

0.71

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

10.1

11.3

78.5

100.0

Weight

879

598

2865

4342

N

12

10

97

119

n

901

605

2855

4361

N

17

35

118

170

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0227

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.46; 1.13]

[0.24; 0.67]

[0.63; 1.60]

[0.52; 0.89]

95% CI

0.72

0.40

1.01

0.68

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

35.3

28.9

35.8

100.0

Weight

1915

960

604

3479

N

33

22

36

91

n

1929

962

658

3549

N

46

53

39

138

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0305

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

p-value

[0.07; 1.93]

[0.55; 1.03]

[0.54; 1.00]

95% CI

0.37

0.75

0.73

Ratio
Odds

0.05 0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

3.4

96.6

100.0

Weight

234

2353

2587

N

2

70

72

n

220

2292

2512

N

5

90

95

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4077
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value

[0.36; 2.03]

[0.31; 0.95]

[0.46; 1.13]

[0.49; 0.93]

95% CI

0.86

0.54

0.72

0.67

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

13.6

32.6

53.8

100.0

Weight

793

675

988

2456

N

10

19

35

64

n

748

688

994

2430

N

11

35

48

94

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6221
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value

[0.39; 1.06]

[0.04; 0.52]

[0.63; 1.20]

[0.56; 0.96]

95% CI

0.64

0.15

0.87

0.73

Ratio
Odds

0.01 0.02 0.2 0.5 1 1.5

Favours Dapa Favours placebo

27.3

4.5

68.2

100.0

Weight

1356

285

1970

3611

N

25

3

71

99

n

1401

274

1956

3631

N

40

18

81

139

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0240

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

p-value

[0.48; 2.42]

[0.24; 0.67]

[0.66; 1.97]

[0.51; 1.00]

95% CI

1.08

0.40

1.14

0.71

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

17.4

42.5

40.1

100.0

Weight

235

960

354

1549

N

13

22

29

64

n

233

962

372

1567

N

12

53

27

92

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.0114

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.

Placebo Dapa 10mg

Page 4420 of 4674

28/07/2021



F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

p-value

[0.33; 0.95]

[0.55; 1.00]

[0.53; 0.90]

95% CI

0.56

0.74

0.69

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

23.9

76.1

100.0

Weight

1914

2604

4518

N

22

77

99

n

1916

2578

4494

N

39

102

141

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3557
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 22 of 26

Type 2 Diabetes: Yes

p-value

[0.32; 0.90]

[0.25; 0.95]

[0.63; 1.06]

[0.57; 0.89]

95% CI

0.54

0.49

0.81

0.71

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

17.9

10.7

71.4

100.0

Weight

1453

481

2958

4892

N

23

13

106

142

n

1450

500

2950

4900

N

42

27

129

198

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.1854
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No

p-value

[0.56; 3.21]

[0.15; 0.69]

[0.34; 1.07]

95% CI

1.35

0.32

0.60

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

43.1

56.9

100.0

Weight

696

479

1175

N

12

9

21

n

699

462

1161

N

9

26

35

n

D169AC00001

D1699C00001

Pooled Estimate

Study

Study interaction p-value 0.0167

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: <30

p-value

[0.63; 2.68]

[0.63; 2.68]

95% CI

1.30

1.30

Ratio
Odds

0.5 0.8 1 2 5

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

17

17

n

352

352

N

14

14

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300

p-value

[0.17; 4.29]

[0.55; 1.10]

[0.55; 1.10]

95% CI

0.86

0.78

0.78

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

4.3

95.7

100.0

Weight

239

2016

2255

N

3

58

61

n

205

2011

2216

N

3

74

77

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9110
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F_ipdforest_log_SAE_pt_9_orpdf generated by f_forest.sas at 28JUL2021:08:00:21
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300

p-value

[0.43; 1.06]

[0.42; 1.13]

[0.49; 0.95]

95% CI

0.67

0.69

0.68

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

52.3

47.7

100.0

Weight

1909

592

2501

N

32

29

61

n

1944

574

2518

N

48

40

88

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9152
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Overall

p-value

[0.60; 1.11]

[0.56; 0.89]

[0.79; 1.10]

[0.75; 0.95]

95% CI

0.82

0.71

0.93

0.84

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

13.9

32.5

53.5

100.0

Weight

2149

960

2958

6067

N

80

153

304

537

n

2149

962

2950

6061

N

97

203

324

624

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2096
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Male

p-value

[0.63; 1.29]

[0.55; 0.94]

[0.79; 1.16]

[0.76; 1.01]

95% CI

0.90

0.72

0.96

0.87

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

13.4

32.1

54.5

100.0

Weight

1440

683

2026

4149

N

59

110

231

400

n

1433

705

1970

4108

N

65

149

233

447

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2586
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Sex: Female

p-value

[0.37; 1.14]

[0.44; 1.08]

[0.60; 1.15]

[0.60; 0.96]

95% CI

0.65

0.69

0.83

0.75

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

15.2

33.7

51.1

100.0

Weight

709

277

932

1918

N

21

43

73

137

n

716

257

980

1953

N

32

54

91

177

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7028
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years

p-value

[0.47; 1.14]

[0.39; 0.97]

[0.71; 1.13]

[0.67; 0.98]

95% CI

0.73

0.62

0.90

0.81

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

15.1

21.5

63.4

100.0

Weight

1246

235

1690

3171

N

35

39

151

225

n

1238

246

1660

3144

N

47

60

164

271

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3552
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years

p-value

[0.60; 1.37]

[0.57; 0.98]

[0.76; 1.23]

[0.74; 1.03]

95% CI

0.90

0.75

0.97

0.87

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

13.1

40.3

46.6

100.0

Weight

903

725

1268

2896

N

45

114

153

312

n

911

716

1290

2917

N

50

143

160

353

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3930
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

p-value

[0.40; 1.51]

[0.52; 1.40]

[0.58; 2.03]

[0.64; 1.25]

95% CI

0.78

0.85

1.09

0.89

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

20.5

55.4

24.1

100.0

Weight

449

185

361

995

N

16

38

23

77

n

463

180

322

965

N

21

42

19

82

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7581
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific

p-value

[0.58; 3.89]

[0.27; 0.97]

[0.38; 1.11]

[0.47; 0.99]

95% CI

1.50

0.51

0.65

0.68

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

13.7

38.9

47.5

100.0

Weight

690

183

404

1277

N
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17

23

51

n
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180

422

1256

N

7

30
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73

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2078
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe

p-value

[0.50; 1.26]

[0.52; 1.03]

[0.75; 1.31]

[0.71; 1.05]

95% CI

0.79

0.73

0.99

0.86

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

15.4

38.1

46.5

100.0

Weight

609

455

1196

2260

N

34

74

110

218

n

620

435

1208

2263

N

43

91

112

246

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4061
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_1_orpdf generated by f_forest.sas at 28JUL2021:08:12:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.27.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): <=65 years
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Age (years): >65 years
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: White
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Black or African American

p-value

[0.56; 4.78]

[0.14; 84.63]

[0.64; 4.86]

95% CI

1.64

3.41

1.76

Ratio
Odds

0.2 0.5 1 2 5 10 20 40 80 160

Favours Dapa Favours placebo

93.0

7.0

100.0

Weight

44

103

251

N

10

1

11

n

46

116

249

N

7

0

7

n

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg

Page 4463 of 4674

28/07/2021



F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Asian
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_2_orpdf generated by f_forest.sas at 28JUL2021:08:17:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.28.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Cardiac disorders: Cardiac failure (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Region: North America
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Race: Black or African American
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_3_orpdf generated by f_forest.sas at 28JUL2021:08:22:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.29.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall and by subgroups (safety 
analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 15 of 26

Baseline eGFR Group 1: >= 45mL/min/1,73m2
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)

Page 21 of 26

Heart Failure: No

p-value

[0.47; 1.43]

[0.38; 0.81]

[0.46; 0.86]

95% CI

0.82

0.56

0.63

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

30.9

69.1

100.0

Weight

1914

2604

4518

N

23

44

67

n

1916

2578

4494

N

28

77

105

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2661

Placebo Dapa 10mg

Page 4525 of 4674

28/07/2021



F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_4_orpdf generated by f_forest.sas at 28JUL2021:08:30:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.30.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Metabolism and nutrition disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg

p-value
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg

p-value
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Study interaction p-value 0.7638
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

p-value
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Study interaction p-value 0.1973
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No

p-value
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[0.54; 1.14]

[0.65; 1.06]

95% CI

0.86

0.79

0.83

Ratio
Odds

0.5 0.8 1 1.2 1.5

Favours Dapa Favours placebo

56.3

43.7

100.0

Weight

1914

2604

4518

N

68

52

120

n

1916

2578

4494

N

79

65

144

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7311
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes

p-value

[0.64; 1.32]
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Study interaction p-value 0.2012

Placebo Dapa 10mg

Page 4552 of 4674

28/07/2021



F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300
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F_ipdforest_log_SEV_pt_5_orpdf generated by f_forest.sas at 28JUL2021:08:35:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.31.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Renal and urinary disorders: All (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >300
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Sex: Female
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)

Page 4 of 26

Age (years): <=65 years
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Age (years): >65 years

p-value
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Study interaction p-value 0.4270
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Region: Latin America
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Pooled Estimate
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Study interaction p-value 0.6294
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Region: Asia/Pacific
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Study interaction p-value 0.5140
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Region: Europe
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[0.03; 0.68]
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Study interaction p-value 0.0310

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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Region: North America
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)

Page 16 of 26

Baseline eGFR Group 2: < 60mL/min/1,73m2

p-value

[0.39; 1.33]

[0.25; 0.91]

[0.49; 1.57]

[0.48; 0.97]

95% CI

0.72

0.48

0.88

0.68

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

32.8

29.8

37.4

100.0

Weight

1915

960

604

3479

N

18

14

21

53

n

1929

962

658

3549

N

25

29

26

80

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3765

Placebo Dapa 10mg

Page 4572 of 4674

28/07/2021



F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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F_ipdforest_log_SEV_pt_6_orpdf generated by f_forest.sas at 28JUL2021:08:42:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.32.1 - Pooled IPD forest plots: Subjects experiencing an AE graded as severe of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: All (Odds Ratio), overall and by subgroups (safety analysis 
set)
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f_ipdforest_log_NONSIG_PT_1_orpdf generated by f_forest.sas at 28JUL2021:08:42:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.33.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_2_orpdf generated by f_forest.sas at 28JUL2021:08:42:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.34.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Angina pectoris (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_3_orpdf generated by f_forest.sas at 28JUL2021:08:43:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.35.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Angina unstable (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_4_orpdf generated by f_forest.sas at 28JUL2021:08:43:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.36.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_5_orpdf generated by f_forest.sas at 28JUL2021:08:43:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.37.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Cardiac disorders: Myocardial infarction (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_6_orpdf generated by f_forest.sas at 28JUL2021:08:43:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.38.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Ear and labyrinth disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_7_orpdf generated by f_forest.sas at 28JUL2021:08:44:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.39.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Eye disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_8_orpdf generated by f_forest.sas at 28JUL2021:08:44:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.40.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Eye disorders: Cataract (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_9_orpdf generated by f_forest.sas at 28JUL2021:08:46:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.41.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Gastrointestinal disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_10_orpdf generated by f_forest.sas at 28JUL2021:08:46:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.42.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Gastrointestinal disorders: Diarrhoea (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_11_orpdf generated by f_forest.sas at 28JUL2021:08:46:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.43.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Death (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_12_orpdf generated by f_forest.sas at 28JUL2021:08:47:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.44.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Non-cardiac chest pain (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_13_orpdf generated by f_forest.sas at 28JUL2021:08:47:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.45.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_14_orpdf generated by f_forest.sas at 28JUL2021:08:47:52
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.46.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Hepatobiliary disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_15_orpdf generated by f_forest.sas at 28JUL2021:08:50:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.47.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_16_orpdf generated by f_forest.sas at 28JUL2021:08:50:46
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.48.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Cellulitis (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_18_orpdf generated by f_forest.sas at 28JUL2021:08:51:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.50.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Nasopharyngitis (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_19_orpdf generated by f_forest.sas at 28JUL2021:08:51:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.51.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_20_orpdf generated by f_forest.sas at 28JUL2021:08:51:45
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.52.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Sepsis (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_21_orpdf generated by f_forest.sas at 28JUL2021:08:51:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.53.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Upper respiratory tract infection (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_22_orpdf generated by f_forest.sas at 28JUL2021:08:52:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.54.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Infections and infestations: Urinary tract infection (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_23_orpdf generated by f_forest.sas at 28JUL2021:08:53:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.55.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_25_orpdf generated by f_forest.sas at 28JUL2021:08:56:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.57.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_26_orpdf generated by f_forest.sas at 28JUL2021:08:56:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.58.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Investigations: Blood creatinine increased (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_27_orpdf generated by f_forest.sas at 28JUL2021:08:56:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.59.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Dehydration (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_28_orpdf generated by f_forest.sas at 28JUL2021:08:56:57
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.60.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall (safety analysis set)

Page 1 of 1

Overall

p-value

[0.32; 0.94]

[0.43; 1.65]

[0.30; 0.78]

[0.42; 0.78]

95% CI

0.55

0.84

0.48

0.57

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

34.1

22.0

43.9

100.0

Weight

2149

960

2958

6067

N

21

16

26

63

n

2149

962

2950

6061

N

38

19

53

110

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4099

Placebo Dapa 10mg

Page 4610 of 4674

28/07/2021



f_ipdforest_log_NONSIG_PT_29_orpdf generated by f_forest.sas at 28JUL2021:08:57:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.61.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_30_orpdf generated by f_forest.sas at 28JUL2021:08:57:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.62.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperkalaemia (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_31_orpdf generated by f_forest.sas at 28JUL2021:08:57:38
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.63.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypoglycaemia (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_32_orpdf generated by f_forest.sas at 28JUL2021:08:57:51
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.64.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypovolaemia (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_33_orpdf generated by f_forest.sas at 28JUL2021:08:58:05
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.65.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_34_orpdf generated by f_forest.sas at 28JUL2021:08:59:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.66.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_35_orpdf generated by f_forest.sas at 28JUL2021:08:59:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.67.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Arthralgia (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_36_orpdf generated by f_forest.sas at 28JUL2021:08:59:46
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.68.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Back pain (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_37_orpdf generated by f_forest.sas at 28JUL2021:09:00:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.69.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: Osteoarthritis (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_39_orpdf generated by f_forest.sas at 28JUL2021:09:02:01
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.71.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts and polyps): All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_40_orpdf generated by f_forest.sas at 28JUL2021:09:03:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.72.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: All (Odds Ratio), overall (safety analysis set)

Page 1 of 1

Overall

p-value

[0.71; 1.08]

[0.80; 1.52]

[0.88; 1.19]

[0.88; 1.11]

95% CI

0.87

1.10

1.03

0.99

Ratio
Odds

0.5 0.8 1 1.5 2

Favours Dapa Favours placebo

27.4

11.5

61.1

100.0

Weight

2149

960

2958

6067

N

182

85

413

680

n

2149

962

2950

6061

N

206

78

403

687

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3601

Placebo Dapa 10mg

Page 4622 of 4674

28/07/2021



f_ipdforest_log_NONSIG_PT_41_orpdf generated by f_forest.sas at 28JUL2021:09:03:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.73.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Cerebrovascular accident (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_42_orpdf generated by f_forest.sas at 28JUL2021:09:04:10
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.74.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Dizziness (Odds Ratio), overall (safety analysis set)

Page 1 of 1

Overall

p-value

[0.57; 1.64]

[0.83; 2.87]

[0.95; 2.25]

[0.97; 1.75]

95% CI

0.96

1.55

1.46

1.30

Ratio
Odds

0.5 0.8 1 2 5

Favours Dapa Favours placebo

30.6

23.1

46.3

100.0

Weight

2149

960

2958

6067

N

27

26

51

104

n

2149

962

2950

6061

N

28

17

35

80

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4090

Placebo Dapa 10mg

Page 4624 of 4674

28/07/2021



f_ipdforest_log_NONSIG_PT_43_orpdf generated by f_forest.sas at 28JUL2021:09:04:27
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.75.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Ischaemic stroke (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_44_orpdf generated by f_forest.sas at 28JUL2021:09:04:44
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.76.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Nervous system disorders: Transient ischaemic attack (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_45_orpdf generated by f_forest.sas at 28JUL2021:09:05:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.77.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Psychiatric disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_46_orpdf generated by f_forest.sas at 28JUL2021:09:05:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.78.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Chronic kidney disease (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_48_orpdf generated by f_forest.sas at 28JUL2021:09:06:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.80.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Haematuria (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_49_orpdf generated by f_forest.sas at 28JUL2021:09:06:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.81.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Renal failure (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_50_orpdf generated by f_forest.sas at 28JUL2021:09:06:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.82.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Renal and urinary disorders: Renal impairment (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_51_orpdf generated by f_forest.sas at 28JUL2021:09:06:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.83.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Reproductive system and breast disorders: Benign prostatic hyperplasia (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_52_orpdf generated by f_forest.sas at 28JUL2021:09:07:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.84.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Chronic obstructive pulmonary disease (Odds Ratio), overall (safety analysis 
set)
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f_ipdforest_log_NONSIG_PT_53_orpdf generated by f_forest.sas at 28JUL2021:09:07:29
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.85.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_54_orpdf generated by f_forest.sas at 28JUL2021:09:08:30
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.86.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Skin and subcutaneous tissue disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_55_orpdf generated by f_forest.sas at 28JUL2021:09:08:47
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.87.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Skin and subcutaneous tissue disorders: Skin ulcer (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_56_orpdf generated by f_forest.sas at 28JUL2021:09:09:51
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.88.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_57_orpdf generated by f_forest.sas at 28JUL2021:09:10:09
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.89.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Hypertension (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_PT_58_orpdf generated by f_forest.sas at 28JUL2021:09:10:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.90.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Vascular disorders: Peripheral arterial occlusive disease (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_2_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:11:03
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.92.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_3_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:11:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.93.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Angina pectoris (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_4_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:11:37
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.94.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Angina unstable (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_5_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:11:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.95.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_6_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:12:11
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.96.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Odds Ratio), overall (safety analysis set)

Page 1 of 1

Overall

p-value

[0.28; 1.38]

[0.53; 1.40]

[0.62; 1.14]

[0.64; 1.05]

95% CI

0.62

0.86

0.84

0.82

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

9.3

26.6

64.2

100.0

Weight

2149

960

2958

6067

N

10

32

77

119

n

2149

962

2950

6061

N

16

37

91

144

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7626

Placebo Dapa 10mg

Page 4646 of 4674

28/07/2021



f_ipdforest_log_NONSIG_7_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:12:28
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.97.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Cardiac disorders: Myocardial infarction (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_8_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:13:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.98.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Gastrointestinal disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_9_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:13:48
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.99.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: General disorders and administration site conditions: Death (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_10_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:14:17
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.100.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Hepatobiliary disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_11_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:14:34
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.101.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Infections and infestations: Cellulitis (Odds Ratio), overall (safety analysis set)

Page 1 of 1

Overall

p-value

[0.45; 1.94]

[0.20; 1.92]

[0.63; 1.36]

[0.64; 1.24]

95% CI

0.93

0.62

0.92

0.89

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

19.8

8.4

71.8

100.0

Weight

2149

960

2958

6067

N

14

5

50

69

n

2149

962

2950

6061

N

15

8

54

77

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8052

Placebo Dapa 10mg

Page 4651 of 4674

28/07/2021



f_ipdforest_log_NONSIG_13_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:16:02
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.103.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_14_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:16:19
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.104.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Metabolism and nutrition disorders: Hypoglycaemia (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_15_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:16:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.105.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_16_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:18:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.106.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts and polyps): All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_17_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:19:16
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.107.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_18_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:19:32
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.108.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: Cerebrovascular accident (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_19_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:19:50
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.109.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Nervous system disorders: Ischaemic stroke (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_21_SAE_orpdf generated by f_forest.sas at 28JUL2021:09:20:57
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.111.1 - Pooled IPD forest plots: Subjects experiencing a serious AE of a specific SOC/PT: Vascular disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_1_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:21:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.112.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Cardiac disorders: Acute myocardial infarction (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_2_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:21:31
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.113.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Cardiac disorders: Cardiac failure congestive (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_3_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:22:12
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.114.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Gastrointestinal disorders: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_4_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:22:39
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.115.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: General disorders and administration site conditions: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_5_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:22:56
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.116.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: General disorders and administration site conditions: Death (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_6_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:24:06
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.117.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Infections and infestations: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_7_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:24:23
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.118.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Infections and infestations: Pneumonia (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_8_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:25:14
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.119.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Injury, poisoning and procedural complications: All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_9_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:25:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.120.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Musculoskeletal and connective tissue disorders: All (Odds Ratio), overall (safety analysis set)

Page 1 of 1

Overall

p-value

[0.40; 2.52]

[0.19; 1.66]

[0.66; 1.44]

[0.66; 1.31]

95% CI

1.00

0.55

0.98

0.93

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

13.3

9.5

77.2

100.0

Weight

2149

960

2958

6067

N

9

5

51

65

n

2149

962

2950

6061

N

9

9

52

70

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6242

Placebo Dapa 10mg

Page 4670 of 4674

28/07/2021



f_ipdforest_log_NONSIG_10_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:26:40
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.121.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Neoplasms benign, malignant and unspecified (incl cysts and polyps): All (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_11_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:27:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.122.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Nervous system disorders: All (Odds Ratio), overall (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.123.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Renal and urinary disorders: Acute kidney injury (Odds Ratio), overall (safety analysis set)
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f_ipdforest_log_NONSIG_13_SEV_orpdf generated by f_forest.sas at 28JUL2021:09:28:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.124.1 - Pooled IPD forest plots: Subjects experiencing a severe AE of a specific SOC/PT: Vascular disorders: All (Odds Ratio), overall (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)

Page 4 of 26

Age (years): <=65 years

0.3711

0.3604

0.1361

0.0724

p-value

[0.44; 1.36]

[0.04; 3.33]

[0.32; 1.17]

[0.45; 1.04]

95% CI

0.77

0.35

0.61

0.68

risk
Relative

0.01 0.02 0.2 0.5 1 2 5

Favours Dapa Favours placebo

54.4

3.4

42.2

100.0

Weight

1246

235

1690

3171

N

21

1

15

37

n

1238

246

1660

3144

N

27

3

24

54

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.7297

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_18pdf generated by f_forest.sas at 02AUG2021:17:53:26
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Relative Risk), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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p-value

[0.43; 1.37]

[0.04; 3.35]

[0.32; 1.17]

[0.44; 1.03]

95% CI

0.77

0.35

0.61

0.68

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5

Favours Dapa Favours placebo

54.4

3.4

42.2

100.0

Weight

1246

235

1690

3171

N

21

1

15

37

n

1238

246

1660

3144

N

27

3

24

54

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate
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Study interaction p-value 0.7297
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Age (years): >65 years
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Region: Latin America
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Region: Asia/Pacific
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Study interaction p-value 0.0671

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Region: Europe
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Region: North America
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Race: White
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Race: Black or African American
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)

Page 12 of 26

Race: Asian

0.1108
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0.1322
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Pooled Estimate
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Study interaction p-value 0.0485

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Race: Other

0.5914

0.5095
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Study interaction p-value NC

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2

0.4504

0.0237

0.1427

0.9503

p-value

[0.75; 1.91]
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Pooled Estimate
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Study interaction p-value 0.0212

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.0158

0.6071

0.2640

0.0191

p-value

[0.22; 0.85]
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Study interaction p-value 0.4054
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.5039

0.0093

0.9639

0.1456

p-value

[0.59; 1.30]
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Study interaction p-value 0.0780
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2

0.4906

0.0603

0.0474

p-value

[0.21; 2.13]
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Study interaction p-value 0.7750
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Baseline systolic BP: <= 130 mmHg

0.8490

0.0118

0.3433

0.1086

p-value

[0.53; 2.16]
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Study interaction p-value 0.0953
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Baseline systolic BP: > 130 mmHg

0.2761

0.5487

0.2284

0.0958

p-value

[0.50; 1.22]

[0.04; 5.31]
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Study interaction p-value 0.8896
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Heart Failure: Yes

0.1168

0.0093
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Pooled Estimate
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Study interaction p-value 0.0115

Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)

Page 21 of 26

Heart Failure: No

0.1669

0.0511

0.0227

p-value

[0.51; 1.12]
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F_ipdforest_log_ANY_pt_18_orpdf generated by f_forest.sas at 02AUG2021:17:53:33
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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Type 2 Diabetes: Yes

0.8227

0.0785

0.1249

0.0996
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17a.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: General disorders and administration site conditions: Oedema peripheral (Odds Ratio), overall and by subgroups (safety 
analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)

Page 22 of 26

Type 2 Diabetes: Yes

0.0432

0.9168

0.0027

0.0009

p-value

[0.33; 0.98]

[0.44; 2.08]

[0.31; 0.78]

[0.42; 0.80]

95% CI

0.57

0.96

0.49

0.58

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

35.0

17.3

47.7

100.0

Weight

1453

481

2958

4892

N

20

12

26

58

n

1450

500

2950

4900

N

35

13

53

101

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3434

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_19pdf generated by f_forest.sas at 02AUG2021:17:53:38
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)

Page 15 of 26

Baseline eGFR Group 1: >= 45mL/min/1,73m2

0.1791

0.9770

0.0035

0.0045

p-value

[0.30; 1.25]

[0.45; 2.27]

[0.31; 0.79]

[0.42; 0.85]

95% CI

0.61

1.01

0.49

0.60

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

24.4

19.6

56.1

100.0

Weight

879

598

2865

4342

N

12

12

26

50

n

901

605

2855

4361

N

20

12

52

84

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3196

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)

Page 16 of 26

Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0360

0.6136

0.0773

0.0156

p-value

[0.29; 0.96]

[0.43; 1.65]

[0.12; 1.12]

[0.40; 0.91]

95% CI

0.53

0.84

0.36

0.60

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

48.6

38.3

13.1

100.0

Weight

1915

960

604

3479

N

17

16

4

37

n

1929

962

658

3549

N

32

19

12

63

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.3795

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_19_orpdf generated by f_forest.sas at 02AUG2021:17:53:43
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17b.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_20pdf generated by f_forest.sas at 02AUG2021:17:53:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)

Page 2 of 26

Sex: Male

0.0656

0.7746

0.0883

0.0187

p-value

[0.18; 1.06]

[0.22; 3.06]

[0.40; 1.07]

[0.41; 0.92]

95% CI

0.44

0.83

0.66

0.62

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

20.8

9.5

69.6

100.0

Weight

1440

683

2026

4149

N

7

4

27

38

n

1433

705

1970

4108

N

16

5

40

61

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6543

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_20pdf generated by f_forest.sas at 02AUG2021:17:53:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)

Page 11 of 26

Race: Black or African American

0.4735

0.5147

0.0849

0.0608

p-value

[0.04; 4.54]

[0.01; 8.33]

[0.02; 1.29]

[0.06; 1.06]

95% CI

0.42

0.35

0.16

0.26

risk
Relative

0.01 0.02 0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

34.7

19.6

45.7

100.0

Weight

104

44

103

251

N

1

0

1

2

n

87

46

116

249

N

2

1

7

10

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8228

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_20pdf generated by f_forest.sas at 02AUG2021:17:53:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_20pdf generated by f_forest.sas at 02AUG2021:17:53:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)

Page 24 of 26

Baseline UACR: <30

0.9296

0.9296

p-value

[0.31; 3.62]

[0.31; 3.62]

95% CI

1.06

1.06

risk
Relative

0.2 0.5 1 2 5

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

5

5

n

352

352

N

5

5

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_20pdf generated by f_forest.sas at 02AUG2021:17:53:49
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_20_orpdf generated by f_forest.sas at 02AUG2021:17:53:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)

Page 4 of 26

Age (years): <=65 years

0.1290

0.2944

0.2862

0.0530

p-value

[0.20; 1.23]

[0.08; 2.15]

[0.41; 1.30]

[0.40; 1.01]

95% CI

0.49

0.41

0.73

0.63

Ratio
Odds

0.05 0.2 0.5 1 2 5

Favours Dapa Favours placebo

25.7

7.9

66.4

100.0

Weight

1246

235

1690

3171

N

7

2

21

30

n

1238

246

1660

3144

N

14

5

28

47

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.6695

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_20_orpdf generated by f_forest.sas at 02AUG2021:17:53:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)

Page 13 of 26

Race: Other

0.5590

0.6319

0.8419

p-value

[0.19; 2.46]

[0.25; 9.50]

[0.32; 2.56]

95% CI

0.68

1.56

0.90

Ratio
Odds

0.2 0.5 1 2 5 10

Favours Dapa Favours placebo

66.8

33.2

100.0

Weight

175

110

304

N

4

3

7

n

181

113

309

N

6

2

8

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_20_orpdf generated by f_forest.sas at 02AUG2021:17:53:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_20_orpdf generated by f_forest.sas at 02AUG2021:17:53:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_20_orpdf generated by f_forest.sas at 02AUG2021:17:53:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_20_orpdf generated by f_forest.sas at 02AUG2021:17:53:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_20_orpdf generated by f_forest.sas at 02AUG2021:17:53:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_20_orpdf generated by f_forest.sas at 02AUG2021:17:53:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_20_orpdf generated by f_forest.sas at 02AUG2021:17:53:54
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17c.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Hyperglycaemia (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_21pdf generated by f_forest.sas at 02AUG2021:17:53:59
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)

Page 19 of 26

Baseline systolic BP: > 130 mmHg

0.0633

0.1016

0.0613

0.0021

p-value

[0.23; 1.04]

[0.12; 1.21]

[0.21; 1.04]

[0.28; 0.75]

95% CI

0.49

0.38

0.47

0.46

Ratio
Odds

0.2 0.5 1 1.2 1.5

Favours Dapa Favours placebo

43.0

18.3

38.6

100.0

Weight

1356

285

1970

3611

N

10

4

9

23

n

1401

274

1956

3631

N

21

10

19

50

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9384

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_21_orpdf generated by f_forest.sas at 02AUG2021:17:54:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)

Page 24 of 26

Baseline UACR: <30

0.2097

0.2097

p-value

[0.01; 2.91]

[0.01; 2.91]

95% CI

0.15

0.15

Ratio
Odds

0.005 0.2 0.5 1 2 5

Favours Dapa Favours placebo

100.0

100.0

Weight

333

334

N

0

0

n

352

352

N

3

3

n

D1693C00001

Pooled Estimate

Study

Study interaction p-value NC

Placebo Dapa 10mg



F_ipdforest_log_ANY_pt_21_orpdf generated by f_forest.sas at 02AUG2021:17:54:04
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17d.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Metabolism and nutrition disorders: Type 2 diabetes mellitus (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Relative Risk), overall and by subgroups (safety analysis set)
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DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_22_orpdf generated by f_forest.sas at 02AUG2021:17:54:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_22_orpdf generated by f_forest.sas at 02AUG2021:17:54:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_22_orpdf generated by f_forest.sas at 02AUG2021:17:54:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_22_orpdf generated by f_forest.sas at 02AUG2021:17:54:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_22_orpdf generated by f_forest.sas at 02AUG2021:17:54:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_22_orpdf generated by f_forest.sas at 02AUG2021:17:54:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_ANY_pt_22_orpdf generated by f_forest.sas at 02AUG2021:17:54:15
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.17e.1 - Pooled IPD forest plots: Subjects experiencing an AE of a specific SOC/PT: Respiratory, thoracic and mediastinal disorders: Dyspnoea (Odds Ratio), overall and by subgroups (safety analysis set)

Page 26 of 26

Baseline UACR: >300

0.2970

0.3327

0.1594

p-value

[0.26; 1.51]

[0.35; 1.42]

[0.39; 1.17]

95% CI

0.63

0.71

0.67

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

37.5

62.5

100.0

Weight

1909

592

2501

N

8

14

22

n

1944

574

2518

N

13

19

32

n

D169AC00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.8172

Placebo Dapa 10mg



F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10pdf generated by f_forest.sas at 02AUG2021:17:54:20
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Relative risk for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Relative Risk), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Latin America

0.5126

0.4560

0.9355

0.3725

p-value

[0.01; 8.44]

[0.14; 2.45]

[0.06; 14.31]

[0.18; 1.91]

95% CI

0.34

0.58

0.89

0.58

Ratio
Odds

0.01 0.02 0.2 0.5 1 2 5 10 20

Favours Dapa Favours placebo

13.5

68.6

18.0

100.0

Weight

449

185

361

995

N

0

3

1

4

n

463

180

322

965

N

1

5

1

7

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.9069

Placebo Dapa 10mg



F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Asia/Pacific
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: Europe
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Region: North America
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)

Page 10 of 26

Race: White
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Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Race: Other
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: < 45mL/min/1,73m2
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 1: >= 45mL/min/1,73m2
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Significant heterogeneity between the studies; validity of pooled odds ratio is questionable.
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: < 60mL/min/1,73m2

0.0591

0.0093

0.4304

0.0044

p-value

[0.16; 1.04]

[0.12; 0.74]

[0.38; 1.51]

[0.31; 0.81]

95% CI

0.40

0.30

0.76

0.50

Ratio
Odds

0.2 0.5 1 1.5 2

Favours Dapa Favours placebo

24.7

26.7

48.5

100.0

Weight

1915

960

604

3479

N

6

6

14

26

n

1929

962

658

3549

N

15

20

20

55

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.2335

Placebo Dapa 10mg



F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline eGFR Group 2: >= 60mL/min/1,73m2
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: <= 130 mmHg
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline systolic BP: > 130 mmHg
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: Yes

0.4731

0.0093

0.2881

0.0094

p-value

[0.14; 2.50]

[0.12; 0.74]

[0.29; 1.45]

[0.27; 0.83]

95% CI

0.59

0.30

0.65

0.48

Ratio
Odds

0.2 0.5 1 2 5

Favours Dapa Favours placebo

14.7

36.0

49.2

100.0

Weight

235

960

354

1549

N

3

6

10

19

n

233

962

372

1567

N

5

20

16

41

n

D169AC00001

D1699C00001

D1693C00001

Pooled Estimate

Study

Study interaction p-value 0.4210
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Heart Failure: No
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: Yes
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Type 2 Diabetes: No
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Baseline UACR: >=30 - <=300
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D169AC00001
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Pooled Estimate
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Study interaction p-value 0.3641

Placebo Dapa 10mg



F_ipdforest_log_SAE_pt_10_orpdf generated by f_forest.sas at 02AUG2021:17:54:25
CI = Confidence Intervals, NC = Not calculated
The pooled estimate of relative risk is estimated using the inverse-variance method.
Odds Ratio for individual studies are estimated using naive calculations from the frequency table. Confidence intervals are estimated using the Wald method.
Studies that do not have patients which fit the subgroup criteria are not shown.

DAPA CKD
Figure 5.12.26a.1 - Pooled IPD forest plots: Subjects experiencing a SAE of a specific SOC/PT: Cardiac disorders: Atrial fibrillation (Odds Ratio), overall and by subgroups (safety analysis set)
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Content DELIGHT: Subgroup analyses 
 
TA1A_SSIS Proportion of subjects with AEs by subgroup 

TA1A_SSSS Proportion of subjects with AEs by SOC/preferred term by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1AA_SSIS Proportion of subjects with non-disease related AEs by subgroup 

TA1AN_SSIS Proportion of subjects with non-severe AEs by subgroup 

TA1AC_SSIS Proportion of subjects with severe AEs by subgroup 

TA1AC_SSSS Proportion of subjects with severe AEs by SOC/preferred term by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1AAC_SSIS Proportion of subjects with non-disease related severe AEs by 
subgroup 

TA1AS_SSIS Proportion of subjects with serious AEs by subgroup 

TA1AS_SSSS Proportion of subjects with serious AEs by SOC/preferred term by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1AAS_SSIS Proportion of subjects with non-disease related serious AEs by 
subgroup 

TA1AD_SSIS Proportion of subjects with AEs leading to death by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1AFR_SSIS Proportion of subjects with AEOSI: Fractures by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1AFRN_SSIS Proportion of subjects with AEOSI: Non-severe fractures by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1AFRC_SSIS Proportion of subjects with AEOSI: Severe fractures by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 



TA1AFRS_SSIS Proportion of subjects with AEOSI: Serious fractures by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1AR_SSIS Proportion of subjects with AEOSI: Renal AEs by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ARN_SSIS Proportion of subjects with AEOSI: Non-severe renal AEs by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ARC_SSIS Proportion of subjects with AEOSI: Severe renal AEs by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ARS_SSIS Proportion of subjects with AEOSI: Serious renal AEs by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ASU_SSIS Proportion of subjects with AEOSI: UTI by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ASUN_SSIS Proportion of subjects with AEOSI: Non-severe UTI by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ASUC_SSIS Proportion of subjects with AEOSI: Severe UTI by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ASUS_SSIS Proportion of subjects with AEOSI: Serious UTI by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ALP_SSIS Proportion of subjects with AEOSI: Volume depletion by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ALPN_SSIS Proportion of subjects with AEOSI: Non-severe volume depletion by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 



TA1ALPC_SSIS Proportion of subjects with AEOSI: Severe volume depletion by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ALPS_SSIS Proportion of subjects with AEOSI: Serious volume depletion by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ASG_SSIS Proportion of subjects with AEOSI: Genital infections by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ASGN_SSIS Proportion of subjects with AEOSI: Non-severe genital infections by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ASGC_SSIS Proportion of subjects with AEOSI: Severe genital infections by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1ASGS_SSIS Proportion of subjects with AEOSI: Serious genital infections by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1AT_SSIS Proportion of subjects with AEs leading to discontinuation of study 
medication by subgroup 

TA1ATS_SSIS Proportion of subjects with serious AEs leading to discontinuation of 
study medication by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1AM_SSIS Proportion of subjects with AEOSI: AEs leading to amputation by 
subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TA1AMN_SSIS Proportion of subjects with AEOSI: Non-severe AEs leading to 
amputation by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 



TA1AMC_SSIS Proportion of subjects with AEOSI: Severe AEs leading to amputation by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TA1AMS_SSIS 
 

Proportion of subjects with AEOSI: Serious AEs leading to amputation by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TA1AK_SSIS 
 

Proportion of subjects with AEOSI: DKA by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TA1AKN_SSIS 
 

Proportion of subjects with AEOSI: Non-severe DKA by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TA1AKC_SSIS 
 

Proportion of subjects with AEOSI: Severe DKA by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TA1AKS_SSIS 
 

Proportion of subjects with AEOSI: Serious DKA by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TA1ASH_SSIS 
 

Proportion of subjects with AEOSI: Hypoglycemia events by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TA1ASHN_SSIS 
 

Proportion of subjects with AEOSI: Non-severe hypoglycemia events by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TA1ASHC_SSIS 
 

Proportion of subjects with AEOSI: Severe hypoglycemia events by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TA1ASHS_SSIS 
 

Proportion of subjects with AEOSI: Serious hypoglycemia events by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

 



Source Data: adae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: D1690C00023 Program Name: TA1A_SSIS.sas
Data Cut Date: 18MAY2019 Run Date: 09JUN2021:18:22:28

Table TA1A_SSIS: Proportion of subjects with AEs by subgroup
SAS

Dapa 10 mg Placebo

Proportion of subjects with AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

A: Age 0.532
<= 65 years 68 35 (51.5)

[38.9, 64.1]
72 40 (55.6)

[43.4, 67.7]
0.926

[0.680, 1.263]
0.848

[0.436, 1.650]
-4.1

[-22.0, 13.9]
0.629

> 65 years 77 44 (57.1)
[45.4, 68.8]

76 41 (53.9)
[42.1, 65.8]

1.059
[0.797, 1.407]

1.138
[0.601, 2.154]

3.2
[-13.9, 20.2]

0.692

B: Sex 0.576
Male 102 51 (50.0)

[39.8, 60.2]
105 55 (52.4)

[42.4, 62.4]
0.955

[0.731, 1.246]
0.909

[0.527, 1.568]
-2.4

[-17.0, 12.2]
0.733

Female 43 28 (65.1)
[49.7, 80.5]

43 26 (60.5)
[44.7, 76.2]

1.077
[0.777, 1.492]

1.221
[0.508, 2.930]

4.7
[-18.1, 27.4]

0.657

C: Race 0.285
White 55 35 (63.6)

[50.0, 77.3]
64 42 (65.6)

[53.2, 78.0]
0.970

[0.742, 1.267]
0.917

[0.431, 1.948]
-2.0

[-20.9, 16.9]
0.822

Black or African American 7 5 (71.4)
[30.8, 100.0]

11 6 (54.5)
[20.6, 88.5]

1.310
[0.641, 2.676]

2.083
[0.275, 15.772]

16.9
[-39.4, 73.1]

0.637#

Asian 67 28 (41.8)
[29.2, 54.3]

53 25 (47.2)
[32.8, 61.6]

0.886
[0.593, 1.323]

0.804
[0.389, 1.661]

-5.4
[-25.0, 14.2]

0.557

Other 16 11 (68.8)
[42.9, 94.6]

20 8 (40.0)
[16.0, 64.0]

1.719
[0.915, 3.228]

3.300
[0.826, 13.181]

28.8
[-8.1, 65.6]

0.090

D: Region 0.920
Asia 61 24 (39.3)

[26.3, 52.4]
51 23 (45.1)

[30.5, 59.7]
0.872

[0.565, 1.347]
0.790

[0.372, 1.678]
-5.8

[-25.9, 14.4]
0.541

Europe 9 8 (88.9)
[62.8, 100.0]

7 6 (85.7)
[52.6, 100.0]

1.037
[0.709, 1.517]

1.333
[0.069, 25.912]

3.2
[-42.6, 48.9]

1.000#

North America 32 21 (65.6)
[47.6, 83.6]

40 24 (60.0)
[43.6, 76.4]

1.094
[0.766, 1.562]

1.273
[0.485, 3.343]

5.6
[-19.6, 30.8]

0.627

Latin/South America 23 14 (60.9)
[38.8, 83.0]

25 15 (60.0)
[38.8, 81.2]

1.014
[0.642, 1.604]

1.037
[0.326, 3.302]

0.9
[-31.0, 32.7]

0.951

Other 20 12 (60.0)
[36.0, 84.0]

25 13 (52.0)
[30.4, 73.6]

1.154
[0.686, 1.940]

1.385
[0.421, 4.551]

8.0
[-25.6, 41.6]

0.596



Source Data: adae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: D1690C00023 Program Name: TA1A_SSIS.sas
Data Cut Date: 18MAY2019 Run Date: 09JUN2021:18:22:28

Table TA1A_SSIS: Proportion of subjects with AEs by subgroup
SAS

Dapa 10 mg Placebo

Proportion of subjects with AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

F: Baseline UACR status 0.302
> 1000 mg/g 30 16 (53.3)

[33.8, 72.9]
34 22 (64.7)

[47.2, 82.2]
0.824

[0.543, 1.250]
0.623

[0.228, 1.702]
-11.4

[-38.5, 15.8]
0.359

<= 1000 mg/g 115 63 (54.8)
[45.3, 64.3]

114 59 (51.8)
[42.1, 61.4]

1.059
[0.830, 1.349]

1.129
[0.672, 1.899]

3.0
[-10.8, 16.8]

0.647

G: Baseline eGFR (cut-off 1) 0.659
< 45 ml/min/1.73**2 53 25 (47.2)

[32.8, 61.6]
70 36 (51.4)

[39.0, 63.9]
0.917

[0.637, 1.321]
0.843

[0.413, 1.723]
-4.3

[-23.7, 15.2]
0.641

>= 45 ml/min/1.73**2 92 54 (58.7)
[48.1, 69.3]

78 45 (57.7)
[46.1, 69.3]

1.017
[0.788, 1.314]

1.042
[0.565, 1.921]

1.0
[-15.1, 17.1]

0.895

I: Baseline eGFR (cut-off 3) 0.529
< 60 ml/min/1.73**2 109 61 (56.0)

[46.2, 65.7]
120 65 (54.2)

[44.8, 63.5]
1.033

[0.817, 1.306]
1.075

[0.638, 1.811]
1.8

[-12.0, 15.6]
0.785

>= 60 ml/min/1.73**2 36 18 (50.0)
[32.3, 67.7]

28 16 (57.1)
[37.0, 77.3]

0.875
[0.554, 1.383]

0.750
[0.278, 2.026]

-7.1
[-34.9, 20.6]

0.573

J: Baseline systolic blood pressure 0.344
<= 130 mmHg 42 25 (59.5)

[43.5, 75.6]
43 22 (51.2)

[35.1, 67.3]
1.163

[0.792, 1.708]
1.404

[0.595, 3.313]
8.4

[-15.1, 31.8]
0.441

> 130 mmHg 103 54 (52.4)
[42.3, 62.6]

105 59 (56.2)
[46.2, 66.2]

0.933
[0.727, 1.198]

0.859
[0.498, 1.483]

-3.8
[-18.3, 10.7]

0.587

M: Baseline UACR status (cut-off 2) 0.565
>= 300 mg/g 71 38 (53.5)

[41.2, 65.8]
72 43 (59.7)

[47.7, 71.7]
0.896

[0.672, 1.195]
0.777

[0.400, 1.507]
-6.2

[-23.8, 11.4]
0.456

30 - < 300 mg/g 64 37 (57.8)
[44.9, 70.7]

65 35 (53.8)
[41.0, 66.7]

1.074
[0.790, 1.460]

1.175
[0.586, 2.355]

4.0
[-14.7, 22.6]

0.651

< 30 mg/g 10 4 (40.0)
[4.6, 75.4]

11 3 (27.3)
[0.0, 58.1]

1.467
[0.430, 5.007]

1.778
[0.284, 11.120]

12.7
[-37.0, 62.5]

0.659#



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: D1690C00023 Program Name: IS_saf1.sas
Data Cut Date: 18MAY2019 Run Date: 09JUN2021:18:49:08

Table TA1AA_SSIS: Proportion of subjects with non-disease related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.532
<= 65 years 68 35 (51.5)

[38.9, 64.1]
72 40 (55.6)

[43.4, 67.7]
0.926

[0.680, 1.263]
0.848

[0.436, 1.650]
-4.1

[-22.0, 13.9]
0.629

> 65 years 77 44 (57.1)
[45.4, 68.8]

76 41 (53.9)
[42.1, 65.8]

1.059
[0.797, 1.407]

1.138
[0.601, 2.154]

3.2
[-13.9, 20.2]

0.692

B: Sex 0.576
Male 102 51 (50.0)

[39.8, 60.2]
105 55 (52.4)

[42.4, 62.4]
0.955

[0.731, 1.246]
0.909

[0.527, 1.568]
-2.4

[-17.0, 12.2]
0.733

Female 43 28 (65.1)
[49.7, 80.5]

43 26 (60.5)
[44.7, 76.2]

1.077
[0.777, 1.492]

1.221
[0.508, 2.930]

4.7
[-18.1, 27.4]

0.657

C: Race 0.285
White 55 35 (63.6)

[50.0, 77.3]
64 42 (65.6)

[53.2, 78.0]
0.970

[0.742, 1.267]
0.917

[0.431, 1.948]
-2.0

[-20.9, 16.9]
0.822

Black or African American 7 5 (71.4)
[30.8, 100.0]

11 6 (54.5)
[20.6, 88.5]

1.310
[0.641, 2.676]

2.083
[0.275, 15.772]

16.9
[-39.4, 73.1]

0.637#

Asian 67 28 (41.8)
[29.2, 54.3]

53 25 (47.2)
[32.8, 61.6]

0.886
[0.593, 1.323]

0.804
[0.389, 1.661]

-5.4
[-25.0, 14.2]

0.557

Other 16 11 (68.8)
[42.9, 94.6]

20 8 (40.0)
[16.0, 64.0]

1.719
[0.915, 3.228]

3.300
[0.826, 13.181]

28.8
[-8.1, 65.6]

0.090

D: Region 0.920
Asia 61 24 (39.3)

[26.3, 52.4]
51 23 (45.1)

[30.5, 59.7]
0.872

[0.565, 1.347]
0.790

[0.372, 1.678]
-5.8

[-25.9, 14.4]
0.541

Europe 9 8 (88.9)
[62.8, 100.0]

7 6 (85.7)
[52.6, 100.0]

1.037
[0.709, 1.517]

1.333
[0.069, 25.912]

3.2
[-42.6, 48.9]

1.000#

North America 32 21 (65.6)
[47.6, 83.6]

40 24 (60.0)
[43.6, 76.4]

1.094
[0.766, 1.562]

1.273
[0.485, 3.343]

5.6
[-19.6, 30.8]

0.627

Latin/South America 23 14 (60.9)
[38.8, 83.0]

25 15 (60.0)
[38.8, 81.2]

1.014
[0.642, 1.604]

1.037
[0.326, 3.302]

0.9
[-31.0, 32.7]

0.951

Other 20 12 (60.0)
[36.0, 84.0]

25 13 (52.0)
[30.4, 73.6]

1.154
[0.686, 1.940]

1.385
[0.421, 4.551]

8.0
[-25.6, 41.6]

0.596



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TA1AA_SSIS: Proportion of subjects with non-disease related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.302
> 1000 mg/g 30 16 (53.3)

[33.8, 72.9]
34 22 (64.7)

[47.2, 82.2]
0.824

[0.543, 1.250]
0.623

[0.228, 1.702]
-11.4

[-38.5, 15.8]
0.359

<= 1000 mg/g 115 63 (54.8)
[45.3, 64.3]

114 59 (51.8)
[42.1, 61.4]

1.059
[0.830, 1.349]

1.129
[0.672, 1.899]

3.0
[-10.8, 16.8]

0.647

G: Baseline eGFR (cut-off 1) 0.659
< 45 ml/min/1.73**2 53 25 (47.2)

[32.8, 61.6]
70 36 (51.4)

[39.0, 63.9]
0.917

[0.637, 1.321]
0.843

[0.413, 1.723]
-4.3

[-23.7, 15.2]
0.641

>= 45 ml/min/1.73**2 92 54 (58.7)
[48.1, 69.3]

78 45 (57.7)
[46.1, 69.3]

1.017
[0.788, 1.314]

1.042
[0.565, 1.921]

1.0
[-15.1, 17.1]

0.895

I: Baseline eGFR (cut-off 3) 0.529
< 60 ml/min/1.73**2 109 61 (56.0)

[46.2, 65.7]
120 65 (54.2)

[44.8, 63.5]
1.033

[0.817, 1.306]
1.075

[0.638, 1.811]
1.8

[-12.0, 15.6]
0.785

>= 60 ml/min/1.73**2 36 18 (50.0)
[32.3, 67.7]

28 16 (57.1)
[37.0, 77.3]

0.875
[0.554, 1.383]

0.750
[0.278, 2.026]

-7.1
[-34.9, 20.6]

0.573

J: Baseline systolic blood pressure 0.344
<= 130 mmHg 42 25 (59.5)

[43.5, 75.6]
43 22 (51.2)

[35.1, 67.3]
1.163

[0.792, 1.708]
1.404

[0.595, 3.313]
8.4

[-15.1, 31.8]
0.441

> 130 mmHg 103 54 (52.4)
[42.3, 62.6]

105 59 (56.2)
[46.2, 66.2]

0.933
[0.727, 1.198]

0.859
[0.498, 1.483]

-3.8
[-18.3, 10.7]

0.587

M: Baseline UACR status (cut-off 2) 0.565
>= 300 mg/g 71 38 (53.5)

[41.2, 65.8]
72 43 (59.7)

[47.7, 71.7]
0.896

[0.672, 1.195]
0.777

[0.400, 1.507]
-6.2

[-23.8, 11.4]
0.456

30 - < 300 mg/g 64 37 (57.8)
[44.9, 70.7]

65 35 (53.8)
[41.0, 66.7]

1.074
[0.790, 1.460]

1.175
[0.586, 2.355]

4.0
[-14.7, 22.6]

0.651

< 30 mg/g 10 4 (40.0)
[4.6, 75.4]

11 3 (27.3)
[0.0, 58.1]

1.467
[0.430, 5.007]

1.778
[0.284, 11.120]

12.7
[-37.0, 62.5]

0.659#



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TA1AAC_SSIS: Proportion of subjects with non-disease related severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.368
<= 65 years 68 3 (4.4)

[0.0, 10.0]
72 3 (4.2)

[0.0, 9.5]
1.059

[0.221, 5.067]
1.062

[0.207, 5.449]
0.2

[-7.9, 8.4]
1.000#

> 65 years 77 3 (3.9)
[0.0, 8.9]

76 7 (9.2)
[2.1, 16.4]

0.423
[0.114, 1.575]

0.400
[0.099, 1.607]

-5.3
[-14.4, 3.8]

0.209#

B: Sex 0.909
Male 102 4 (3.9)

[0.0, 8.2]
105 7 (6.7)

[1.4, 11.9]
0.588

[0.178, 1.949]
0.571

[0.162, 2.014]
-2.7

[-9.8, 4.3]
0.380

Female 43 2 (4.7)
[0.0, 12.1]

43 3 (7.0)
[0.0, 15.8]

0.667
[0.117, 3.793]

0.650
[0.103, 4.101]

-2.3
[-14.5, 9.9]

1.000#

C: Race 0.989
White 55 4 (7.3)

[0.0, 15.0]
64 7 (10.9)

[2.5, 19.4]
0.665

[0.205, 2.152]
0.639

[0.177, 2.309]
-3.7

[-15.6, 8.3]
0.493

Black or African American 7 0 (0.0) 11 0 (0.0)
Asian 67 1 (1.5)

[0.0, 5.1]
53 1 (1.9)

[0.0, 6.5]
0.791

[0.051, 12.353]
0.788

[0.048, 12.899]
-0.4

[-6.8, 6.0]
1.000#

Other 16 1 (6.3)
[0.0, 21.2]

20 2 (10.0)
[0.0, 25.6]

0.625
[0.062, 6.288]

0.600
[0.049, 7.283]

-3.8
[-27.1, 19.6]

1.000#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10
Other n<10



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: D1690C00023 Program Name: IS_saf1.sas
Data Cut Date: 18MAY2019 Run Date: 09JUN2021:18:49:08

Table TA1AAC_SSIS: Proportion of subjects with non-disease related severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.158
> 1000 mg/g 30 3 (10.0)

[0.0, 22.4]
34 2 (5.9)

[0.0, 15.3]
1.700

[0.304, 9.499]
1.778

[0.276, 11.432]
4.1

[-12.4, 20.6]
0.659#

<= 1000 mg/g 115 3 (2.6)
[0.0, 6.0]

114 8 (7.0)
[1.9, 12.1]

0.372
[0.101, 1.366]

0.355
[0.092, 1.373]

-4.4
[-10.8, 2.0]

0.120

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

I: Baseline eGFR (cut-off 3) 0.078
< 60 ml/min/1.73**2 109 6 (5.5)

[0.8, 10.2]
120 7 (5.8)

[1.2, 10.4]
0.944

[0.327, 2.721]
0.940

[0.306, 2.890]
-0.3

[-7.2, 6.5]
0.915

>= 60 ml/min/1.73**2 36 0 (0.0)
[0.0, 1.4]

28 3 (10.7)
[0.0, 24.0]

0.112 +
[0.006, 2.082]

0.100 +
[0.005, 2.017]

-10.7
[-25.3, 3.9]

0.079#

J: Baseline systolic blood pressure 0.045i
<= 130 mmHg 42 2 (4.8)

[0.0, 12.4]
43 0 (0.0)

[0.0, 1.2]
5.116 +

[0.253, 103.499]
5.370 +

[0.250, 115.269]
4.8

[-4.0, 13.6]
0.241#

> 130 mmHg 103 4 (3.9)
[0.0, 8.1]

105 10 (9.5)
[3.4, 15.6]

0.408
[0.132, 1.259]

0.384
[0.116, 1.266]

-5.6
[-13.3, 2.1]

0.105

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TA1AAS_SSIS: Proportion of subjects with non-disease related serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related serious AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.193
<= 65 years 68 7 (10.3)

[2.3, 18.3]
72 5 (6.9)

[0.4, 13.5]
1.482

[0.494, 4.448]
1.538

[0.464, 5.100]
3.3

[-7.4, 14.1]
0.481

> 65 years 77 5 (6.5)
[0.3, 12.6]

76 9 (11.8)
[3.9, 19.8]

0.548
[0.193, 1.561]

0.517
[0.165, 1.621]

-5.3
[-15.8, 5.1]

0.253

B: Sex 0.439
Male 102 10 (9.8)

[3.5, 16.1]
105 10 (9.5)

[3.4, 15.6]
1.029

[0.447, 2.368]
1.033

[0.411, 2.597]
0.3

[-8.7, 9.3]
0.946

Female 43 2 (4.7)
[0.0, 12.1]

43 4 (9.3)
[0.0, 19.1]

0.500
[0.097, 2.588]

0.476
[0.082, 2.745]

-4.7
[-17.7, 8.4]

0.676#

C: Race 0.473
White 55 6 (10.9)

[1.8, 20.1]
64 10 (15.6)

[5.9, 25.3]
0.698

[0.271, 1.798]
0.661

[0.224, 1.954]
-4.7

[-18.5, 9.1]
0.454

Black or African American 7 0 (0.0)
[0.0, 7.1]

11 1 (9.1)
[0.0, 30.6]

0.500 +
[0.023, 10.804]

0.467 +
[0.017, 13.103]

-9.1
[-37.8, 19.6]

1.000#

Asian 67 4 (6.0)
[0.0, 12.4]

53 1 (1.9)
[0.0, 6.5]

3.164
[0.364, 27.478]

3.302
[0.358, 30.455]

4.1
[-4.4, 12.5]

0.382#

Other 16 2 (12.5)
[0.0, 31.8]

20 2 (10.0)
[0.0, 25.6]

1.250
[0.197, 7.921]

1.286
[0.161, 10.299]

2.5
[-24.0, 29.0]

1.000#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10
Other n<10



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TA1AAS_SSIS: Proportion of subjects with non-disease related serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related serious AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.073
> 1000 mg/g 30 6 (20.0)

[4.0, 36.0]
34 3 (8.8)

[0.0, 19.8]
2.267

[0.620, 8.284]
2.583

[0.585, 11.403]
11.2

[-9.2, 31.5]
0.285#

<= 1000 mg/g 115 6 (5.2)
[0.7, 9.7]

114 11 (9.6)
[3.8, 15.5]

0.541
[0.207, 1.413]

0.515
[0.184, 1.445]

-4.4
[-12.1, 3.2]

0.202

G: Baseline eGFR (cut-off 1) 0.156
< 45 ml/min/1.73**2 53 7 (13.2)

[3.1, 23.3]
70 6 (8.6)

[1.3, 15.8]
1.541

[0.550, 4.318]
1.623

[0.512, 5.149]
4.6

[-8.3, 17.5]
0.409

>= 45 ml/min/1.73**2 92 5 (5.4)
[0.3, 10.6]

78 8 (10.3)
[2.9, 17.6]

0.530
[0.181, 1.554]

0.503
[0.158, 1.605]

-4.8
[-14.2, 4.5]

0.240

I: Baseline eGFR (cut-off 3) 0.016i
< 60 ml/min/1.73**2 109 12 (11.0)

[4.7, 17.3]
120 10 (8.3)

[3.0, 13.7]
1.321

[0.595, 2.935]
1.361

[0.563, 3.289]
2.7

[-5.9, 11.2]
0.493

>= 60 ml/min/1.73**2 36 0 (0.0)
[0.0, 1.4]

28 4 (14.3)
[0.0, 29.0]

0.087 +
[0.005, 1.553]

0.075 +
[0.004, 1.448]

-14.3
[-30.4, 1.9]

0.032#

J: Baseline systolic blood pressure 0.108
<= 130 mmHg 42 6 (14.3)

[2.5, 26.1]
43 3 (7.0)

[0.0, 15.8]
2.048

[0.548, 7.658]
2.222

[0.518, 9.542]
7.3

[-8.1, 22.7]
0.313#

> 130 mmHg 103 6 (5.8)
[0.8, 10.8]

105 11 (10.5)
[4.1, 16.8]

0.556
[0.214, 1.448]

0.529
[0.188, 1.487]

-4.7
[-13.0, 3.7]

0.222

M: Baseline UACR status (cut-off 2) 0.530
>= 300 mg/g 71 7 (9.9)

[2.2, 17.5]
72 6 (8.3)

[1.3, 15.4]
1.183

[0.418, 3.347]
1.203

[0.383, 3.775]
1.5

[-9.3, 12.3]
0.752

30 - < 300 mg/g 64 5 (7.8)
[0.5, 15.2]

65 7 (10.8)
[2.5, 19.1]

0.725
[0.243, 2.167]

0.702
[0.211, 2.339]

-3.0
[-14.5, 8.6]

0.565

< 30 mg/g 10 0 (0.0)
[0.0, 5.0]

11 1 (9.1)
[0.0, 30.6]

0.364 +
[0.016, 8.026]

0.333 +
[0.012, 9.155]

-9.1
[-35.6, 17.4]

1.000#



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TA1AC_SSIS: Proportion of subjects with severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.294
<= 65 years 68 3 (4.4)

[0.0, 10.0]
72 3 (4.2)

[0.0, 9.5]
1.059

[0.221, 5.067]
1.062

[0.207, 5.449]
0.2

[-7.9, 8.4]
1.000#

> 65 years 77 3 (3.9)
[0.0, 8.9]

76 8 (10.5)
[3.0, 18.1]

0.370
[0.102, 1.343]

0.345
[0.088, 1.352]

-6.6
[-16.1, 2.8]

0.114

B: Sex 0.868
Male 102 4 (3.9)

[0.0, 8.2]
105 7 (6.7)

[1.4, 11.9]
0.588

[0.178, 1.949]
0.571

[0.162, 2.014]
-2.7

[-9.8, 4.3]
0.380

Female 43 2 (4.7)
[0.0, 12.1]

43 4 (9.3)
[0.0, 19.1]

0.500
[0.097, 2.588]

0.476
[0.082, 2.745]

-4.7
[-17.7, 8.4]

0.676#

C: Race 0.937
White 55 4 (7.3)

[0.0, 15.0]
64 7 (10.9)

[2.5, 19.4]
0.665

[0.205, 2.152]
0.639

[0.177, 2.309]
-3.7

[-15.6, 8.3]
0.493

Black or African American 7 0 (0.0) 11 0 (0.0)
Asian 67 1 (1.5)

[0.0, 5.1]
53 2 (3.8)

[0.0, 9.8]
0.396

[0.037, 4.245]
0.386

[0.034, 4.380]
-2.3

[-9.9, 5.3]
0.583#

Other 16 1 (6.3)
[0.0, 21.2]

20 2 (10.0)
[0.0, 25.6]

0.625
[0.062, 6.288]

0.600
[0.049, 7.283]

-3.8
[-27.1, 19.6]

1.000#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10
Other n<10



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TA1AC_SSIS: Proportion of subjects with severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.279
> 1000 mg/g 30 3 (10.0)

[0.0, 22.4]
34 3 (8.8)

[0.0, 19.8]
1.133

[0.247, 5.198]
1.148

[0.214, 6.169]
1.2

[-16.3, 18.7]
1.000#

<= 1000 mg/g 115 3 (2.6)
[0.0, 6.0]

114 8 (7.0)
[1.9, 12.1]

0.372
[0.101, 1.366]

0.355
[0.092, 1.373]

-4.4
[-10.8, 2.0]

0.120

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

I: Baseline eGFR (cut-off 3) 0.095
< 60 ml/min/1.73**2 109 6 (5.5)

[0.8, 10.2]
120 8 (6.7)

[1.8, 11.5]
0.826

[0.296, 2.304]
0.816

[0.274, 2.430]
-1.2

[-8.2, 5.9]
0.715

>= 60 ml/min/1.73**2 36 0 (0.0)
[0.0, 1.4]

28 3 (10.7)
[0.0, 24.0]

0.112 +
[0.006, 2.082]

0.100 +
[0.005, 2.017]

-10.7
[-25.3, 3.9]

0.079#

J: Baseline systolic blood pressure 0.036i
<= 130 mmHg 42 2 (4.8)

[0.0, 12.4]
43 0 (0.0)

[0.0, 1.2]
5.116 +

[0.253, 103.499]
5.370 +

[0.250, 115.269]
4.8

[-4.0, 13.6]
0.241#

> 130 mmHg 103 4 (3.9)
[0.0, 8.1]

105 11 (10.5)
[4.1, 16.8]

0.371
[0.122, 1.127]

0.345
[0.106, 1.122]

-6.6
[-14.5, 1.3]

0.067

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TA1AN_SSIS: Proportion of subjects with non-severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.465
<= 65 years 68 35 (51.5)

[38.9, 64.1]
72 39 (54.2)

[42.0, 66.4]
0.950

[0.694, 1.300]
0.897

[0.462, 1.744]
-2.7

[-20.7, 15.3]
0.750

> 65 years 77 43 (55.8)
[44.1, 67.6]

76 38 (50.0)
[38.1, 61.9]

1.117
[0.827, 1.508]

1.265
[0.670, 2.389]

5.8
[-11.3, 22.9]

0.470

B: Sex 0.730
Male 102 50 (49.0)

[38.8, 59.2]
105 51 (48.6)

[38.5, 58.6]
1.009

[0.763, 1.334]
1.018

[0.590, 1.756]
0.4

[-14.1, 15.0]
0.949

Female 43 28 (65.1)
[49.7, 80.5]

43 26 (60.5)
[44.7, 76.2]

1.077
[0.777, 1.492]

1.221
[0.508, 2.930]

4.7
[-18.1, 27.4]

0.657

C: Race 0.324
White 55 35 (63.6)

[50.0, 77.3]
64 39 (60.9)

[48.2, 73.7]
1.044

[0.789, 1.382]
1.122

[0.533, 2.361]
2.7

[-16.4, 21.8]
0.763

Black or African American 7 5 (71.4)
[30.8, 100.0]

11 6 (54.5)
[20.6, 88.5]

1.310
[0.641, 2.676]

2.083
[0.275, 15.772]

16.9
[-39.4, 73.1]

0.637#

Asian 67 27 (40.3)
[27.8, 52.8]

53 24 (45.3)
[30.9, 59.6]

0.890
[0.587, 1.348]

0.816
[0.394, 1.690]

-5.0
[-24.5, 14.5]

0.585

Other 16 11 (68.8)
[42.9, 94.6]

20 8 (40.0)
[16.0, 64.0]

1.719
[0.915, 3.228]

3.300
[0.826, 13.181]

28.8
[-8.1, 65.6]

0.090

D: Region 0.735
Asia 61 23 (37.7)

[24.7, 50.7]
51 22 (43.1)

[28.6, 57.7]
0.874

[0.557, 1.372]
0.798

[0.374, 1.703]
-5.4

[-25.5, 14.6]
0.561

Europe 9 8 (88.9)
[62.8, 100.0]

7 5 (71.4)
[30.8, 100.0]

1.244
[0.738, 2.098]

3.200
[0.227, 45.192]

17.5
[-34.5, 69.4]

0.550#

North America 32 21 (65.6)
[47.6, 83.6]

40 22 (55.0)
[38.3, 71.7]

1.193
[0.819, 1.738]

1.562
[0.599, 4.076]

10.6
[-14.7, 36.0]

0.364

Latin/South America 23 14 (60.9)
[38.8, 83.0]

25 15 (60.0)
[38.8, 81.2]

1.014
[0.642, 1.604]

1.037
[0.326, 3.302]

0.9
[-31.0, 32.7]

0.951

Other 20 12 (60.0)
[36.0, 84.0]

25 13 (52.0)
[30.4, 73.6]

1.154
[0.686, 1.940]

1.385
[0.421, 4.551]

8.0
[-25.6, 41.6]

0.596



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TA1AN_SSIS: Proportion of subjects with non-severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.216
> 1000 mg/g 30 15 (50.0)

[30.4, 69.6]
34 21 (61.8)

[44.0, 79.6]
0.810

[0.519, 1.263]
0.619

[0.229, 1.675]
-11.8

[-39.1, 15.6]
0.348

<= 1000 mg/g 115 63 (54.8)
[45.3, 64.3]

114 56 (49.1)
[39.5, 58.7]

1.115
[0.869, 1.432]

1.255
[0.747, 2.109]

5.7
[-8.1, 19.5]

0.392

G: Baseline eGFR (cut-off 1) 0.420
< 45 ml/min/1.73**2 53 24 (45.3)

[30.9, 59.6]
70 35 (50.0)

[37.6, 62.4]
0.906

[0.621, 1.321]
0.828

[0.405, 1.693]
-4.7

[-24.2, 14.7]
0.606

>= 45 ml/min/1.73**2 92 54 (58.7)
[48.1, 69.3]

78 42 (53.8)
[42.1, 65.6]

1.090
[0.834, 1.424]

1.218
[0.663, 2.239]

4.8
[-11.3, 21.0]

0.526

I: Baseline eGFR (cut-off 3) 0.625
< 60 ml/min/1.73**2 109 60 (55.0)

[45.2, 64.8]
120 62 (51.7)

[42.3, 61.0]
1.065

[0.836, 1.358]
1.145

[0.681, 1.927]
3.4

[-10.4, 17.2]
0.610

>= 60 ml/min/1.73**2 36 18 (50.0)
[32.3, 67.7]

28 15 (53.6)
[33.3, 73.8]

0.933
[0.580, 1.501]

0.867
[0.322, 2.330]

-3.6
[-31.4, 24.3]

0.778

J: Baseline systolic blood pressure 0.643
<= 130 mmHg 42 24 (57.1)

[41.0, 73.3]
43 22 (51.2)

[35.1, 67.3]
1.117

[0.754, 1.653]
1.273

[0.541, 2.993]
6.0

[-17.5, 29.5]
0.582

> 130 mmHg 103 54 (52.4)
[42.3, 62.6]

105 55 (52.4)
[42.4, 62.4]

1.001
[0.772, 1.297]

1.002
[0.581, 1.727]

0.0
[-14.5, 14.6]

0.995

M: Baseline UACR status (cut-off 2) 0.392
>= 300 mg/g 71 37 (52.1)

[39.8, 64.4]
72 41 (56.9)

[44.8, 69.1]
0.915

[0.678, 1.235]
0.823

[0.426, 1.591]
-4.8

[-22.5, 12.9]
0.563

30 - < 300 mg/g 64 37 (57.8)
[44.9, 70.7]

65 34 (52.3)
[39.4, 65.2]

1.105
[0.809, 1.511]

1.249
[0.624, 2.504]

5.5
[-13.2, 24.2]

0.531

< 30 mg/g 10 4 (40.0)
[4.6, 75.4]

11 2 (18.2)
[0.0, 45.5]

2.200
[0.508, 9.525]

3.000
[0.411, 21.881]

21.8
[-25.7, 69.3]

0.361#



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TA1AS_SSIS: Proportion of subjects with serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.212
<= 65 years 68 7 (10.3)

[2.3, 18.3]
72 6 (8.3)

[1.3, 15.4]
1.235

[0.437, 3.491]
1.262

[0.402, 3.965]
2.0

[-9.1, 13.0]
0.691

> 65 years 77 5 (6.5)
[0.3, 12.6]

76 10 (13.2)
[4.9, 21.4]

0.494
[0.177, 1.376]

0.458
[0.149, 1.411]

-6.7
[-17.4, 4.0]

0.167

B: Sex 0.343
Male 102 10 (9.8)

[3.5, 16.1]
105 11 (10.5)

[4.1, 16.8]
0.936

[0.416, 2.108]
0.929

[0.376, 2.292]
-0.7

[-9.9, 8.5]
0.873

Female 43 2 (4.7)
[0.0, 12.1]

43 5 (11.6)
[0.9, 22.4]

0.400
[0.082, 1.951]

0.371
[0.068, 2.026]

-7.0
[-20.8, 6.8]

0.433#

C: Race 0.803
White 55 6 (10.9)

[1.8, 20.1]
64 10 (15.6)

[5.9, 25.3]
0.698

[0.271, 1.798]
0.661

[0.224, 1.954]
-4.7

[-18.5, 9.1]
0.454

Black or African American 7 0 (0.0)
[0.0, 7.1]

11 1 (9.1)
[0.0, 30.6]

0.500 +
[0.023, 10.804]

0.467 +
[0.017, 13.103]

-9.1
[-37.8, 19.6]

1.000#

Asian 67 4 (6.0)
[0.0, 12.4]

53 3 (5.7)
[0.0, 12.8]

1.055
[0.247, 4.510]

1.058
[0.226, 4.947]

0.3
[-9.8, 10.4]

1.000#

Other 16 2 (12.5)
[0.0, 31.8]

20 2 (10.0)
[0.0, 25.6]

1.250
[0.197, 7.921]

1.286
[0.161, 10.299]

2.5
[-24.0, 29.0]

1.000#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10
Other n<10



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TA1AS_SSIS: Proportion of subjects with serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.219
> 1000 mg/g 30 6 (20.0)

[4.0, 36.0]
34 5 (14.7)

[1.3, 28.1]
1.360

[0.462, 4.007]
1.450

[0.393, 5.343]
5.3

[-16.5, 27.0]
0.578

<= 1000 mg/g 115 6 (5.2)
[0.7, 9.7]

114 11 (9.6)
[3.8, 15.5]

0.541
[0.207, 1.413]

0.515
[0.184, 1.445]

-4.4
[-12.1, 3.2]

0.202

G: Baseline eGFR (cut-off 1) 0.078
< 45 ml/min/1.73**2 53 7 (13.2)

[3.1, 23.3]
70 6 (8.6)

[1.3, 15.8]
1.541

[0.550, 4.318]
1.623

[0.512, 5.149]
4.6

[-8.3, 17.5]
0.409

>= 45 ml/min/1.73**2 92 5 (5.4)
[0.3, 10.6]

78 10 (12.8)
[4.8, 20.9]

0.424
[0.151, 1.188]

0.391
[0.128, 1.197]

-7.4
[-17.3, 2.5]

0.092

I: Baseline eGFR (cut-off 3) 0.025i
< 60 ml/min/1.73**2 109 12 (11.0)

[4.7, 17.3]
120 12 (10.0)

[4.2, 15.8]
1.101

[0.516, 2.347]
1.113

[0.478, 2.594]
1.0

[-7.8, 9.8]
0.804

>= 60 ml/min/1.73**2 36 0 (0.0)
[0.0, 1.4]

28 4 (14.3)
[0.0, 29.0]

0.087 +
[0.005, 1.553]

0.075 +
[0.004, 1.448]

-14.3
[-30.4, 1.9]

0.032#

J: Baseline systolic blood pressure 0.065
<= 130 mmHg 42 6 (14.3)

[2.5, 26.1]
43 3 (7.0)

[0.0, 15.8]
2.048

[0.548, 7.658]
2.222

[0.518, 9.542]
7.3

[-8.1, 22.7]
0.313#

> 130 mmHg 103 6 (5.8)
[0.8, 10.8]

105 13 (12.4)
[5.6, 19.2]

0.471
[0.186, 1.191]

0.438
[0.160, 1.200]

-6.6
[-15.3, 2.2]

0.102

M: Baseline UACR status (cut-off 2) 0.665
>= 300 mg/g 71 7 (9.9)

[2.2, 17.5]
72 8 (11.1)

[3.2, 19.1]
0.887

[0.340, 2.317]
0.875

[0.300, 2.556]
-1.3

[-12.7, 10.2]
0.808

30 - < 300 mg/g 64 5 (7.8)
[0.5, 15.2]

65 7 (10.8)
[2.5, 19.1]

0.725
[0.243, 2.167]

0.702
[0.211, 2.339]

-3.0
[-14.5, 8.6]

0.565

< 30 mg/g 10 0 (0.0)
[0.0, 5.0]

11 1 (9.1)
[0.0, 30.6]

0.364 +
[0.016, 8.026]

0.333 +
[0.012, 9.155]

-9.1
[-35.6, 17.4]

1.000#



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TA1AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

C: Race n<10
White n<10
Black or African American n<10
Asian n<10
Other n<10

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10
Other n<10



Source Data: aae, created on: 02JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TA1AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status n<10
> 1000 mg/g n<10
<= 1000 mg/g n<10

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

I: Baseline eGFR (cut-off 3) 0.385
< 60 ml/min/1.73**2 109 4 (3.7)

[0.0, 7.7]
120 7 (5.8)

[1.2, 10.4]
0.629

[0.189, 2.090]
0.615

[0.175, 2.161]
-2.2

[-8.5, 4.2]
0.445

>= 60 ml/min/1.73**2 36 0 (0.0)
[0.0, 1.4]

28 1 (3.6)
[0.0, 12.2]

0.261 +
[0.011, 6.180]

0.251 +
[0.010, 6.404]

-3.6
[-13.6, 6.5]

0.438#

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Content DERIVE: Subgroup analyses 
 

TB1A_SSIS Proportion of subjects with AEs by subgroup 

TB1A_SSSS Proportion of subjects with AEs by SOC/preferred term by subgroup 

TB1AA_SSIS Proportion of subjects with non-disease related AEs by subgroup 

TB1AN_SSIS Proportion of subjects with non-severe AEs by subgroup 

TB1AC_SSIS Proportion of subjects with severe AEs by subgroup 

TB1AC_SSSS Proportion of subjects with severe AEs by SOC/preferred term by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AAC_SSIS Proportion of subjects with non-disease related severe AEs by 
subgroup 

TB1AS_SSIS Proportion of subjects with serious AEs by subgroup 

TB1AS_SSSS Proportion of subjects with serious AEs by SOC/preferred term by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AAS_SSIS Proportion of subjects with non-disease related serious AEs by 
subgroup 

TB1AD_SSIS Proportion of subjects with AEs leading to death by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AFR_SSIS Proportion of subjects with AEOSI: Fractures by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TB1AFRN_SSIS Proportion of subjects with AEOSI: Non-severe fractures by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AFRC_SSIS Proportion of subjects with AEOSI: Severe fractures by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AFRS_SSIS Proportion of subjects with AEOSI: Serious fractures by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AR_SSIS Proportion of subjects with AEOSI: Renal AEs by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ARN_SSIS Proportion of subjects with AEOSI: Non-severe renal AEs by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 



TB1ARC_SSIS Proportion of subjects with AEOSI: Severe renal AEs by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ARS_SSIS Proportion of subjects with AEOSI: Serious renal AEs by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ASU_SSIS Proportion of subjects with AEOSI: UTI by subgroup 

TB1ASUN_SSIS Proportion of subjects with AEOSI: Non-severe UTI by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ASUC_SSIS Proportion of subjects with AEOSI: Severe UTI by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ASUS_SSIS Proportion of subjects with AEOSI: Serious UTI by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ALP_SSIS Proportion of subjects with AEOSI: Volume depletion by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ALPN_SSIS Proportion of subjects with AEOSI: Non-severe volume depletion by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ALPC_SSIS Proportion of subjects with AEOSI: Severe volume depletion by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ALPS_SSIS Proportion of subjects with AEOSI: Serious volume depletion by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ASG_SSIS Proportion of subjects with AEOSI: Genital infections by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ASGN_SSIS Proportion of subjects with AEOSI: Non-severe genital infections by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ASGC_SSIS Proportion of subjects with AEOSI: Severe genital infections by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 



TB1ASGS_SSIS Proportion of subjects with AEOSI: Serious genital infections by 
subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TB1AT_SSIS Proportion of subjects with AEs leading to discontinuation of study 
medication by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ATS_SSIS Proportion of subjects with serious AEs leading to discontinuation of study 
medication by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AM_SSIS Proportion of subjects with AEOSI: AEs leading to amputation by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AMN_SSIS Proportion of subjects with AEOSI: Non-severe AEs leading to 
amputation by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AMC_SSIS Proportion of subjects with AEOSI: Severe AEs leading to amputation by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AMS_SSIS Proportion of subjects with AEOSI: Serious AEs leading to 
amputation by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AK_SSIS Proportion of subjects with AEOSI: DKA by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TB1AKN_SSIS Proportion of subjects with AEOSI: Non-severe DKA by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AKC_SSIS Proportion of subjects with AEOSI: Severe DKA by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1AKS_SSIS Proportion of subjects with AEOSI: Serious DKA by subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ASH_SSIS Proportion of subjects with AEOSI: Hypoglycemia events by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 



TB1ASHN_SSIS Proportion of subjects with AEOSI: Non-severe hypoglycemia events by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ASHC_SSIS Proportion of subjects with AEOSI: Severe hypoglycemia events by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

TB1ASHS_SSIS Proportion of subjects with AEOSI: Serious hypoglycemia events by 
subgroup 
Subgroups were not calculated either because they were not preplanned or 
they had < 10 patients in at least one subgroup category. 

 



Source Data: adae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TB1A_SSIS: Proportion of subjects with AEs by subgroup
SAS

Dapa 10 mg Placebo

Proportion of subjects with AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

A: Age 0.895
<= 65 years 74 29 (39.2)

[27.4, 51.0]
55 25 (45.5)

[31.4, 59.5]
0.862

[0.575, 1.293]
0.773

[0.381, 1.568]
-6.3

[-25.1, 12.5]
0.477

> 65 years 86 38 (44.2)
[33.1, 55.3]

106 52 (49.1)
[39.1, 59.0]

0.901
[0.663, 1.224]

0.822
[0.464, 1.455]

-4.9
[-20.1, 10.4]

0.502

B: Sex 0.552
Male 91 44 (48.4)

[37.5, 59.2]
91 47 (51.6)

[40.8, 62.5]
0.936

[0.700, 1.252]
0.876

[0.490, 1.568]
-3.3

[-18.9, 12.3]
0.657

Female 69 23 (33.3)
[21.5, 45.2]

70 30 (42.9)
[30.5, 55.2]

0.778
[0.506, 1.195]

0.667
[0.335, 1.328]

-9.5
[-27.0, 8.0]

0.249

D: Region 0.698
Europe 96 37 (38.5)

[28.3, 48.8]
85 39 (45.9)

[34.7, 57.1]
0.840

[0.597, 1.183]
0.740

[0.409, 1.338]
-7.3

[-22.8, 8.2]
0.319

North America 64 30 (46.9)
[33.9, 59.9]

76 38 (50.0)
[38.1, 61.9]

0.938
[0.664, 1.323]

0.882
[0.453, 1.717]

-3.1
[-21.2, 14.9]

0.713

F: Baseline UACR status 0.251
> 1000 mg/g 8 4 (50.0)

[9.1, 90.9]
10 8 (80.0)

[50.2, 100.0]
0.625

[0.293, 1.335]
0.250

[0.031, 1.999]
-30.0

[-83.9, 23.9]
0.321#

<= 1000 mg/g 151 63 (41.7)
[33.5, 49.9]

151 69 (45.7)
[37.4, 54.0]

0.913
[0.707, 1.180]

0.851
[0.540, 1.341]

-4.0
[-15.8, 7.9]

0.487

G: Baseline eGFR (cut-off 1) 0.862
< 45 ml/min/1.73**2 24 8 (33.3)

[12.4, 54.3]
29 12 (41.4)

[21.7, 61.0]
0.806

[0.395, 1.643]
0.708

[0.230, 2.183]
-8.0

[-37.9, 21.8]
0.551

>= 45 ml/min/1.73**2 136 59 (43.4)
[34.7, 52.1]

132 65 (49.2)
[40.3, 58.1]

0.881
[0.680, 1.141]

0.790
[0.488, 1.278]

-5.9
[-18.5, 6.8]

0.337



Source Data: adae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TB1A_SSIS: Proportion of subjects with AEs by subgroup
SAS

Dapa 10 mg Placebo

Proportion of subjects with AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

I: Baseline eGFR (cut-off 3) 0.328
< 60 ml/min/1.73**2 127 52 (40.9)

[32.0, 49.9]
129 64 (49.6)

[40.6, 58.6]
0.825

[0.629, 1.083]
0.704

[0.430, 1.154]
-8.7

[-21.6, 4.3]
0.164

>= 60 ml/min/1.73**2 33 15 (45.5)
[27.0, 64.0]

32 13 (40.6)
[22.0, 59.2]

1.119
[0.638, 1.961]

1.218
[0.456, 3.256]

4.8
[-22.3, 32.0]

0.696

J: Baseline systolic blood pressure 0.923
<= 130 mmHg 56 22 (39.3)

[25.6, 53.0]
67 30 (44.8)

[32.1, 57.4]
0.877

[0.576, 1.336]
0.798

[0.388, 1.641]
-5.5

[-24.6, 13.6]
0.541

> 130 mmHg 104 45 (43.3)
[33.3, 53.3]

94 47 (50.0)
[39.4, 60.6]

0.865
[0.642, 1.167]

0.763
[0.436, 1.336]

-6.7
[-21.6, 8.2]

0.344

M: Baseline UACR status (cut-off 2) 0.871
>= 300 mg/g 24 11 (45.8)

[23.8, 67.9]
26 13 (50.0)

[28.9, 71.1]
0.917

[0.513, 1.638]
0.846

[0.278, 2.572]
-4.2

[-35.9, 27.5]
0.771

30 - < 300 mg/g 46 17 (37.0)
[21.9, 52.0]

51 24 (47.1)
[32.4, 61.7]

0.785
[0.488, 1.265]

0.659
[0.293, 1.487]

-10.1
[-31.7, 11.5]

0.317

< 30 mg/g 89 39 (43.8)
[33.0, 54.7]

84 40 (47.6)
[36.3, 58.9]

0.920
[0.665, 1.274]

0.858
[0.471, 1.562]

-3.8
[-19.8, 12.2]

0.617



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TB1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Cardiac disorders A: Age 0.280
<= 65 years 74 2 (2.7)

[0.0, 7.1]
55 3 (5.5)

[0.0, 12.4]
0.495

[0.086, 2.865]
0.481

[0.078, 2.985]
-2.8

[-11.4, 5.9]
0.650 #

> 65 years 86 1 (1.2)
[0.0, 4.0]

106 10 (9.4)
[3.4, 15.5]

0.123
[0.016, 0.944]

0.113
[0.014, 0.901]

-8.3
[-15.3, -1.2]

0.024* #

SOC: Cardiac disorders B: Sex 0.368
Male 91 3 (3.3)

[0.0, 7.5]
91 10 (11.0)

[4.0, 18.0]
0.300

[0.085, 1.055]
0.276

[0.073, 1.039]
-7.7

[-16.2, 0.8]
0.045* 10p

Female 69 0 (0.0)
[0.0, 0.7]

70 3 (4.3)
[0.0, 9.7]

0.145 +
[0.008, 2.754]

0.139 +
[0.007, 2.737]

-4.3
[-10.5, 1.9]

0.245 #

SOC: Cardiac disorders D: Region 0.253
Europe 96 3 (3.1)

[0.0, 7.1]
85 8 (9.4)

[2.6, 16.2]
0.332

[0.091, 1.212]
0.310

[0.080, 1.211]
-6.3

[-14.5, 1.9]
0.078

North America 64 0 (0.0)
[0.0, 0.8]

76 5 (6.6)
[0.3, 12.8]

0.108 +
[0.006, 1.911]

0.101 +
[0.005, 1.858]

-6.6
[-13.6, 0.4]

0.063 #

SOC: Cardiac disorders F: Baseline UACR
status

0.651

> 1000 mg/g 8 0 (0.0)
[0.0, 6.3]

10 1 (10.0)
[0.0, 33.6]

0.407 +
[0.019, 8.838]

0.373 +
[0.013, 10.426]

-10.0
[-39.8, 19.8]

1.000 10p #

<= 1000 mg/g 151 3 (2.0)
[0.0, 4.5]

151 12 (7.9)
[3.3, 12.6]

0.250
[0.072, 0.868]

0.235
[0.065, 0.850]

-6.0
[-11.5, -0.4]

0.017*

SOC: Cardiac disorders G: Baseline eGFR
(cut-off 1)

0.662

< 45
ml/min/1.73**2

24 0 (0.0)
[0.0, 2.1]

29 1 (3.4)
[0.0, 11.8]

0.400 +
[0.017, 9.393]

0.388 +
[0.015, 9.959]

-3.4
[-13.9, 7.0]

1.000 #

>= 45
ml/min/1.73**2

136 3 (2.2)
[0.0, 5.0]

132 12 (9.1)
[3.8, 14.4]

0.243
[0.070, 0.840]

0.226
[0.062, 0.819]

-6.9
[-13.1, -0.6]

0.014*



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TB1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Cardiac disorders I: Baseline eGFR
(cut-off 3)

0.460

< 60
ml/min/1.73**2

127 3 (2.4)
[0.0, 5.4]

129 11 (8.5)
[3.3, 13.7]

0.277
[0.079, 0.970]

0.260
[0.071, 0.953]

-6.2
[-12.4, 0.1]

0.030*

>= 60
ml/min/1.73**2

33 0 (0.0)
[0.0, 1.5]

32 2 (6.3)
[0.0, 16.2]

0.194 +
[0.010, 3.893]

0.182 +
[0.008, 3.945]

-6.3
[-17.7, 5.2]

0.238 #

SOC: Cardiac disorders J: Baseline
systolic blood
pressure

0.032i

<= 130 mmHg 56 2 (3.6)
[0.0, 9.3]

67 2 (3.0)
[0.0, 7.8]

1.196
[0.174, 8.223]

1.204
[0.164, 8.831]

0.6
[-7.4, 8.6]

1.000 #

> 130 mmHg 104 1 (1.0)
[0.0, 3.3]

94 11 (11.7)
[4.7, 18.7]

0.082
[0.011, 0.624]

0.073
[0.009, 0.579]

-10.7
[-18.5, -3.0]

0.002* 10p

SOC: Cardiac disorders M: Baseline UACR
status (cut-off
2)

0.161

>= 300 mg/g 24 1 (4.2)
[0.0, 14.2]

26 2 (7.7)
[0.0, 19.9]

0.542
[0.052, 5.598]

0.522
[0.044, 6.154]

-3.5
[-20.5, 13.5]

1.000 #

30 - < 300 mg/g 46 0 (0.0)
[0.0, 1.1]

51 8 (15.7)
[4.7, 26.6]

0.065 +
[0.004, 1.097]

0.055 +
[0.003, 0.982]

-15.7
[-27.7, -3.6]

0.006* 10p #

< 30 mg/g 89 2 (2.2)
[0.0, 5.9]

84 3 (3.6)
[0.0, 8.1]

0.629
[0.108, 3.673]

0.621
[0.101, 3.810]

-1.3
[-7.5, 4.9]

0.675 #



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TB1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Infections and
infestations

A: Age 0.505

<= 65 years 74 8 (10.8)
[3.1, 18.6]

55 13 (23.6)
[11.5, 35.8]

0.457
[0.204, 1.027]

0.392
[0.150, 1.025]

-12.8
[-27.7, 2.0]

0.052 10p

> 65 years 86 10 (11.6)
[4.3, 19.0]

106 19 (17.9)
[10.2, 25.7]

0.649
[0.319, 1.321]

0.602
[0.264, 1.375]

-6.3
[-17.3, 4.7]

0.227 10p

SOC: Infections and
infestations

B: Sex 0.168

Male 91 13 (14.3)
[6.5, 22.0]

91 17 (18.7)
[10.1, 27.2]

0.765
[0.395, 1.481]

0.725
[0.330, 1.597]

-4.4
[-16.3, 7.5]

0.425 10p

Female 69 5 (7.2)
[0.4, 14.1]

70 15 (21.4)
[11.1, 31.8]

0.338
[0.130, 0.880]

0.286
[0.098, 0.839]

-14.2
[-27.0, -1.3]

0.018* 10p

SOC: Infections and
infestations

D: Region 0.457

Europe 96 9 (9.4)
[3.0, 15.7]

85 17 (20.0)
[10.9, 29.1]

0.469
[0.221, 0.996]

0.414
[0.174, 0.986]

-10.6
[-22.0, 0.8]

0.043* 10p

North America 64 9 (14.1)
[4.8, 23.4]

76 15 (19.7)
[10.1, 29.3]

0.713
[0.334, 1.518]

0.665
[0.270, 1.642]

-5.7
[-19.5, 8.1]

0.377 10p

SOC: Infections and
infestations

F: Baseline UACR
status

0.719

> 1000 mg/g 8 1 (12.5)
[0.0, 41.7]

10 3 (30.0)
[0.0, 63.4]

0.417
[0.053, 3.280]

0.333
[0.028, 4.036]

-17.5
[-65.2, 30.2]

0.588 10p #

<= 1000 mg/g 151 17 (11.3)
[5.9, 16.6]

151 29 (19.2)
[12.6, 25.8]

0.586
[0.337, 1.021]

0.534
[0.279, 1.019]

-7.9
[-16.7, 0.8]

0.055 10p



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TB1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo

AEs by SOC/preferred term N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

SOC: Infections and
infestations

G: Baseline eGFR
(cut-off 1)

0.856

< 45
ml/min/1.73**2

24 2 (8.3)
[0.0, 21.5]

29 5 (17.2)
[1.8, 32.7]

0.483
[0.103, 2.273]

0.436
[0.077, 2.483]

-8.9
[-30.4, 12.5]

0.436 10p #

>= 45
ml/min/1.73**2

136 16 (11.8)
[6.0, 17.5]

132 27 (20.5)
[13.2, 27.7]

0.575
[0.325, 1.017]

0.519
[0.265, 1.015]

-8.7
[-18.2, 0.8]

0.053 10p

SOC: Infections and
infestations

I: Baseline eGFR
(cut-off 3)

0.672

< 60
ml/min/1.73**2

127 15 (11.8)
[5.8, 17.8]

129 28 (21.7)
[14.2, 29.2]

0.544
[0.305, 0.969]

0.483
[0.244, 0.956]

-9.9
[-19.7, -0.1]

0.035* 10p

>= 60
ml/min/1.73**2

33 3 (9.1)
[0.0, 20.4]

32 4 (12.5)
[0.0, 25.5]

0.727
[0.177, 2.996]

0.700
[0.144, 3.409]

-3.4
[-21.6, 14.8]

0.708 10p #

SOC: Infections and
infestations

J: Baseline
systolic blood
pressure

0.655

<= 130 mmHg 56 4 (7.1)
[0.0, 14.8]

67 11 (16.4)
[6.8, 26.0]

0.435
[0.147, 1.291]

0.392
[0.117, 1.307]

-9.3
[-22.1, 3.5]

0.119 10p

> 130 mmHg 104 14 (13.5)
[6.4, 20.5]

94 21 (22.3)
[13.4, 31.3]

0.603
[0.325, 1.116]

0.541
[0.257, 1.137]

-8.9
[-20.6, 2.8]

0.103 10p

SOC: Infections and
infestations

M: Baseline UACR
status (cut-off
2)

0.306

>= 300 mg/g 24 5 (20.8)
[2.5, 39.2]

26 8 (30.8)
[11.1, 50.4]

0.677
[0.257, 1.786]

0.592
[0.163, 2.151]

-9.9
[-38.0, 18.1]

0.428 10p

30 - < 300 mg/g 46 7 (15.2)
[3.8, 26.7]

51 8 (15.7)
[4.7, 26.6]

0.970
[0.382, 2.466]

0.965
[0.320, 2.907]

-0.5
[-16.9, 16.0]

0.949 10p

< 30 mg/g 89 6 (6.7)
[1.0, 12.5]

84 16 (19.0)
[10.1, 28.0]

0.354
[0.145, 0.862]

0.307
[0.114, 0.828]

-12.3
[-23.3, -1.3]

0.015* 10p



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TB1AA_SSIS: Proportion of subjects with non-disease related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.831
<= 65 years 74 29 (39.2)

[27.4, 51.0]
55 25 (45.5)

[31.4, 59.5]
0.862

[0.575, 1.293]
0.773

[0.381, 1.568]
-6.3

[-25.1, 12.5]
0.477

> 65 years 86 38 (44.2)
[33.1, 55.3]

106 51 (48.1)
[38.1, 58.1]

0.918
[0.674, 1.251]

0.854
[0.482, 1.512]

-3.9
[-19.1, 11.3]

0.588

B: Sex 0.490
Male 91 44 (48.4)

[37.5, 59.2]
91 46 (50.5)

[39.7, 61.4]
0.957

[0.713, 1.283]
0.916

[0.512, 1.638]
-2.2

[-17.8, 13.4]
0.767

Female 69 23 (33.3)
[21.5, 45.2]

70 30 (42.9)
[30.5, 55.2]

0.778
[0.506, 1.195]

0.667
[0.335, 1.328]

-9.5
[-27.0, 8.0]

0.249

D: Region 0.614
Europe 96 37 (38.5)

[28.3, 48.8]
85 39 (45.9)

[34.7, 57.1]
0.840

[0.597, 1.183]
0.740

[0.409, 1.338]
-7.3

[-22.8, 8.2]
0.319

North America 64 30 (46.9)
[33.9, 59.9]

76 37 (48.7)
[36.8, 60.6]

0.963
[0.680, 1.364]

0.930
[0.478, 1.810]

-1.8
[-19.9, 16.2]

0.832

F: Baseline UACR status 0.497
> 1000 mg/g 8 4 (50.0)

[9.1, 90.9]
10 7 (70.0)

[36.6, 100.0]
0.714

[0.320, 1.594]
0.429

[0.062, 2.972]
-20.0

[-76.1, 36.1]
0.630#

<= 1000 mg/g 151 63 (41.7)
[33.5, 49.9]

151 69 (45.7)
[37.4, 54.0]

0.913
[0.707, 1.180]

0.851
[0.540, 1.341]

-4.0
[-15.8, 7.9]

0.487

G: Baseline eGFR (cut-off 1) 0.824
< 45 ml/min/1.73**2 24 8 (33.3)

[12.4, 54.3]
29 12 (41.4)

[21.7, 61.0]
0.806

[0.395, 1.643]
0.708

[0.230, 2.183]
-8.0

[-37.9, 21.8]
0.551

>= 45 ml/min/1.73**2 136 59 (43.4)
[34.7, 52.1]

132 64 (48.5)
[39.6, 57.4]

0.895
[0.690, 1.161]

0.814
[0.503, 1.317]

-5.1
[-17.8, 7.6]

0.403



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TB1AA_SSIS: Proportion of subjects with non-disease related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

I: Baseline eGFR (cut-off 3) 0.228
< 60 ml/min/1.73**2 127 52 (40.9)

[32.0, 49.9]
129 64 (49.6)

[40.6, 58.6]
0.825

[0.629, 1.083]
0.704

[0.430, 1.154]
-8.7

[-21.6, 4.3]
0.164

>= 60 ml/min/1.73**2 33 15 (45.5)
[27.0, 64.0]

32 12 (37.5)
[19.2, 55.8]

1.212
[0.677, 2.171]

1.389
[0.516, 3.741]

8.0
[-19.0, 34.9]

0.519

J: Baseline systolic blood pressure 0.995
<= 130 mmHg 56 22 (39.3)

[25.6, 53.0]
67 30 (44.8)

[32.1, 57.4]
0.877

[0.576, 1.336]
0.798

[0.388, 1.641]
-5.5

[-24.6, 13.6]
0.541

> 130 mmHg 104 45 (43.3)
[33.3, 53.3]

94 46 (48.9)
[38.3, 59.6]

0.884
[0.654, 1.196]

0.796
[0.454, 1.394]

-5.7
[-20.6, 9.2]

0.425

M: Baseline UACR status (cut-off 2) 0.818
>= 300 mg/g 24 11 (45.8)

[23.8, 67.9]
26 12 (46.2)

[25.1, 67.2]
0.993

[0.544, 1.812]
0.987

[0.324, 3.005]
-0.3

[-32.0, 31.3]
0.982

30 - < 300 mg/g 46 17 (37.0)
[21.9, 52.0]

51 24 (47.1)
[32.4, 61.7]

0.785
[0.488, 1.265]

0.659
[0.293, 1.487]

-10.1
[-31.7, 11.5]

0.317

< 30 mg/g 89 39 (43.8)
[33.0, 54.7]

84 40 (47.6)
[36.3, 58.9]

0.920
[0.665, 1.274]

0.858
[0.471, 1.562]

-3.8
[-19.8, 12.2]

0.617



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TB1AAC_SSIS: Proportion of subjects with non-disease related severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex 0.448
Male 91 5 (5.5)

[0.3, 10.7]
91 8 (8.8)

[2.4, 15.2]
0.625

[0.212, 1.838]
0.603

[0.190, 1.919]
-3.3

[-11.9, 5.3]
0.389

Female 69 0 (0.0)
[0.0, 0.7]

70 1 (1.4)
[0.0, 4.9]

0.338 +
[0.014, 8.159]

0.333 +
[0.013, 8.325]

-1.4
[-5.6, 2.8]

1.000#

D: Region n<10
Europe n<10
North America n<10

F: Baseline UACR status 0.272
> 1000 mg/g 8 0 (0.0)

[0.0, 6.3]
10 2 (20.0)

[0.0, 49.8]
0.244 +

[0.013, 4.468]
0.200 +

[0.008, 4.818]
-20.0

[-56.0, 16.0]
0.477#

<= 1000 mg/g 151 5 (3.3)
[0.1, 6.5]

151 7 (4.6)
[1.0, 8.3]

0.714
[0.232, 2.201]

0.705
[0.219, 2.271]

-1.3
[-6.4, 3.7]

0.556

G: Baseline eGFR (cut-off 1) 0.954
< 45 ml/min/1.73**2 24 1 (4.2)

[0.0, 14.2]
29 2 (6.9)

[0.0, 17.8]
0.604

[0.058, 6.264]
0.587

[0.050, 6.898]
-2.7

[-18.7, 13.3]
1.000#

>= 45 ml/min/1.73**2 136 4 (2.9)
[0.0, 6.1]

132 7 (5.3)
[1.1, 9.5]

0.555
[0.166, 1.850]

0.541
[0.155, 1.894]

-2.4
[-7.9, 3.1]

0.331



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TB1AAC_SSIS: Proportion of subjects with non-disease related severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

I: Baseline eGFR (cut-off 3) 0.430
< 60 ml/min/1.73**2 127 5 (3.9)

[0.2, 7.7]
129 8 (6.2)

[1.7, 10.8]
0.635

[0.213, 1.888]
0.620

[0.197, 1.949]
-2.3

[-8.4, 3.9]
0.410

>= 60 ml/min/1.73**2 33 0 (0.0)
[0.0, 1.5]

32 1 (3.1)
[0.0, 10.7]

0.324 +
[0.014, 7.661]

0.313 +
[0.012, 7.982]

-3.1
[-12.2, 6.0]

0.492#

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TB1AAS_SSIS: Proportion of subjects with non-disease related serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related serious AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.823
<= 65 years 74 4 (5.4)

[0.0, 11.2]
55 4 (7.3)

[0.0, 15.0]
0.743

[0.194, 2.842]
0.729

[0.174, 3.051]
-1.9

[-12.0, 8.3]
0.723#

> 65 years 86 5 (5.8)
[0.3, 11.3]

106 10 (9.4)
[3.4, 15.5]

0.616
[0.219, 1.735]

0.593
[0.195, 1.804]

-3.6
[-12.1, 4.9]

0.354

B: Sex 0.544
Male 91 8 (8.8)

[2.4, 15.2]
91 11 (12.1)

[4.8, 19.3]
0.727

[0.307, 1.724]
0.701

[0.268, 1.833]
-3.3

[-13.3, 6.7]
0.468

Female 69 1 (1.4)
[0.0, 5.0]

70 3 (4.3)
[0.0, 9.7]

0.338
[0.036, 3.172]

0.328
[0.033, 3.237]

-2.8
[-9.8, 4.1]

0.620#

D: Region 0.479
Europe 96 7 (7.3)

[1.6, 13.0]
85 8 (9.4)

[2.6, 16.2]
0.775

[0.293, 2.047]
0.757

[0.262, 2.183]
-2.1

[-11.3, 7.1]
0.607

North America 64 2 (3.1)
[0.0, 8.2]

76 6 (7.9)
[1.2, 14.6]

0.396
[0.083, 1.894]

0.376
[0.073, 1.933]

-4.8
[-13.6, 4.1]

0.290#

F: Baseline UACR status 0.256
> 1000 mg/g 8 0 (0.0)

[0.0, 6.3]
10 2 (20.0)

[0.0, 49.8]
0.244 +

[0.013, 4.468]
0.200 +

[0.008, 4.818]
-20.0

[-56.0, 16.0]
0.477#

<= 1000 mg/g 151 9 (6.0)
[1.9, 10.1]

151 12 (7.9)
[3.3, 12.6]

0.750
[0.326, 1.727]

0.734
[0.300, 1.797]

-2.0
[-8.4, 4.4]

0.498

G: Baseline eGFR (cut-off 1) 0.400
< 45 ml/min/1.73**2 24 1 (4.2)

[0.0, 14.2]
29 4 (13.8)

[0.0, 28.1]
0.302

[0.036, 2.526]
0.272

[0.028, 2.613]
-9.6

[-28.3, 9.1]
0.362#

>= 45 ml/min/1.73**2 136 8 (5.9)
[1.6, 10.2]

132 10 (7.6)
[2.7, 12.5]

0.776
[0.316, 1.907]

0.763
[0.291, 1.996]

-1.7
[-8.4, 5.1]

0.580



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TB1AAS_SSIS: Proportion of subjects with non-disease related serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related serious AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

I: Baseline eGFR (cut-off 3) 0.296
< 60 ml/min/1.73**2 127 7 (5.5)

[1.1, 9.9]
129 13 (10.1)

[4.5, 15.7]
0.547

[0.226, 1.326]
0.521

[0.201, 1.351]
-4.6

[-11.9, 2.8]
0.174

>= 60 ml/min/1.73**2 33 2 (6.1)
[0.0, 15.7]

32 1 (3.1)
[0.0, 10.7]

1.939
[0.185, 20.350]

2.000
[0.172, 23.212]

2.9
[-10.3, 16.1]

1.000#

J: Baseline systolic blood pressure 0.191
<= 130 mmHg 56 5 (8.9)

[0.6, 17.3]
67 5 (7.5)

[0.4, 14.5]
1.196

[0.365, 3.924]
1.216

[0.333, 4.433]
1.5

[-9.9, 12.9]
1.000#

> 130 mmHg 104 4 (3.8)
[0.0, 8.0]

94 9 (9.6)
[3.1, 16.1]

0.402
[0.128, 1.261]

0.378
[0.112, 1.270]

-5.7
[-13.7, 2.3]

0.105

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TB1AC_SSIS: Proportion of subjects with severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex 0.448
Male 91 5 (5.5)

[0.3, 10.7]
91 8 (8.8)

[2.4, 15.2]
0.625

[0.212, 1.838]
0.603

[0.190, 1.919]
-3.3

[-11.9, 5.3]
0.389

Female 69 0 (0.0)
[0.0, 0.7]

70 1 (1.4)
[0.0, 4.9]

0.338 +
[0.014, 8.159]

0.333 +
[0.013, 8.325]

-1.4
[-5.6, 2.8]

1.000#

D: Region n<10
Europe n<10
North America n<10

F: Baseline UACR status 0.272
> 1000 mg/g 8 0 (0.0)

[0.0, 6.3]
10 2 (20.0)

[0.0, 49.8]
0.244 +

[0.013, 4.468]
0.200 +

[0.008, 4.818]
-20.0

[-56.0, 16.0]
0.477#

<= 1000 mg/g 151 5 (3.3)
[0.1, 6.5]

151 7 (4.6)
[1.0, 8.3]

0.714
[0.232, 2.201]

0.705
[0.219, 2.271]

-1.3
[-6.4, 3.7]

0.556

G: Baseline eGFR (cut-off 1) 0.954
< 45 ml/min/1.73**2 24 1 (4.2)

[0.0, 14.2]
29 2 (6.9)

[0.0, 17.8]
0.604

[0.058, 6.264]
0.587

[0.050, 6.898]
-2.7

[-18.7, 13.3]
1.000#

>= 45 ml/min/1.73**2 136 4 (2.9)
[0.0, 6.1]

132 7 (5.3)
[1.1, 9.5]

0.555
[0.166, 1.850]

0.541
[0.155, 1.894]

-2.4
[-7.9, 3.1]

0.331



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TB1AC_SSIS: Proportion of subjects with severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

I: Baseline eGFR (cut-off 3) 0.430
< 60 ml/min/1.73**2 127 5 (3.9)

[0.2, 7.7]
129 8 (6.2)

[1.7, 10.8]
0.635

[0.213, 1.888]
0.620

[0.197, 1.949]
-2.3

[-8.4, 3.9]
0.410

>= 60 ml/min/1.73**2 33 0 (0.0)
[0.0, 1.5]

32 1 (3.1)
[0.0, 10.7]

0.324 +
[0.014, 7.661]

0.313 +
[0.012, 7.982]

-3.1
[-12.2, 6.0]

0.492#

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TB1AN_SSIS: Proportion of subjects with non-severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.836
<= 65 years 74 28 (37.8)

[26.1, 49.6]
55 23 (41.8)

[27.9, 55.8]
0.905

[0.590, 1.387]
0.847

[0.415, 1.727]
-4.0

[-22.7, 14.7]
0.649

> 65 years 86 35 (40.7)
[29.7, 51.7]

106 50 (47.2)
[37.2, 57.1]

0.863
[0.623, 1.194]

0.769
[0.433, 1.366]

-6.5
[-21.6, 8.7]

0.371

B: Sex 0.713
Male 91 40 (44.0)

[33.2, 54.7]
91 44 (48.4)

[37.5, 59.2]
0.909

[0.664, 1.245]
0.838

[0.467, 1.501]
-4.4

[-20.0, 11.2]
0.553

Female 69 23 (33.3)
[21.5, 45.2]

70 29 (41.4)
[29.2, 53.7]

0.805
[0.521, 1.243]

0.707
[0.354, 1.410]

-8.1
[-25.6, 9.4]

0.326

D: Region 0.573
Europe 96 34 (35.4)

[25.3, 45.5]
85 37 (43.5)

[32.4, 54.7]
0.814

[0.566, 1.169]
0.711

[0.391, 1.295]
-8.1

[-23.5, 7.2]
0.266

North America 64 29 (45.3)
[32.3, 58.3]

76 36 (47.4)
[35.5, 59.3]

0.957
[0.668, 1.369]

0.921
[0.472, 1.794]

-2.1
[-20.1, 16.0]

0.809

F: Baseline UACR status 0.516
> 1000 mg/g 8 4 (50.0)

[9.1, 90.9]
10 7 (70.0)

[36.6, 100.0]
0.714

[0.320, 1.594]
0.429

[0.062, 2.972]
-20.0

[-76.1, 36.1]
0.630#

<= 1000 mg/g 151 59 (39.1)
[31.0, 47.2]

151 66 (43.7)
[35.5, 52.0]

0.894
[0.683, 1.170]

0.826
[0.522, 1.306]

-4.6
[-16.4, 7.1]

0.414

G: Baseline eGFR (cut-off 1) 0.861
< 45 ml/min/1.73**2 24 8 (33.3)

[12.4, 54.3]
29 12 (41.4)

[21.7, 61.0]
0.806

[0.395, 1.643]
0.708

[0.230, 2.183]
-8.0

[-37.9, 21.8]
0.551

>= 45 ml/min/1.73**2 136 55 (40.4)
[31.8, 49.1]

132 61 (46.2)
[37.3, 55.1]

0.875
[0.665, 1.152]

0.790
[0.487, 1.282]

-5.8
[-18.4, 6.8]

0.341



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: D1690C00024 Program Name: IS_saf1.sas
Data Cut Date: 07NOV2017 Run Date: 09JUN2021:18:08:57

Table TB1AN_SSIS: Proportion of subjects with non-severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

I: Baseline eGFR (cut-off 3) 0.322
< 60 ml/min/1.73**2 127 48 (37.8)

[29.0, 46.6]
129 60 (46.5)

[37.5, 55.5]
0.813

[0.608, 1.086]
0.699

[0.425, 1.150]
-8.7

[-21.5, 4.1]
0.159

>= 60 ml/min/1.73**2 33 15 (45.5)
[27.0, 64.0]

32 13 (40.6)
[22.0, 59.2]

1.119
[0.638, 1.961]

1.218
[0.456, 3.256]

4.8
[-22.3, 32.0]

0.696

J: Baseline systolic blood pressure 0.839
<= 130 mmHg 56 20 (35.7)

[22.3, 49.2]
67 29 (43.3)

[30.7, 55.9]
0.825

[0.528, 1.288]
0.728

[0.351, 1.510]
-7.6

[-26.5, 11.3]
0.395

> 130 mmHg 104 43 (41.3)
[31.4, 51.3]

94 44 (46.8)
[36.2, 57.4]

0.883
[0.645, 1.210]

0.801
[0.456, 1.406]

-5.5
[-20.3, 9.4]

0.440

M: Baseline UACR status (cut-off 2) 0.910
>= 300 mg/g 24 11 (45.8)

[23.8, 67.9]
26 12 (46.2)

[25.1, 67.2]
0.993

[0.544, 1.812]
0.987

[0.324, 3.005]
-0.3

[-32.0, 31.3]
0.982

30 - < 300 mg/g 46 17 (37.0)
[21.9, 52.0]

51 22 (43.1)
[28.6, 57.7]

0.857
[0.524, 1.401]

0.773
[0.342, 1.747]

-6.2
[-27.7, 15.4]

0.537

< 30 mg/g 89 35 (39.3)
[28.6, 50.0]

84 39 (46.4)
[35.2, 57.7]

0.847
[0.600, 1.197]

0.748
[0.409, 1.368]

-7.1
[-23.0, 8.8]

0.347



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: D1690C00024 Program Name: IS_saf1.sas
Data Cut Date: 07NOV2017 Run Date: 09JUN2021:18:08:57

Table TB1AS_SSIS: Proportion of subjects with serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.823
<= 65 years 74 4 (5.4)

[0.0, 11.2]
55 4 (7.3)

[0.0, 15.0]
0.743

[0.194, 2.842]
0.729

[0.174, 3.051]
-1.9

[-12.0, 8.3]
0.723#

> 65 years 86 5 (5.8)
[0.3, 11.3]

106 10 (9.4)
[3.4, 15.5]

0.616
[0.219, 1.735]

0.593
[0.195, 1.804]

-3.6
[-12.1, 4.9]

0.354

B: Sex 0.544
Male 91 8 (8.8)

[2.4, 15.2]
91 11 (12.1)

[4.8, 19.3]
0.727

[0.307, 1.724]
0.701

[0.268, 1.833]
-3.3

[-13.3, 6.7]
0.468

Female 69 1 (1.4)
[0.0, 5.0]

70 3 (4.3)
[0.0, 9.7]

0.338
[0.036, 3.172]

0.328
[0.033, 3.237]

-2.8
[-9.8, 4.1]

0.620#

D: Region 0.479
Europe 96 7 (7.3)

[1.6, 13.0]
85 8 (9.4)

[2.6, 16.2]
0.775

[0.293, 2.047]
0.757

[0.262, 2.183]
-2.1

[-11.3, 7.1]
0.607

North America 64 2 (3.1)
[0.0, 8.2]

76 6 (7.9)
[1.2, 14.6]

0.396
[0.083, 1.894]

0.376
[0.073, 1.933]

-4.8
[-13.6, 4.1]

0.290#

F: Baseline UACR status 0.256
> 1000 mg/g 8 0 (0.0)

[0.0, 6.3]
10 2 (20.0)

[0.0, 49.8]
0.244 +

[0.013, 4.468]
0.200 +

[0.008, 4.818]
-20.0

[-56.0, 16.0]
0.477#

<= 1000 mg/g 151 9 (6.0)
[1.9, 10.1]

151 12 (7.9)
[3.3, 12.6]

0.750
[0.326, 1.727]

0.734
[0.300, 1.797]

-2.0
[-8.4, 4.4]

0.498

G: Baseline eGFR (cut-off 1) 0.400
< 45 ml/min/1.73**2 24 1 (4.2)

[0.0, 14.2]
29 4 (13.8)

[0.0, 28.1]
0.302

[0.036, 2.526]
0.272

[0.028, 2.613]
-9.6

[-28.3, 9.1]
0.362#

>= 45 ml/min/1.73**2 136 8 (5.9)
[1.6, 10.2]

132 10 (7.6)
[2.7, 12.5]

0.776
[0.316, 1.907]

0.763
[0.291, 1.996]

-1.7
[-8.4, 5.1]

0.580



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: D1690C00024 Program Name: IS_saf1.sas
Data Cut Date: 07NOV2017 Run Date: 09JUN2021:18:08:57

Table TB1AS_SSIS: Proportion of subjects with serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

I: Baseline eGFR (cut-off 3) 0.296
< 60 ml/min/1.73**2 127 7 (5.5)

[1.1, 9.9]
129 13 (10.1)

[4.5, 15.7]
0.547

[0.226, 1.326]
0.521

[0.201, 1.351]
-4.6

[-11.9, 2.8]
0.174

>= 60 ml/min/1.73**2 33 2 (6.1)
[0.0, 15.7]

32 1 (3.1)
[0.0, 10.7]

1.939
[0.185, 20.350]

2.000
[0.172, 23.212]

2.9
[-10.3, 16.1]

1.000#

J: Baseline systolic blood pressure 0.191
<= 130 mmHg 56 5 (8.9)

[0.6, 17.3]
67 5 (7.5)

[0.4, 14.5]
1.196

[0.365, 3.924]
1.216

[0.333, 4.433]
1.5

[-9.9, 12.9]
1.000#

> 130 mmHg 104 4 (3.8)
[0.0, 8.0]

94 9 (9.6)
[3.1, 16.1]

0.402
[0.128, 1.261]

0.378
[0.112, 1.270]

-5.7
[-13.7, 2.3]

0.105

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TB1ASU_SSIS: Proportion of subjects with AEOSI: UTI by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
UTI N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

D: Region n<10
Europe n<10
North America n<10

F: Baseline UACR status NE
> 1000 mg/g 8 0 (0.0) 10 0 (0.0)
<= 1000 mg/g 151 4 (2.6)

[0.0, 5.5]
151 6 (4.0)

[0.5, 7.4]
0.667

[0.192, 2.315]
0.658

[0.182, 2.379]
-1.3

[-6.0, 3.4]
0.521

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10



Source Data: aae, created on: 28MAY2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: D1690C00024 Program Name: IS_saf5.sas
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Table TB1ASU_SSIS: Proportion of subjects with AEOSI: UTI by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
UTI N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

I: Baseline eGFR (cut-off 3) NE
< 60 ml/min/1.73**2 127 4 (3.1)

[0.0, 6.6]
129 6 (4.7)

[0.6, 8.7]
0.677

[0.196, 2.343]
0.667

[0.184, 2.421]
-1.5

[-7.0, 4.0]
0.749#

>= 60 ml/min/1.73**2 33 0 (0.0) 32 0 (0.0)

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Content MB102029: Subgroup analyses 
 

TC2A_SSIS Proportion of subjects with AEs during 24 week follow up by 
subgroup 

TC2A_SSSS Proportion of subjects with AEs by SOC/preferred term during 24 
week follow up by subgroup 

TC2AA_SSIS Proportion of subjects with non-disease related AEs during 24 week 
follow up by subgroup 

TC2AN_SSIS Proportion of subjects with non-severe AEs during 24 week follow up 
by subgroup 

TC2AC_SSIS Proportion of subjects with severe AEs during 24 week follow up by 
subgroup 

TC2AC_SSSS Proportion of subjects with severe AEs by SOC/preferred term during 
24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AAC_SSIS Proportion of subjects with non-disease related severe AEs during 24 
week follow up by subgroup 

TC2AS_SSIS Proportion of subjects with serious AEs during 24 week follow up by 
subgroup 

TC2AS_SSSS Proportion of subjects with serious AEs by SOC/preferred term during 
24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AAS_SSIS Proportion of subjects with non-disease related serious AEs during 24 
week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AD_SSIS Proportion of subjects with AEs leading to death during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AFR_SSIS Proportion of subjects with AEOSI: Fractures during 24 week follow 
up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AFRN_SSIS Proportion of subjects with AEOSI: Non-severe fractures during 24 
week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AFRC_SSIS Proportion of subjects with AEOSI: Severe fractures during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 



TC2AFRS_SSIS Proportion of subjects with AEOSI: Serious fractures during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AR_SSIS Proportion of subjects with AEOSI: Renal AEs during 24 week follow 
up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ARN_SSIS Proportion of subjects with AEOSI: Non-severe renal AEs during 24 
week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ARC_SSIS Proportion of subjects with AEOSI: Severe renal AEs during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ARS_SSIS Proportion of subjects with AEOSI: Serious renal AEs during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ASU_SSIS Proportion of subjects with AEOSI: UTI during 24 week follow up by 
subgroup 

TC2ASUN_SSIS Proportion of subjects with AEOSI: Non-severe UTI during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ASUC_SSIS Proportion of subjects with AEOSI: Severe UTI during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ASUS_SSIS Proportion of subjects with AEOSI: Serious UTI during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ALP_SSIS Proportion of subjects with AEOSI: Volume depletion during 24 week 
follow up by subgroup 

TC2ALPN_SSIS Proportion of subjects with AEOSI: Non-severe volume depletion 
during 24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ALPC_SSIS Proportion of subjects with AEOSI: Severe volume depletion during 
24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 



TC2ALPS_SSIS Proportion of subjects with AEOSI: Serious volume depletion during 
24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ASG_SSIS Proportion of subjects with AEOSI: Genital infections during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ASGN_SSIS Proportion of subjects with AEOSI: Non-severe genital infections 
during 24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ASGC_SSIS Proportion of subjects with AEOSI: Severe genital infections during 
24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ASGS_SSIS Proportion of subjects with AEOSI: Serious genital infections during 
24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AT_SSIS Proportion of subjects with AEs leading to discontinuation of study 
medication during 24 week follow up by subgroup 

TC2ATS_SSIS Proportion of subjects with serious AEs leading to discontinuation of 
study medication during 24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AM_SSIS Proportion of subjects with AEOSI: AEs leading to amputation during 
24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AMN_SSIS Proportion of subjects with AEOSI: Non-severe AEs leading to 
amputation during 24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AMC_SSIS Proportion of subjects with AEOSI: Severe AEs leading to amputation 
during 24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AMS_SSIS Proportion of subjects with AEOSI: Serious AEs leading to 
amputation during 24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AK_SSIS Proportion of subjects with AEOSI: DKA during 24 week follow up 
by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 



TC2AKN_SSIS Proportion of subjects with AEOSI: Non-severe DKA during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AKC_SSIS Proportion of subjects with AEOSI: Severe DKA during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2AKS_SSIS Proportion of subjects with AEOSI: Serious DKA during 24 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ASH_SSIS Proportion of subjects with AEOSI: Hypoglycemia events during 24 
week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ASHN_SSIS Proportion of subjects with AEOSI: Non-severe hypoglycemia events 
during 24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ASHC_SSIS Proportion of subjects with AEOSI: Severe hypoglycemia events 
during 24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2ASHS_SSIS Proportion of subjects with AEOSI: Serious hypoglycemia events 
during 24 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LA_SSIS Proportion of subjects with AEs during 104 week follow up by 
subgroup 

TC2LA_SSSS Proportion of subjects with AEs by SOC/preferred term during 104 
week follow up by subgroup 

TC2LAA_SSIS Proportion of subjects with non-disease related AEs during 104 week 
follow up by subgroup 

TC2LAN_SSIS Proportion of subjects with non-severe AEs during 104 week follow 
up by subgroup 

TC2LAC_SSIS Proportion of subjects with severe AEs during 104 week follow up by 
subgroup 

TC2LAC_SSSS Proportion of subjects with severe AEs by SOC/preferred term during 
104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAAC_SSIS Proportion of subjects with non-disease related severe AEs during 104 
week follow up by subgroup 

TC2LAS_SSIS Proportion of subjects with serious AEs during 104 week follow up by 
subgroup 



TC2LAS_SSSS Proportion of subjects with serious AEs by SOC/preferred term during 
104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAAS_SSIS Proportion of subjects with non-disease related serious AEs during 
104 week follow up by subgroup 

TC2LAD_SSIS Proportion of subjects with AEs leading to death during 104 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAFR_SSIS Proportion of subjects with AEOSI: Fractures during 104 week follow 
up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAFRN_SSIS Proportion of subjects with AEOSI: Non-severe fractures during 104 
week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAFRC_SSIS Proportion of subjects with AEOSI: Severe fractures during 104 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAFRS_SSIS Proportion of subjects with AEOSI: Serious fractures during 104 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAR_SSIS Proportion of subjects with AEOSI: Renal AEs during 104 week 
follow up by subgroup 

TC2LARN_SSIS Proportion of subjects with AEOSI: Non-severe renal AEs during 104 
week follow up by subgroup 

TC2LARC_SSIS Proportion of subjects with AEOSI: Severe renal AEs during 104 
week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LARS_SSIS Proportion of subjects with AEOSI: Serious renal AEs during 104 
week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LASU_SSIS Proportion of subjects with AEOSI: UTI during 104 week follow up 
by subgroup 

TC2LASUN_SSIS Proportion of subjects with AEOSI: Non-severe UTI during 104 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 



TC2LASUC_SSIS Proportion of subjects with AEOSI: Severe UTI during 104 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LASUS_SSIS Proportion of subjects with AEOSI: Serious UTI during 104 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LALP_SSIS Proportion of subjects with AEOSI: Volume depletion during 104 
week follow up by subgroup 

TC2LALPN_SSIS Proportion of subjects with AEOSI: Non-severe volume depletion 
during 104 week follow up by subgroup 

TC2LALPC_SSIS Proportion of subjects with AEOSI: Severe volume depletion during 
104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LALPS_SSIS Proportion of subjects with AEOSI: Serious volume depletion during 
104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LASG_SSIS Proportion of subjects with AEOSI: Genital infections during 104 
week follow up by subgroup 

TC2LASGN_SSIS Proportion of subjects with AEOSI: Non-severe genital infections 
during 104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LASGC_SSIS Proportion of subjects with AEOSI: Severe genital infections during 
104 week follow up by subgroup 

TC2LASGS_SSIS Proportion of subjects with AEOSI: Serious genital infections during 
104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAT_SSIS Proportion of subjects with AEs leading to discontinuation of study 
medication during 104 week follow up by subgroup 

TC2LATS_SSIS Proportion of subjects with serious AEs leading to discontinuation of 
study medication during 104 week follow up by subgroup 
Subgroups were not calculated because they had < 10 patients in at 
least one subgroup category. 

TC2LAM_SSIS Proportion of subjects with AEOSI: AEs leading to amputation during 
104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAMN_SSIS Proportion of subjects with AEOSI: Non-severe AEs leading to 
amputation during 104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 



TC2LAMC_SSIS Proportion of subjects with AEOSI: Severe AEs leading to amputation 
during 104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAMS_SSIS Proportion of subjects with AEOSI: Serious AEs leading to 
amputation during 104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAK_SSIS Proportion of subjects with AEOSI: DKA during 104 week follow up 
by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAKN_SSIS Proportion of subjects with AEOSI: Non-severe DKA during 104 
week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAKC_SSIS Proportion of subjects with AEOSI: Severe DKA during 104 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LAKS_SSIS Proportion of subjects with AEOSI: Serious DKA during 104 week 
follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LASH_SSIS Proportion of subjects with AEOSI: Hypoglycemia events during 104 
week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LASHN_SSIS Proportion of subjects with AEOSI: Non-severe hypoglycemia events 
during 104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup 
category. 

TC2LASHC_SSIS Proportion of subjects with AEOSI: Severe hypoglycemia events 
during 104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

TC2LASHS_SSIS Proportion of subjects with AEOSI: Serious hypoglycemia events 
during 104 week follow up by subgroup 
Subgroups were not calculated either because they were not 
preplanned or they had < 10 patients in at least one subgroup category. 

 



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: TC2A_SSIS.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:16:06

Table TC2A_SSIS: Proportion of subjects with AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.064
<= 65 years 32 28 (87.5)

[74.5, 100.0]
38 29 (76.3)

[61.5, 91.1]
1.147

[0.920, 1.429]
2.172

[0.600, 7.870]
11.2

[-9.4, 31.8]
0.234

> 65 years 53 37 (69.8)
[56.5, 83.1]

46 38 (82.6)
[70.6, 94.6]

0.845
[0.677, 1.054]

0.487
[0.186, 1.274]

-12.8
[-31.3, 5.7]

0.140

B: Sex 0.888
Male 56 44 (78.6)

[66.9, 90.2]
53 43 (81.1)

[69.7, 92.6]
0.968

[0.802, 1.169]
0.853

[0.334, 2.180]
-2.6

[-19.4, 14.3]
0.740

Female 29 21 (72.4)
[54.4, 90.4]

31 24 (77.4)
[61.1, 93.8]

0.935
[0.697, 1.255]

0.766
[0.237, 2.470]

-5.0
[-30.3, 20.3]

0.657

D: Region 0.694
Asia 11 8 (72.7)

[41.9, 100.0]
9 7 (77.8)

[45.1, 100.0]
0.935

[0.566, 1.546]
0.762

[0.097, 5.958]
-5.1

[-53.0, 42.9]
1.000#

Europe 9 7 (77.8)
[45.1, 100.0]

11 10 (90.9)
[69.4, 100.0]

0.856
[0.576, 1.271]

0.350
[0.026, 4.654]

-13.1
[-55.3, 29.0]

0.566#

North America 48 39 (81.3)
[69.2, 93.3]

41 32 (78.0)
[64.2, 91.9]

1.041
[0.842, 1.286]

1.219
[0.433, 3.433]

3.2
[-15.9, 22.3]

0.709

Latin/South America 17 11 (64.7)
[39.0, 90.4]

23 18 (78.3)
[59.2, 97.3]

0.827
[0.548, 1.248]

0.509
[0.125, 2.073]

-13.6
[-47.0, 19.8]

0.477#

F: Baseline UACR status 0.258
> 1000 mg/g 12 11 (91.7)

[71.9, 100.0]
9 7 (77.8)

[45.1, 100.0]
1.179

[0.799, 1.738]
3.143

[0.238, 41.507]
13.9

[-27.2, 55.0]
0.553#

<= 1000 mg/g 73 54 (74.0)
[63.2, 84.7]

75 60 (80.0)
[70.3, 89.7]

0.925
[0.775, 1.104]

0.711
[0.329, 1.535]

-6.0
[-20.9, 8.9]

0.385



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: TC2A_SSIS.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:16:06

Table TC2A_SSIS: Proportion of subjects with AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.963
< 45 ml/min/1.73**2 49 37 (75.5)

[62.4, 88.6]
38 30 (78.9)

[64.7, 93.2]
0.956

[0.761, 1.202]
0.822

[0.298, 2.271]
-3.4

[-23.5, 16.6]
0.707

>= 45 ml/min/1.73**2 36 28 (77.8)
[62.8, 92.7]

46 37 (80.4)
[67.9, 93.0]

0.967
[0.772, 1.211]

0.851
[0.292, 2.486]

-2.7
[-22.9, 17.6]

0.770

J: Baseline systolic blood pressure 0.564
<= 130 mmHg 38 28 (73.7)

[58.4, 89.0]
47 38 (80.9)

[68.5, 93.2]
0.911

[0.720, 1.153]
0.663

[0.238, 1.847]
-7.2

[-27.5, 13.2]
0.433

> 130 mmHg 47 37 (78.7)
[66.0, 91.5]

37 29 (78.4)
[63.8, 93.0]

1.004
[0.802, 1.258]

1.021
[0.357, 2.914]

0.3
[-19.8, 20.4]

0.970

M: Baseline UACR status (cut-off 2) 0.790
>= 300 mg/g 22 19 (86.4)

[69.8, 100.0]
24 20 (83.3)

[66.3, 100.0]
1.036

[0.812, 1.323]
1.267

[0.250, 6.422]
3.0

[-22.0, 28.1]
1.000#

30 - < 300 mg/g 34 24 (70.6)
[53.8, 87.4]

33 26 (78.8)
[63.3, 94.3]

0.896
[0.677, 1.185]

0.646
[0.212, 1.968]

-8.2
[-31.9, 15.5]

0.444

< 30 mg/g 29 22 (75.9)
[58.6, 93.2]

27 21 (77.8)
[60.2, 95.3]

0.975
[0.731, 1.301]

0.898
[0.259, 3.114]

-1.9
[-27.6, 23.8]

0.866



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AA_SSIS: Proportion of subjects with non-disease related AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs during 24
week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.049i
<= 65 years 32 28 (87.5)

[74.5, 100.0]
38 29 (76.3)

[61.5, 91.1]
1.147

[0.920, 1.429]
2.172

[0.600, 7.870]
11.2

[-9.4, 31.8]
0.234

> 65 years 53 36 (67.9)
[54.4, 81.4]

46 38 (82.6)
[70.6, 94.6]

0.822
[0.655, 1.032]

0.446
[0.171, 1.160]

-14.7
[-33.4, 4.0]

0.095

B: Sex 0.717
Male 56 44 (78.6)

[66.9, 90.2]
53 43 (81.1)

[69.7, 92.6]
0.968

[0.802, 1.169]
0.853

[0.334, 2.180]
-2.6

[-19.4, 14.3]
0.740

Female 29 20 (69.0)
[50.4, 87.5]

31 24 (77.4)
[61.1, 93.8]

0.891
[0.654, 1.214]

0.648
[0.205, 2.052]

-8.5
[-34.2, 17.2]

0.463

D: Region 0.776
Asia 11 8 (72.7)

[41.9, 100.0]
9 7 (77.8)

[45.1, 100.0]
0.935

[0.566, 1.546]
0.762

[0.097, 5.958]
-5.1

[-53.0, 42.9]
1.000#

Europe 9 7 (77.8)
[45.1, 100.0]

11 10 (90.9)
[69.4, 100.0]

0.856
[0.576, 1.271]

0.350
[0.026, 4.654]

-13.1
[-55.3, 29.0]

0.566#

North America 48 38 (79.2)
[66.6, 91.7]

41 32 (78.0)
[64.2, 91.9]

1.014
[0.816, 1.261]

1.069
[0.387, 2.952]

1.1
[-18.2, 20.5]

0.898

Latin/South America 17 11 (64.7)
[39.0, 90.4]

23 18 (78.3)
[59.2, 97.3]

0.827
[0.548, 1.248]

0.509
[0.125, 2.073]

-13.6
[-47.0, 19.8]

0.477#

F: Baseline UACR status 0.234
> 1000 mg/g 12 11 (91.7)

[71.9, 100.0]
9 7 (77.8)

[45.1, 100.0]
1.179

[0.799, 1.738]
3.143

[0.238, 41.507]
13.9

[-27.2, 55.0]
0.553#

<= 1000 mg/g 73 53 (72.6)
[61.7, 83.5]

75 60 (80.0)
[70.3, 89.7]

0.908
[0.757, 1.087]

0.663
[0.308, 1.423]

-7.4
[-22.4, 7.6]

0.291



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AA_SSIS: Proportion of subjects with non-disease related AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs during 24
week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.849
< 45 ml/min/1.73**2 49 36 (73.5)

[60.1, 86.9]
38 30 (78.9)

[64.7, 93.2]
0.931

[0.736, 1.177]
0.738

[0.270, 2.018]
-5.5

[-25.7, 14.8]
0.556

>= 45 ml/min/1.73**2 36 28 (77.8)
[62.8, 92.7]

46 37 (80.4)
[67.9, 93.0]

0.967
[0.772, 1.211]

0.851
[0.292, 2.486]

-2.7
[-22.9, 17.6]

0.770

J: Baseline systolic blood pressure 0.448
<= 130 mmHg 38 27 (71.1)

[55.3, 86.8]
47 38 (80.9)

[68.5, 93.2]
0.879

[0.687, 1.124]
0.581

[0.212, 1.596]
-9.8

[-30.5, 10.9]
0.293

> 130 mmHg 47 37 (78.7)
[66.0, 91.5]

37 29 (78.4)
[63.8, 93.0]

1.004
[0.802, 1.258]

1.021
[0.357, 2.914]

0.3
[-19.8, 20.4]

0.970

M: Baseline UACR status (cut-off 2) 0.794
>= 300 mg/g 22 19 (86.4)

[69.8, 100.0]
24 20 (83.3)

[66.3, 100.0]
1.036

[0.812, 1.323]
1.267

[0.250, 6.422]
3.0

[-22.0, 28.1]
1.000#

30 - < 300 mg/g 34 24 (70.6)
[53.8, 87.4]

33 26 (78.8)
[63.3, 94.3]

0.896
[0.677, 1.185]

0.646
[0.212, 1.968]

-8.2
[-31.9, 15.5]

0.444

< 30 mg/g 29 21 (72.4)
[54.4, 90.4]

27 21 (77.8)
[60.2, 95.3]

0.931
[0.688, 1.259]

0.750
[0.222, 2.538]

-5.4
[-31.5, 20.8]

0.646



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AAC_SSIS: Proportion of subjects with non-disease related severe AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs
during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

F: Baseline UACR status 0.425
> 1000 mg/g 12 1 (8.3)

[0.0, 28.1]
9 0 (0.0)

[0.0, 5.6]
2.308 +

[0.105, 50.849]
2.478 +

[0.090, 68.136]
8.3

[-17.0, 33.7]
1.000#

<= 1000 mg/g 73 8 (11.0)
[3.1, 18.8]

75 7 (9.3)
[2.1, 16.6]

1.174
[0.449, 3.072]

1.196
[0.410, 3.485]

1.6
[-9.5, 12.7]

0.744



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AAC_SSIS: Proportion of subjects with non-disease related severe AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs
during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AC_SSIS: Proportion of subjects with severe AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

F: Baseline UACR status 0.425
> 1000 mg/g 12 1 (8.3)

[0.0, 28.1]
9 0 (0.0)

[0.0, 5.6]
2.308 +

[0.105, 50.849]
2.478 +

[0.090, 68.136]
8.3

[-17.0, 33.7]
1.000#

<= 1000 mg/g 73 8 (11.0)
[3.1, 18.8]

75 7 (9.3)
[2.1, 16.6]

1.174
[0.449, 3.072]

1.196
[0.410, 3.485]

1.6
[-9.5, 12.7]

0.744



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AC_SSIS: Proportion of subjects with severe AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf3.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:12:51

Table TC2ALP_SSIS: Proportion of subjects with AEOSI: Volume depletion during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Volume depletion during 24 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

F: Baseline UACR status 0.577
> 1000 mg/g 12 1 (8.3)

[0.0, 28.1]
9 0 (0.0)

[0.0, 5.6]
2.308 +

[0.105, 50.849]
2.478 +

[0.090, 68.136]
8.3

[-17.0, 33.7]
1.000#

<= 1000 mg/g 73 7 (9.6)
[2.1, 17.0]

75 3 (4.0)
[0.0, 9.1]

2.397
[0.645, 8.916]

2.545
[0.632, 10.252]

5.6
[-3.8, 15.0]

0.206#



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf3.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:12:51

Table TC2ALP_SSIS: Proportion of subjects with AEOSI: Volume depletion during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Volume depletion during 24 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AN_SSIS: Proportion of subjects with non-severe AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs during 24 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.114
<= 65 years 32 27 (84.4)

[70.2, 98.5]
38 29 (76.3)

[61.5, 91.1]
1.106

[0.877, 1.394]
1.676

[0.499, 5.633]
8.1

[-13.3, 29.4]
0.404

> 65 years 53 37 (69.8)
[56.5, 83.1]

46 38 (82.6)
[70.6, 94.6]

0.845
[0.677, 1.054]

0.487
[0.186, 1.274]

-12.8
[-31.3, 5.7]

0.140

B: Sex 0.995
Male 56 43 (76.8)

[64.8, 88.7]
53 43 (81.1)

[69.7, 92.6]
0.946

[0.780, 1.149]
0.769

[0.305, 1.943]
-4.3

[-21.5, 12.8]
0.580

Female 29 21 (72.4)
[54.4, 90.4]

31 24 (77.4)
[61.1, 93.8]

0.935
[0.697, 1.255]

0.766
[0.237, 2.470]

-5.0
[-30.3, 20.3]

0.657

D: Region 0.776
Asia 11 8 (72.7)

[41.9, 100.0]
9 7 (77.8)

[45.1, 100.0]
0.935

[0.566, 1.546]
0.762

[0.097, 5.958]
-5.1

[-53.0, 42.9]
1.000#

Europe 9 7 (77.8)
[45.1, 100.0]

11 10 (90.9)
[69.4, 100.0]

0.856
[0.576, 1.271]

0.350
[0.026, 4.654]

-13.1
[-55.3, 29.0]

0.566#

North America 48 38 (79.2)
[66.6, 91.7]

41 32 (78.0)
[64.2, 91.9]

1.014
[0.816, 1.261]

1.069
[0.387, 2.952]

1.1
[-18.2, 20.5]

0.898

Latin/South America 17 11 (64.7)
[39.0, 90.4]

23 18 (78.3)
[59.2, 97.3]

0.827
[0.548, 1.248]

0.509
[0.125, 2.073]

-13.6
[-47.0, 19.8]

0.477#

F: Baseline UACR status 0.234
> 1000 mg/g 12 11 (91.7)

[71.9, 100.0]
9 7 (77.8)

[45.1, 100.0]
1.179

[0.799, 1.738]
3.143

[0.238, 41.507]
13.9

[-27.2, 55.0]
0.553#

<= 1000 mg/g 73 53 (72.6)
[61.7, 83.5]

75 60 (80.0)
[70.3, 89.7]

0.908
[0.757, 1.087]

0.663
[0.308, 1.423]

-7.4
[-22.4, 7.6]

0.291



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AN_SSIS: Proportion of subjects with non-severe AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs during 24 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.849
< 45 ml/min/1.73**2 49 36 (73.5)

[60.1, 86.9]
38 30 (78.9)

[64.7, 93.2]
0.931

[0.736, 1.177]
0.738

[0.270, 2.018]
-5.5

[-25.7, 14.8]
0.556

>= 45 ml/min/1.73**2 36 28 (77.8)
[62.8, 92.7]

46 37 (80.4)
[67.9, 93.0]

0.967
[0.772, 1.211]

0.851
[0.292, 2.486]

-2.7
[-22.9, 17.6]

0.770

J: Baseline systolic blood pressure 0.448
<= 130 mmHg 38 27 (71.1)

[55.3, 86.8]
47 38 (80.9)

[68.5, 93.2]
0.879

[0.687, 1.124]
0.581

[0.212, 1.596]
-9.8

[-30.5, 10.9]
0.293

> 130 mmHg 47 37 (78.7)
[66.0, 91.5]

37 29 (78.4)
[63.8, 93.0]

1.004
[0.802, 1.258]

1.021
[0.357, 2.914]

0.3
[-19.8, 20.4]

0.970

M: Baseline UACR status (cut-off 2) 0.693
>= 300 mg/g 22 19 (86.4)

[69.8, 100.0]
24 20 (83.3)

[66.3, 100.0]
1.036

[0.812, 1.323]
1.267

[0.250, 6.422]
3.0

[-22.0, 28.1]
1.000#

30 - < 300 mg/g 34 23 (67.6)
[50.5, 84.8]

33 26 (78.8)
[63.3, 94.3]

0.859
[0.641, 1.150]

0.563
[0.187, 1.693]

-11.1
[-35.1, 12.9]

0.307

< 30 mg/g 29 22 (75.9)
[58.6, 93.2]

27 21 (77.8)
[60.2, 95.3]

0.975
[0.731, 1.301]

0.898
[0.259, 3.114]

-1.9
[-27.6, 23.8]

0.866



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AS_SSIS: Proportion of subjects with serious AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.305
<= 65 years 32 4 (12.5)

[0.0, 25.5]
38 2 (5.3)

[0.0, 13.7]
2.375

[0.465, 12.133]
2.571

[0.439, 15.063]
7.2

[-9.1, 23.6]
0.402#

> 65 years 53 6 (11.3)
[1.8, 20.8]

46 6 (13.0)
[2.2, 23.9]

0.868
[0.301, 2.506]

0.851
[0.254, 2.847]

-1.7
[-16.7, 13.2]

0.794

B: Sex 0.801
Male 56 6 (10.7)

[1.7, 19.7]
53 5 (9.4)

[0.6, 18.2]
1.136

[0.368, 3.501]
1.152

[0.330, 4.026]
1.3

[-11.8, 14.4]
0.825

Female 29 4 (13.8)
[0.0, 28.1]

31 3 (9.7)
[0.0, 21.7]

1.425
[0.348, 5.830]

1.493
[0.304, 7.331]

4.1
[-15.5, 23.8]

0.702#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

F: Baseline UACR status 0.421
> 1000 mg/g 12 1 (8.3)

[0.0, 28.1]
9 0 (0.0)

[0.0, 5.6]
2.308 +

[0.105, 50.849]
2.478 +

[0.090, 68.136]
8.3

[-17.0, 33.7]
1.000#

<= 1000 mg/g 73 9 (12.3)
[4.1, 20.6]

75 8 (10.7)
[3.0, 18.3]

1.156
[0.472, 2.832]

1.178
[0.428, 3.240]

1.7
[-10.0, 13.3]

0.752



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AS_SSIS: Proportion of subjects with serious AEs during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.306
< 45 ml/min/1.73**2 49 6 (12.2)

[2.0, 22.4]
38 2 (5.3)

[0.0, 13.7]
2.327

[0.497, 10.887]
2.512

[0.477, 13.215]
7.0

[-7.0, 20.9]
0.457#

>= 45 ml/min/1.73**2 36 4 (11.1)
[0.0, 22.8]

46 6 (13.0)
[2.2, 23.9]

0.852
[0.260, 2.793]

0.833
[0.216, 3.208]

-1.9
[-18.6, 14.7]

1.000#

J: Baseline systolic blood pressure 0.243
<= 130 mmHg 38 4 (10.5)

[0.0, 21.6]
47 2 (4.3)

[0.0, 11.1]
2.474

[0.479, 12.786]
2.647

[0.458, 15.307]
6.3

[-7.4, 20.0]
0.401#

> 130 mmHg 47 6 (12.8)
[2.2, 23.4]

37 6 (16.2)
[3.0, 29.4]

0.787
[0.276, 2.242]

0.756
[0.222, 2.571]

-3.5
[-21.1, 14.2]

0.656

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf5.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:14:22

Table TC2ASU_SSIS: Proportion of subjects with AEOSI: UTI during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
UTI during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

F: Baseline UACR status 0.269
> 1000 mg/g 12 1 (8.3)

[0.0, 28.1]
9 0 (0.0)

[0.0, 5.6]
2.308 +

[0.105, 50.849]
2.478 +

[0.090, 68.136]
8.3

[-17.0, 33.7]
1.000#

<= 1000 mg/g 73 4 (5.5)
[0.0, 11.4]

75 7 (9.3)
[2.1, 16.6]

0.587
[0.179, 1.921]

0.563
[0.158, 2.012]

-3.9
[-13.6, 5.9]

0.373



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf5.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:14:22

Table TC2ASU_SSIS: Proportion of subjects with AEOSI: UTI during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
UTI during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication during 24 week follow up by
subgroup

SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex 0.866
Male 56 3 (5.4)

[0.0, 12.1]
53 8 (15.1)

[4.5, 25.7]
0.355

[0.099, 1.267]
0.318

[0.080, 1.272]
-9.7

[-22.9, 3.4]
0.093

Female 29 2 (6.9)
[0.0, 17.8]

31 5 (16.1)
[1.6, 30.7]

0.428
[0.090, 2.034]

0.385
[0.069, 2.164]

-9.2
[-28.5, 10.0]

0.426#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

F: Baseline UACR status 0.581
> 1000 mg/g 12 1 (8.3)

[0.0, 28.1]
9 1 (11.1)

[0.0, 37.2]
0.750

[0.054, 10.443]
0.727

[0.039, 13.452]
-2.8

[-38.3, 32.8]
1.000#

<= 1000 mg/g 73 4 (5.5)
[0.0, 11.4]

75 12 (16.0)
[7.0, 25.0]

0.342
[0.116, 1.013]

0.304
[0.093, 0.992]

-10.5
[-21.7, 0.6]

0.040



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication during 24 week follow up by
subgroup

SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication during 24 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.386
< 45 ml/min/1.73**2 49 4 (8.2)

[0.0, 16.9]
38 6 (15.8)

[2.9, 28.7]
0.517

[0.157, 1.703]
0.474

[0.124, 1.818]
-7.6

[-23.9, 8.6]
0.322#

>= 45 ml/min/1.73**2 36 1 (2.8)
[0.0, 9.5]

46 7 (15.2)
[3.8, 26.7]

0.183
[0.024, 1.417]

0.159
[0.019, 1.359]

-12.4
[-26.6, 1.7]

0.073#

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test, $ CI calculated with Wald asymptotic confidence limits.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TC2LA_SSIS: Proportion of subjects with AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.929
<= 65 years 32 29 (90.6)

[79.0, 100.0]
38 35 (92.1)

[82.2, 100.0]
0.984

[0.851, 1.138]
0.829

[0.155, 4.420]
-1.5

[-17.6, 14.6]
1.000#

> 65 years 53 48 (90.6)
[81.8, 99.4]

46 42 (91.3)
[82.1, 100.0]

0.992
[0.876, 1.123]

0.914
[0.230, 3.629]

-0.7
[-14.1, 12.6]

1.000#

B: Sex 0.503
Male 56 51 (91.1)

[82.7, 99.4]
53 50 (94.3)

[87.2, 100.0]
0.965

[0.869, 1.072]
0.612

[0.139, 2.698]
-3.3

[-14.8, 8.3]
0.717#

Female 29 26 (89.7)
[76.8, 100.0]

31 27 (87.1)
[73.7, 100.0]

1.029
[0.857, 1.237]

1.284
[0.262, 6.302]

2.6
[-17.0, 22.1]

1.000#

D: Region 0.410
Asia 11 11 (100.0)

[95.5, 100.0]
9 8 (88.9)

[62.8, 100.0]
1.125

[0.893, 1.417]
4.059 +

[0.147, 112.395]
11.1

[-19.5, 41.7]
0.450#

Europe 9 8 (88.9)
[62.8, 100.0]

11 10 (90.9)
[69.4, 100.0]

0.978
[0.726, 1.316]

0.800
[0.043, 14.886]

-2.0
[-38.8, 34.7]

1.000#

North America 48 45 (93.8)
[85.9, 100.0]

41 38 (92.7)
[83.5, 100.0]

1.012
[0.904, 1.132]

1.184
[0.226, 6.213]

1.1
[-11.7, 13.8]

1.000#

Latin/South America 17 13 (76.5)
[53.4, 99.6]

23 21 (91.3)
[77.6, 100.0]

0.838
[0.625, 1.122]

0.310
[0.050, 1.935]

-14.8
[-43.2, 13.5]

0.373#

F: Baseline UACR status NE
> 1000 mg/g 12 12 (100.0) $

[95.8, 100.0]
9 9 (100.0) $

[94.4, 100.0]
1.012 +

[0.846, 1.211]
1.316 +

[0.024, 72.538]
0.0

[-15.9, 18.2]
NE

<= 1000 mg/g 73 65 (89.0)
[81.2, 96.9]

75 68 (90.7)
[83.4, 97.9]

0.982
[0.881, 1.095]

0.836
[0.287, 2.438]

-1.6
[-12.7, 9.5]

0.744



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test, $ CI calculated with Wald asymptotic confidence limits.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: MB102029 Program Name: TC2LA_SSIS.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:17:22

Table TC2LA_SSIS: Proportion of subjects with AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.769
< 45 ml/min/1.73**2 49 43 (87.8)

[77.6, 98.0]
38 34 (89.5)

[78.4, 100.0]
0.981

[0.843, 1.141]
0.843

[0.220, 3.229]
-1.7

[-17.5, 14.0]
1.000#

>= 45 ml/min/1.73**2 36 34 (94.4)
[85.6, 100.0]

46 43 (93.5)
[85.3, 100.0]

1.010
[0.905, 1.128]

1.186
[0.187, 7.504]

1.0
[-11.8, 13.8]

1.000#

J: Baseline systolic blood pressure 0.867
<= 130 mmHg 38 34 (89.5)

[78.4, 100.0]
47 43 (91.5)

[82.4, 100.0]
0.978

[0.851, 1.125]
0.791

[0.184, 3.395]
-2.0

[-17.0, 13.0]
1.000#

> 130 mmHg 47 43 (91.5)
[82.4, 100.0]

37 34 (91.9)
[81.7, 100.0]

0.996
[0.875, 1.133]

0.949
[0.199, 4.528]

-0.4
[-14.7, 13.9]

1.000#

M: Baseline UACR status (cut-off 2) 0.657
>= 300 mg/g 22 20 (90.9)

[76.6, 100.0]
24 23 (95.8)

[85.8, 100.0]
0.949

[0.811, 1.109]
0.435

[0.037, 5.161]
-4.9

[-23.7, 13.9]
0.600#

30 - < 300 mg/g 34 30 (88.2)
[75.9, 100.0]

33 30 (90.9)
[79.6, 100.0]

0.971
[0.824, 1.143]

0.750
[0.154, 3.642]

-2.7
[-20.3, 14.9]

1.000#

< 30 mg/g 29 27 (93.1)
[82.2, 100.0]

27 24 (88.9)
[75.2, 100.0]

1.047
[0.887, 1.237]

1.688
[0.260, 10.968]

4.2
[-14.4, 22.8]

0.664#



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test, $ CI calculated with Wald asymptotic confidence limits.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TC2LAA_SSIS: Proportion of subjects with non-disease related AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs during 104
week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.929
<= 65 years 32 29 (90.6)

[79.0, 100.0]
38 35 (92.1)

[82.2, 100.0]
0.984

[0.851, 1.138]
0.829

[0.155, 4.420]
-1.5

[-17.6, 14.6]
1.000#

> 65 years 53 48 (90.6)
[81.8, 99.4]

46 42 (91.3)
[82.1, 100.0]

0.992
[0.876, 1.123]

0.914
[0.230, 3.629]

-0.7
[-14.1, 12.6]

1.000#

B: Sex 0.503
Male 56 51 (91.1)

[82.7, 99.4]
53 50 (94.3)

[87.2, 100.0]
0.965

[0.869, 1.072]
0.612

[0.139, 2.698]
-3.3

[-14.8, 8.3]
0.717#

Female 29 26 (89.7)
[76.8, 100.0]

31 27 (87.1)
[73.7, 100.0]

1.029
[0.857, 1.237]

1.284
[0.262, 6.302]

2.6
[-17.0, 22.1]

1.000#

D: Region 0.410
Asia 11 11 (100.0)

[95.5, 100.0]
9 8 (88.9)

[62.8, 100.0]
1.125

[0.893, 1.417]
4.059 +

[0.147, 112.395]
11.1

[-19.5, 41.7]
0.450#

Europe 9 8 (88.9)
[62.8, 100.0]

11 10 (90.9)
[69.4, 100.0]

0.978
[0.726, 1.316]

0.800
[0.043, 14.886]

-2.0
[-38.8, 34.7]

1.000#

North America 48 45 (93.8)
[85.9, 100.0]

41 38 (92.7)
[83.5, 100.0]

1.012
[0.904, 1.132]

1.184
[0.226, 6.213]

1.1
[-11.7, 13.8]

1.000#

Latin/South America 17 13 (76.5)
[53.4, 99.6]

23 21 (91.3)
[77.6, 100.0]

0.838
[0.625, 1.122]

0.310
[0.050, 1.935]

-14.8
[-43.2, 13.5]

0.373#

F: Baseline UACR status NE
> 1000 mg/g 12 12 (100.0) $

[95.8, 100.0]
9 9 (100.0) $

[94.4, 100.0]
1.012 +

[0.846, 1.211]
1.316 +

[0.024, 72.538]
0.0

[-15.9, 18.2]
NE

<= 1000 mg/g 73 65 (89.0)
[81.2, 96.9]

75 68 (90.7)
[83.4, 97.9]

0.982
[0.881, 1.095]

0.836
[0.287, 2.438]

-1.6
[-12.7, 9.5]

0.744



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test, $ CI calculated with Wald asymptotic confidence limits.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TC2LAA_SSIS: Proportion of subjects with non-disease related AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs during 104
week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.769
< 45 ml/min/1.73**2 49 43 (87.8)

[77.6, 98.0]
38 34 (89.5)

[78.4, 100.0]
0.981

[0.843, 1.141]
0.843

[0.220, 3.229]
-1.7

[-17.5, 14.0]
1.000#

>= 45 ml/min/1.73**2 36 34 (94.4)
[85.6, 100.0]

46 43 (93.5)
[85.3, 100.0]

1.010
[0.905, 1.128]

1.186
[0.187, 7.504]

1.0
[-11.8, 13.8]

1.000#

J: Baseline systolic blood pressure 0.867
<= 130 mmHg 38 34 (89.5)

[78.4, 100.0]
47 43 (91.5)

[82.4, 100.0]
0.978

[0.851, 1.125]
0.791

[0.184, 3.395]
-2.0

[-17.0, 13.0]
1.000#

> 130 mmHg 47 43 (91.5)
[82.4, 100.0]

37 34 (91.9)
[81.7, 100.0]

0.996
[0.875, 1.133]

0.949
[0.199, 4.528]

-0.4
[-14.7, 13.9]

1.000#

M: Baseline UACR status (cut-off 2) 0.657
>= 300 mg/g 22 20 (90.9)

[76.6, 100.0]
24 23 (95.8)

[85.8, 100.0]
0.949

[0.811, 1.109]
0.435

[0.037, 5.161]
-4.9

[-23.7, 13.9]
0.600#

30 - < 300 mg/g 34 30 (88.2)
[75.9, 100.0]

33 30 (90.9)
[79.6, 100.0]

0.971
[0.824, 1.143]

0.750
[0.154, 3.642]

-2.7
[-20.3, 14.9]

1.000#

< 30 mg/g 29 27 (93.1)
[82.2, 100.0]

27 24 (88.9)
[75.2, 100.0]

1.047
[0.887, 1.237]

1.688
[0.260, 10.968]

4.2
[-14.4, 22.8]

0.664#



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TC2LAAC_SSIS: Proportion of subjects with non-disease related severe AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs
during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.201
<= 65 years 32 10 (31.3)

[13.6, 48.9]
38 12 (31.6)

[15.5, 47.7]
0.990

[0.494, 1.983]
0.985

[0.358, 2.713]
-0.3

[-25.0, 24.4]
0.977

> 65 years 53 7 (13.2)
[3.1, 23.3]

46 13 (28.3)
[14.2, 42.4]

0.467
[0.204, 1.071]

0.386
[0.139, 1.073]

-15.1
[-33.0, 2.9]

0.064

B: Sex 0.870
Male 56 11 (19.6)

[8.3, 30.9]
53 15 (28.3)

[15.2, 41.4]
0.694

[0.351, 1.372]
0.619

[0.254, 1.508]
-8.7

[-26.5, 9.2]
0.291

Female 29 6 (20.7)
[4.2, 37.2]

31 10 (32.3)
[14.2, 50.3]

0.641
[0.267, 1.541]

0.548
[0.170, 1.769]

-11.6
[-37.0, 13.9]

0.315

D: Region 0.492
Asia 11 2 (18.2)

[0.0, 45.5]
9 1 (11.1)

[0.0, 37.2]
1.636

[0.175, 15.263]
1.778

[0.134, 23.520]
7.1

[-33.7, 47.8]
1.000#

Europe 9 1 (11.1)
[0.0, 37.2]

11 4 (36.4)
[3.4, 69.3]

0.306
[0.041, 2.272]

0.219
[0.020, 2.447]

-25.3
[-70.4, 19.9]

0.319#

North America 48 10 (20.8)
[8.3, 33.4]

41 15 (36.6)
[20.6, 52.5]

0.569
[0.288, 1.127]

0.456
[0.178, 1.171]

-15.8
[-36.7, 5.2]

0.101

Latin/South America 17 4 (23.5)
[0.4, 46.6]

23 5 (21.7)
[2.7, 40.8]

1.082
[0.341, 3.438]

1.108
[0.248, 4.944]

1.8
[-29.6, 33.2]

1.000#

F: Baseline UACR status 0.482
> 1000 mg/g 12 3 (25.0)

[0.0, 53.7]
9 2 (22.2)

[0.0, 54.9]
1.125

[0.235, 5.389]
1.167

[0.151, 9.006]
2.8

[-43.5, 49.1]
1.000#

<= 1000 mg/g 73 14 (19.2)
[9.5, 28.9]

75 23 (30.7)
[19.6, 41.8]

0.625
[0.350, 1.118]

0.536
[0.250, 1.149]

-11.5
[-26.6, 3.7]

0.108



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TC2LAAC_SSIS: Proportion of subjects with non-disease related severe AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs
during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.363
< 45 ml/min/1.73**2 49 11 (22.4)

[9.7, 35.2]
38 10 (26.3)

[11.0, 41.6]
0.853

[0.405, 1.796]
0.811

[0.302, 2.172]
-3.9

[-24.4, 16.7]
0.678

>= 45 ml/min/1.73**2 36 6 (16.7)
[3.1, 30.2]

46 15 (32.6)
[18.0, 47.2]

0.511
[0.221, 1.184]

0.413
[0.142, 1.207]

-15.9
[-36.6, 4.7]

0.103

J: Baseline systolic blood pressure 0.948
<= 130 mmHg 38 7 (18.4)

[4.8, 32.1]
47 13 (27.7)

[13.8, 41.5]
0.666

[0.295, 1.502]
0.591

[0.209, 1.671]
-9.2

[-29.4, 10.9]
0.321

> 130 mmHg 47 10 (21.3)
[8.5, 34.0]

37 12 (32.4)
[16.0, 48.9]

0.656
[0.319, 1.348]

0.563
[0.211, 1.501]

-11.2
[-32.7, 10.3]

0.251

M: Baseline UACR status (cut-off 2) 0.260
>= 300 mg/g 22 6 (27.3)

[6.4, 48.2]
24 8 (33.3)

[12.4, 54.3]
0.818

[0.337, 1.985]
0.750

[0.212, 2.658]
-6.1

[-36.9, 24.8]
0.659

30 - < 300 mg/g 34 4 (11.8)
[0.0, 24.1]

33 11 (33.3)
[15.7, 50.9]

0.353
[0.125, 0.998]

0.267
[0.075, 0.949]

-21.6
[-43.9, 0.8]

0.036

< 30 mg/g 29 7 (24.1)
[6.8, 41.4]

27 6 (22.2)
[4.7, 39.8]

1.086
[0.417, 2.826]

1.114
[0.321, 3.862]

1.9
[-23.8, 27.6]

0.866



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TC2LAAS_SSIS: Proportion of subjects with non-disease related serious AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related serious AEs
during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.837
<= 65 years 32 11 (34.4)

[16.4, 52.4]
38 12 (31.6)

[15.5, 47.7]
1.089

[0.557, 2.126]
1.135

[0.418, 3.085]
2.8

[-22.2, 27.8]
0.805

> 65 years 53 16 (30.2)
[16.9, 43.5]

46 14 (30.4)
[16.1, 44.8]

0.992
[0.545, 1.805]

0.988
[0.419, 2.334]

-0.2
[-20.4, 19.9]

0.979

B: Sex 0.895
Male 56 18 (32.1)

[19.0, 45.3]
53 17 (32.1)

[18.6, 45.6]
1.002

[0.580, 1.730]
1.003

[0.449, 2.242]
0.1

[-19.3, 19.4]
0.994

Female 29 9 (31.0)
[12.5, 49.6]

31 9 (29.0)
[11.4, 46.6]

1.069
[0.494, 2.315]

1.100
[0.364, 3.320]

2.0
[-24.5, 28.6]

0.867

D: Region 0.547
Asia 11 4 (36.4)

[3.4, 69.3]
9 2 (22.2)

[0.0, 54.9]
1.636

[0.384, 6.982]
2.000

[0.272, 14.699]
14.1

[-35.3, 63.6]
0.642#

Europe 9 2 (22.2)
[0.0, 54.9]

11 4 (36.4)
[3.4, 69.3]

0.611
[0.143, 2.608]

0.500
[0.068, 3.675]

-14.1
[-63.6, 35.3]

0.642#

North America 48 15 (31.3)
[17.1, 45.4]

41 15 (36.6)
[20.6, 52.5]

0.854
[0.477, 1.528]

0.788
[0.326, 1.902]

-5.3
[-27.3, 16.7]

0.598

Latin/South America 17 6 (35.3)
[9.6, 61.0]

23 5 (21.7)
[2.7, 40.8]

1.624
[0.593, 4.448]

1.964
[0.482, 7.995]

13.6
[-19.8, 47.0]

0.477#

F: Baseline UACR status 0.336
> 1000 mg/g 12 5 (41.7)

[9.6, 73.7]
9 2 (22.2)

[0.0, 54.9]
1.875

[0.465, 7.555]
2.500

[0.357, 17.500]
19.4

[-29.2, 68.1]
0.642#

<= 1000 mg/g 73 22 (30.1)
[18.9, 41.3]

75 24 (32.0)
[20.8, 43.2]

0.942
[0.582, 1.523]

0.917
[0.457, 1.840]

-1.9
[-18.1, 14.4]

0.807



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2LAAS_SSIS: Proportion of subjects with non-disease related serious AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related serious AEs
during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.689
< 45 ml/min/1.73**2 49 17 (34.7)

[20.3, 49.0]
38 12 (31.6)

[15.5, 47.7]
1.099

[0.600, 2.013]
1.151

[0.467, 2.837]
3.1

[-19.1, 25.4]
0.761

>= 45 ml/min/1.73**2 36 10 (27.8)
[11.8, 43.8]

46 14 (30.4)
[16.1, 44.8]

0.913
[0.460, 1.809]

0.879
[0.336, 2.302]

-2.7
[-24.9, 19.6]

0.794

J: Baseline systolic blood pressure 0.615
<= 130 mmHg 38 10 (26.3)

[11.0, 41.6]
47 14 (29.8)

[15.6, 43.9]
0.883

[0.443, 1.761]
0.842

[0.324, 2.188]
-3.5

[-25.0, 18.1]
0.725

> 130 mmHg 47 17 (36.2)
[21.4, 51.0]

37 12 (32.4)
[16.0, 48.9]

1.115
[0.612, 2.033]

1.181
[0.475, 2.932]

3.7
[-19.1, 26.6]

0.722

M: Baseline UACR status (cut-off 2) 0.521
>= 300 mg/g 22 9 (40.9)

[18.1, 63.7]
24 7 (29.2)

[8.9, 49.4]
1.403

[0.630, 3.123]
1.681

[0.495, 5.715]
11.7

[-20.1, 43.5]
0.409

30 - < 300 mg/g 34 12 (35.3)
[17.8, 52.8]

33 11 (33.3)
[15.7, 50.9]

1.059
[0.545, 2.055]

1.091
[0.398, 2.993]

2.0
[-23.8, 27.7]

0.867

< 30 mg/g 29 6 (20.7)
[4.2, 37.2]

27 8 (29.6)
[10.6, 48.7]

0.698
[0.278, 1.751]

0.620
[0.183, 2.100]

-8.9
[-35.2, 17.3]

0.444



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2LAC_SSIS: Proportion of subjects with severe AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.368
<= 65 years 32 10 (31.3)

[13.6, 48.9]
38 12 (31.6)

[15.5, 47.7]
0.990

[0.494, 1.983]
0.985

[0.358, 2.713]
-0.3

[-25.0, 24.4]
0.977

> 65 years 53 9 (17.0)
[5.9, 28.0]

46 13 (28.3)
[14.2, 42.4]

0.601
[0.283, 1.275]

0.519
[0.198, 1.359]

-11.3
[-29.8, 7.2]

0.180

B: Sex 0.964
Male 56 12 (21.4)

[9.8, 33.1]
53 15 (28.3)

[15.2, 41.4]
0.757

[0.391, 1.464]
0.691

[0.288, 1.656]
-6.9

[-24.9, 11.2]
0.408

Female 29 7 (24.1)
[6.8, 41.4]

31 10 (32.3)
[14.2, 50.3]

0.748
[0.329, 1.703]

0.668
[0.215, 2.081]

-8.1
[-34.1, 17.9]

0.489

D: Region 0.629
Asia 11 2 (18.2)

[0.0, 45.5]
9 1 (11.1)

[0.0, 37.2]
1.636

[0.175, 15.263]
1.778

[0.134, 23.520]
7.1

[-33.7, 47.8]
1.000#

Europe 9 3 (33.3)
[0.0, 69.7]

11 4 (36.4)
[3.4, 69.3]

0.917
[0.273, 3.075]

0.875
[0.137, 5.576]

-3.0
[-55.0, 49.0]

1.000#

North America 48 10 (20.8)
[8.3, 33.4]

41 15 (36.6)
[20.6, 52.5]

0.569
[0.288, 1.127]

0.456
[0.178, 1.171]

-15.8
[-36.7, 5.2]

0.101

Latin/South America 17 4 (23.5)
[0.4, 46.6]

23 5 (21.7)
[2.7, 40.8]

1.082
[0.341, 3.438]

1.108
[0.248, 4.944]

1.8
[-29.6, 33.2]

1.000#

F: Baseline UACR status 0.303
> 1000 mg/g 12 4 (33.3)

[2.5, 64.2]
9 2 (22.2)

[0.0, 54.9]
1.500

[0.348, 6.465]
1.750

[0.242, 12.642]
11.1

[-36.7, 58.9]
0.659#

<= 1000 mg/g 73 15 (20.5)
[10.6, 30.5]

75 23 (30.7)
[19.6, 41.8]

0.670
[0.381, 1.179]

0.585
[0.276, 1.238]

-10.1
[-25.4, 5.2]

0.160



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2LAC_SSIS: Proportion of subjects with severe AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.221
< 45 ml/min/1.73**2 49 13 (26.5)

[13.1, 39.9]
38 10 (26.3)

[11.0, 41.6]
1.008

[0.497, 2.045]
1.011

[0.387, 2.643]
0.2

[-20.8, 21.2]
0.982

>= 45 ml/min/1.73**2 36 6 (16.7)
[3.1, 30.2]

46 15 (32.6)
[18.0, 47.2]

0.511
[0.221, 1.184]

0.413
[0.142, 1.207]

-15.9
[-36.6, 4.7]

0.103

J: Baseline systolic blood pressure 0.791
<= 130 mmHg 38 7 (18.4)

[4.8, 32.1]
47 13 (27.7)

[13.8, 41.5]
0.666

[0.295, 1.502]
0.591

[0.209, 1.671]
-9.2

[-29.4, 10.9]
0.321

> 130 mmHg 47 12 (25.5)
[12.0, 39.1]

37 12 (32.4)
[16.0, 48.9]

0.787
[0.401, 1.545]

0.714
[0.276, 1.848]

-6.9
[-28.9, 15.1]

0.490

M: Baseline UACR status (cut-off 2) 0.345
>= 300 mg/g 22 7 (31.8)

[10.1, 53.6]
24 8 (33.3)

[12.4, 54.3]
0.955

[0.415, 2.196]
0.933

[0.271, 3.209]
-1.5

[-33.0, 29.9]
0.914

30 - < 300 mg/g 34 5 (14.7)
[1.3, 28.1]

33 11 (33.3)
[15.7, 50.9]

0.441
[0.172, 1.132]

0.345
[0.105, 1.138]

-18.6
[-41.6, 4.4]

0.076

< 30 mg/g 29 7 (24.1)
[6.8, 41.4]

27 6 (22.2)
[4.7, 39.8]

1.086
[0.417, 2.826]

1.114
[0.321, 3.862]

1.9
[-23.8, 27.6]

0.866



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TC2LALP_SSIS: Proportion of subjects with AEOSI: Volume depletion during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Volume depletion during 104 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.453
<= 65 years 32 4 (12.5)

[0.0, 25.5]
38 3 (7.9)

[0.0, 17.8]
1.583

[0.382, 6.558]
1.667

[0.344, 8.070]
4.6

[-12.6, 21.8]
0.695#

> 65 years 53 8 (15.1)
[4.5, 25.7]

46 2 (4.3)
[0.0, 11.3]

3.472
[0.776, 15.533]

3.911
[0.786, 19.454]

10.7
[-2.6, 24.1]

0.100#

B: Sex 0.876
Male 56 8 (14.3)

[4.2, 24.3]
53 3 (5.7)

[0.0, 12.8]
2.524

[0.707, 9.011]
2.778

[0.696, 11.094]
8.6

[-4.3, 21.5]
0.137

Female 29 4 (13.8)
[0.0, 28.1]

31 2 (6.5)
[0.0, 16.7]

2.138
[0.423, 10.804]

2.320
[0.391, 13.753]

7.3
[-11.2, 25.9]

0.417#

D: Region 0.464
Asia 11 2 (18.2)

[0.0, 45.5]
9 0 (0.0)

[0.0, 5.6]
4.167 +

[0.225, 77.108]
5.000 +

[0.211, 118.650]
18.2

[-14.7, 51.1]
0.479#

Europe 9 1 (11.1)
[0.0, 37.2]

11 0 (0.0)
[0.0, 4.5]

3.600 +
[0.164, 79.009]

4.059 +
[0.147, 112.395]

11.1
[-19.5, 41.7]

0.450#

North America 48 8 (16.7)
[5.1, 28.3]

41 3 (7.3)
[0.0, 16.5]

2.278
[0.646, 8.028]

2.533
[0.625, 10.265]

9.3
[-6.1, 24.8]

0.184

Latin/South America 17 1 (5.9)
[0.0, 20.0]

23 2 (8.7)
[0.0, 22.4]

0.676
[0.067, 6.864]

0.656
[0.055, 7.892]

-2.8
[-24.0, 18.4]

1.000#

F: Baseline UACR status 0.571
> 1000 mg/g 12 1 (8.3)

[0.0, 28.1]
9 0 (0.0)

[0.0, 5.6]
2.308 +

[0.105, 50.849]
2.478 +

[0.090, 68.136]
8.3

[-17.0, 33.7]
1.000#

<= 1000 mg/g 73 11 (15.1)
[6.2, 24.0]

75 5 (6.7)
[0.4, 13.0]

2.260
[0.826, 6.186]

2.484
[0.818, 7.545]

8.4
[-2.9, 19.7]

0.101



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: MB102029 Program Name: IS_saf3.sas
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Table TC2LALP_SSIS: Proportion of subjects with AEOSI: Volume depletion during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Volume depletion during 104 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.034i
< 45 ml/min/1.73**2 49 7 (14.3)

[3.5, 25.1]
38 5 (13.2)

[1.1, 25.2]
1.086

[0.374, 3.154]
1.100

[0.320, 3.782]
1.1

[-15.8, 18.0]
0.880

>= 45 ml/min/1.73**2 36 5 (13.9)
[1.2, 26.6]

46 0 (0.0)
[0.0, 1.1]

13.973 +
[0.798, 244.681]

16.238 +
[0.867, 304.154]

13.9
[0.1, 27.7]

0.014#

J: Baseline systolic blood pressure 0.906
<= 130 mmHg 38 8 (21.1)

[6.8, 35.3]
47 4 (8.5)

[0.0, 17.6]
2.474

[0.806, 7.593]
2.867

[0.791, 10.389]
12.5

[-5.1, 30.1]
0.101

> 130 mmHg 47 4 (8.5)
[0.0, 17.6]

37 1 (2.7)
[0.0, 9.3]

3.149
[0.367, 26.994]

3.349
[0.358, 31.318]

5.8
[-6.1, 17.8]

0.378#

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TC2LALPN_SSIS: Proportion of subjects with AEOSI: Non-severe volume depletion during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe volume depletion during
104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex 0.284
Male 56 8 (14.3)

[4.2, 24.3]
53 3 (5.7)

[0.0, 12.8]
2.524

[0.707, 9.011]
2.778

[0.696, 11.094]
8.6

[-4.3, 21.5]
0.137

Female 29 3 (10.3)
[0.0, 23.2]

31 0 (0.0)
[0.0, 1.6]

7.467 +
[0.402, 138.583]

8.321 +
[0.411, 168.450]

10.3
[-4.1, 24.8]

0.107#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

F: Baseline UACR status 0.646
> 1000 mg/g 12 1 (8.3)

[0.0, 28.1]
9 0 (0.0)

[0.0, 5.6]
2.308 +

[0.105, 50.849]
2.478 +

[0.090, 68.136]
8.3

[-17.0, 33.7]
1.000#

<= 1000 mg/g 73 10 (13.7)
[5.1, 22.3]

75 3 (4.0)
[0.0, 9.1]

3.425
[0.982, 11.945]

3.810
[1.004, 14.458]

9.7
[-0.7, 20.1]

0.038



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: MB102029 Program Name: IS_saf3.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:12:51

Table TC2LALPN_SSIS: Proportion of subjects with AEOSI: Non-severe volume depletion during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe volume depletion during
104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test, $ CI calculated with Wald asymptotic confidence limits.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TC2LAN_SSIS: Proportion of subjects with non-severe AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs during 104 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.521
<= 65 years 32 28 (87.5)

[74.5, 100.0]
38 35 (92.1)

[82.2, 100.0]
0.950

[0.809, 1.116]
0.600

[0.124, 2.905]
-4.6

[-21.8, 12.6]
0.695#

> 65 years 53 48 (90.6)
[81.8, 99.4]

46 41 (89.1)
[79.0, 99.2]

1.016
[0.889, 1.161]

1.171
[0.317, 4.329]

1.4
[-12.5, 15.4]

1.000#

B: Sex 0.546
Male 56 50 (89.3)

[80.3, 98.3]
53 49 (92.5)

[84.4, 100.0]
0.966

[0.857, 1.088]
0.680

[0.181, 2.560]
-3.2

[-15.8, 9.4]
0.743#

Female 29 26 (89.7)
[76.8, 100.0]

31 27 (87.1)
[73.7, 100.0]

1.029
[0.857, 1.237]

1.284
[0.262, 6.302]

2.6
[-17.0, 22.1]

1.000#

D: Region 0.584
Asia 11 11 (100.0)

[95.5, 100.0]
9 8 (88.9)

[62.8, 100.0]
1.125

[0.893, 1.417]
4.059 +

[0.147, 112.395]
11.1

[-19.5, 41.7]
0.450#

Europe 9 8 (88.9)
[62.8, 100.0]

11 10 (90.9)
[69.4, 100.0]

0.978
[0.726, 1.316]

0.800
[0.043, 14.886]

-2.0
[-38.8, 34.7]

1.000#

North America 48 44 (91.7)
[82.8, 100.0]

41 38 (92.7)
[83.5, 100.0]

0.989
[0.876, 1.116]

0.868
[0.183, 4.127]

-1.0
[-14.4, 12.4]

1.000#

Latin/South America 17 13 (76.5)
[53.4, 99.6]

23 20 (87.0)
[71.0, 100.0]

0.879
[0.647, 1.196]

0.488
[0.093, 2.543]

-10.5
[-40.0, 19.0]

0.432#

F: Baseline UACR status NE
> 1000 mg/g 12 12 (100.0) $

[95.8, 100.0]
9 9 (100.0) $

[94.4, 100.0]
1.012 +

[0.846, 1.211]
1.316 +

[0.024, 72.538]
0.0

[-15.9, 18.2]
NE

<= 1000 mg/g 73 64 (87.7)
[79.4, 95.9]

75 67 (89.3)
[81.7, 97.0]

0.981
[0.874, 1.102]

0.849
[0.309, 2.336]

-1.7
[-13.3, 10.0]

0.752



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test, $ CI calculated with Wald asymptotic confidence limits.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2LAN_SSIS: Proportion of subjects with non-severe AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs during 104 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.454
< 45 ml/min/1.73**2 49 42 (85.7)

[74.9, 96.5]
38 34 (89.5)

[78.4, 100.0]
0.958

[0.818, 1.122]
0.706

[0.191, 2.614]
-3.8

[-19.9, 12.4]
0.749#

>= 45 ml/min/1.73**2 36 34 (94.4)
[85.6, 100.0]

46 42 (91.3)
[82.1, 100.0]

1.034
[0.918, 1.165]

1.619
[0.280, 9.378]

3.1
[-10.4, 16.7]

0.690#

J: Baseline systolic blood pressure 0.462
<= 130 mmHg 38 33 (86.8)

[74.8, 98.9]
47 43 (91.5)

[82.4, 100.0]
0.949

[0.816, 1.104]
0.614

[0.153, 2.467]
-4.6

[-20.4, 11.1]
0.505#

> 130 mmHg 47 43 (91.5)
[82.4, 100.0]

37 33 (89.2)
[77.8, 100.0]

1.026
[0.890, 1.182]

1.303
[0.303, 5.601]

2.3
[-12.9, 17.5]

0.727#

M: Baseline UACR status (cut-off 2) 0.681
>= 300 mg/g 22 20 (90.9)

[76.6, 100.0]
24 22 (91.7)

[78.5, 100.0]
0.992

[0.829, 1.186]
0.909

[0.117, 7.071]
-0.8

[-21.4, 19.9]
1.000#

30 - < 300 mg/g 34 29 (85.3)
[71.9, 98.7]

33 30 (90.9)
[79.6, 100.0]

0.938
[0.786, 1.119]

0.580
[0.127, 2.651]

-5.6
[-24.0, 12.8]

0.709#

< 30 mg/g 29 27 (93.1)
[82.2, 100.0]

27 24 (88.9)
[75.2, 100.0]

1.047
[0.887, 1.237]

1.688
[0.260, 10.968]

4.2
[-14.4, 22.8]

0.664#



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf2.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:11:59

Table TC2LAR_SSIS: Proportion of subjects with AEOSI: Renal AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Renal AEs during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex 0.912
Male 56 6 (10.7)

[1.7, 19.7]
53 4 (7.5)

[0.0, 15.6]
1.420

[0.424, 4.752]
1.470

[0.391, 5.531]
3.2

[-9.4, 15.8]
0.743#

Female 29 3 (10.3)
[0.0, 23.2]

31 2 (6.5)
[0.0, 16.7]

1.603
[0.288, 8.919]

1.673
[0.259, 10.811]

3.9
[-13.5, 21.3]

0.666#

D: Region 0.869
Asia 11 0 (0.0) 9 0 (0.0)
Europe 9 2 (22.2)

[0.0, 54.9]
11 1 (9.1)

[0.0, 30.6]
2.444

[0.262, 22.801]
2.857

[0.215, 37.990]
13.1

[-29.0, 55.3]
0.566#

North America 48 6 (12.5)
[2.1, 22.9]

41 4 (9.8)
[0.0, 20.1]

1.281
[0.388, 4.231]

1.321
[0.346, 5.047]

2.7
[-12.6, 18.0]

0.748#

Latin/South America 17 1 (5.9)
[0.0, 20.0]

23 1 (4.3)
[0.0, 14.9]

1.353
[0.091, 20.131]

1.375
[0.080, 23.667]

1.5
[-17.5, 20.6]

1.000#

F: Baseline UACR status 0.803
> 1000 mg/g 12 3 (25.0)

[0.0, 53.7]
9 2 (22.2)

[0.0, 54.9]
1.125

[0.235, 5.389]
1.167

[0.151, 9.006]
2.8

[-43.5, 49.1]
1.000#

<= 1000 mg/g 73 6 (8.2)
[1.2, 15.2]

75 4 (5.3)
[0.0, 11.1]

1.541
[0.453, 5.238]

1.590
[0.430, 5.882]

2.9
[-6.6, 12.3]

0.530#



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf2.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:11:59

Table TC2LAR_SSIS: Proportion of subjects with AEOSI: Renal AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Renal AEs during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf2.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:11:59

Table TC2LARN_SSIS: Proportion of subjects with AEOSI: Non-severe renal AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe renal AEs during 104
week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

F: Baseline UACR status n<10
> 1000 mg/g n<10
<= 1000 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf2.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:11:59

Table TC2LARN_SSIS: Proportion of subjects with AEOSI: Non-severe renal AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe renal AEs during 104
week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2LAS_SSIS: Proportion of subjects with serious AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.940
<= 65 years 32 11 (34.4)

[16.4, 52.4]
38 12 (31.6)

[15.5, 47.7]
1.089

[0.557, 2.126]
1.135

[0.418, 3.085]
2.8

[-22.2, 27.8]
0.805

> 65 years 53 17 (32.1)
[18.6, 45.6]

46 14 (30.4)
[16.1, 44.8]

1.054
[0.586, 1.895]

1.079
[0.460, 2.532]

1.6
[-18.7, 22.0]

0.861

B: Sex 0.719
Male 56 18 (32.1)

[19.0, 45.3]
53 17 (32.1)

[18.6, 45.6]
1.002

[0.580, 1.730]
1.003

[0.449, 2.242]
0.1

[-19.3, 19.4]
0.994

Female 29 10 (34.5)
[15.5, 53.5]

31 9 (29.0)
[11.4, 46.6]

1.188
[0.564, 2.501]

1.287
[0.433, 3.826]

5.5
[-21.4, 32.3]

0.653

D: Region 0.655
Asia 11 4 (36.4)

[3.4, 69.3]
9 2 (22.2)

[0.0, 54.9]
1.636

[0.384, 6.982]
2.000

[0.272, 14.699]
14.1

[-35.3, 63.6]
0.642#

Europe 9 3 (33.3)
[0.0, 69.7]

11 4 (36.4)
[3.4, 69.3]

0.917
[0.273, 3.075]

0.875
[0.137, 5.576]

-3.0
[-55.0, 49.0]

1.000#

North America 48 15 (31.3)
[17.1, 45.4]

41 15 (36.6)
[20.6, 52.5]

0.854
[0.477, 1.528]

0.788
[0.326, 1.902]

-5.3
[-27.3, 16.7]

0.598

Latin/South America 17 6 (35.3)
[9.6, 61.0]

23 5 (21.7)
[2.7, 40.8]

1.624
[0.593, 4.448]

1.964
[0.482, 7.995]

13.6
[-19.8, 47.0]

0.477#

F: Baseline UACR status 0.368
> 1000 mg/g 12 5 (41.7)

[9.6, 73.7]
9 2 (22.2)

[0.0, 54.9]
1.875

[0.465, 7.555]
2.500

[0.357, 17.500]
19.4

[-29.2, 68.1]
0.642#

<= 1000 mg/g 73 23 (31.5)
[20.2, 42.8]

75 24 (32.0)
[20.8, 43.2]

0.985
[0.614, 1.579]

0.978
[0.489, 1.953]

-0.5
[-16.8, 15.9]

0.949



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2LAS_SSIS: Proportion of subjects with serious AEs during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.593
< 45 ml/min/1.73**2 49 18 (36.7)

[22.2, 51.3]
38 12 (31.6)

[15.5, 47.7]
1.163

[0.642, 2.109]
1.258

[0.513, 3.086]
5.2

[-17.2, 27.5]
0.618

>= 45 ml/min/1.73**2 36 10 (27.8)
[11.8, 43.8]

46 14 (30.4)
[16.1, 44.8]

0.913
[0.460, 1.809]

0.879
[0.336, 2.302]

-2.7
[-24.9, 19.6]

0.794

J: Baseline systolic blood pressure 0.522
<= 130 mmHg 38 10 (26.3)

[11.0, 41.6]
47 14 (29.8)

[15.6, 43.9]
0.883

[0.443, 1.761]
0.842

[0.324, 2.188]
-3.5

[-25.0, 18.1]
0.725

> 130 mmHg 47 18 (38.3)
[23.3, 53.3]

37 12 (32.4)
[16.0, 48.9]

1.181
[0.655, 2.130]

1.293
[0.523, 3.198]

5.9
[-17.1, 28.8]

0.580

M: Baseline UACR status (cut-off 2) 0.502
>= 300 mg/g 22 9 (40.9)

[18.1, 63.7]
24 7 (29.2)

[8.9, 49.4]
1.403

[0.630, 3.123]
1.681

[0.495, 5.715]
11.7

[-20.1, 43.5]
0.409

30 - < 300 mg/g 34 13 (38.2)
[20.4, 56.0]

33 11 (33.3)
[15.7, 50.9]

1.147
[0.602, 2.185]

1.238
[0.455, 3.369]

4.9
[-21.0, 30.8]

0.678

< 30 mg/g 29 6 (20.7)
[4.2, 37.2]

27 8 (29.6)
[10.6, 48.7]

0.698
[0.278, 1.751]

0.620
[0.183, 2.100]

-8.9
[-35.2, 17.3]

0.444



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf5.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:14:22

Table TC2LASG_SSIS: Proportion of subjects with AEOSI:  Genital infections during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Genital infections during 104 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

F: Baseline UACR status NE
> 1000 mg/g 12 0 (0.0) 9 0 (0.0)
<= 1000 mg/g 73 7 (9.6)

[2.1, 17.0]
75 3 (4.0)

[0.0, 9.1]
2.397

[0.645, 8.916]
2.545

[0.632, 10.252]
5.6

[-3.8, 15.0]
0.206#



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf5.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:14:22

Table TC2LASG_SSIS: Proportion of subjects with AEOSI:  Genital infections during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Genital infections during 104 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf5.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:14:22

Table TC2LASU_SSIS: Proportion of subjects with AEOSI: UTI during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
UTI during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.070
<= 65 years 32 4 (12.5)

[0.0, 25.5]
38 1 (2.6)

[0.0, 9.0]
4.750

[0.559, 40.383]
5.286

[0.560, 49.931]
9.9

[-5.5, 25.3]
0.171#

> 65 years 53 10 (18.9)
[7.4, 30.3]

46 12 (26.1)
[12.3, 39.9]

0.723
[0.345, 1.517]

0.659
[0.254, 1.707]

-7.2
[-25.7, 11.3]

0.391

B: Sex 0.320
Male 56 6 (10.7)

[1.7, 19.7]
53 3 (5.7)

[0.0, 12.8]
1.893

[0.499, 7.186]
2.000

[0.474, 8.444]
5.1

[-7.0, 17.1]
0.490#

Female 29 8 (27.6)
[9.6, 45.6]

31 10 (32.3)
[14.2, 50.3]

0.855
[0.392, 1.865]

0.800
[0.264, 2.425]

-4.7
[-31.1, 21.8]

0.696

D: Region 0.502
Asia 11 1 (9.1)

[0.0, 30.6]
9 1 (11.1)

[0.0, 37.2]
0.818

[0.059, 11.330]
0.800

[0.043, 14.886]
-2.0

[-38.8, 34.7]
1.000#

Europe 9 1 (11.1)
[0.0, 37.2]

11 3 (27.3)
[0.0, 58.1]

0.407
[0.051, 3.276]

0.333
[0.028, 3.926]

-16.2
[-59.6, 27.3]

0.591#

North America 48 11 (22.9)
[10.0, 35.8]

41 6 (14.6)
[2.6, 26.7]

1.566
[0.635, 3.864]

1.734
[0.579, 5.193]

8.3
[-10.1, 26.6]

0.325

Latin/South America 17 1 (5.9)
[0.0, 20.0]

23 3 (13.0)
[0.0, 29.0]

0.451
[0.051, 3.968]

0.417
[0.039, 4.398]

-7.2
[-30.0, 15.7]

0.624#

F: Baseline UACR status 0.390
> 1000 mg/g 12 1 (8.3)

[0.0, 28.1]
9 0 (0.0)

[0.0, 5.6]
2.308 +

[0.105, 50.849]
2.478 +

[0.090, 68.136]
8.3

[-17.0, 33.7]
1.000#

<= 1000 mg/g 73 13 (17.8)
[8.3, 27.3]

75 13 (17.3)
[8.1, 26.6]

1.027
[0.511, 2.065]

1.033
[0.443, 2.410]

0.5
[-13.1, 14.1]

0.940



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf5.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:14:22

Table TC2LASU_SSIS: Proportion of subjects with AEOSI: UTI during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
UTI during 104 week follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.413
< 45 ml/min/1.73**2 49 11 (22.4)

[9.7, 35.2]
38 7 (18.4)

[4.8, 32.1]
1.219

[0.522, 2.845]
1.282

[0.444, 3.699]
4.0

[-15.3, 23.3]
0.647

>= 45 ml/min/1.73**2 36 3 (8.3)
[0.0, 18.8]

46 6 (13.0)
[2.2, 23.9]

0.639
[0.171, 2.381]

0.606
[0.141, 2.611]

-4.7
[-20.5, 11.0]

0.724#

J: Baseline systolic blood pressure 0.181
<= 130 mmHg 38 6 (15.8)

[2.9, 28.7]
47 10 (21.3)

[8.5, 34.0]
0.742

[0.297, 1.857]
0.694

[0.227, 2.120]
-5.5

[-24.3, 13.4]
0.522

> 130 mmHg 47 8 (17.0)
[5.2, 28.8]

37 3 (8.1)
[0.0, 18.3]

2.099
[0.598, 7.364]

2.325
[0.571, 9.468]

8.9
[-7.4, 25.2]

0.332#

M: Baseline UACR status (cut-off 2) 0.079
>= 300 mg/g 22 2 (9.1)

[0.0, 23.4]
24 0 (0.0)

[0.0, 2.1]
5.435 +

[0.275, 107.330]
5.976 +

[0.271, 131.658]
9.1

[-7.3, 25.5]
0.223#

30 - < 300 mg/g 34 7 (20.6)
[5.5, 35.7]

33 4 (12.1)
[0.0, 24.8]

1.699
[0.548, 5.265]

1.880
[0.494, 7.147]

8.5
[-12.1, 29.0]

0.353

< 30 mg/g 29 5 (17.2)
[1.8, 32.7]

27 9 (33.3)
[13.7, 53.0]

0.517
[0.198, 1.350]

0.417
[0.119, 1.458]

-16.1
[-42.1, 10.0]

0.168



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2LAT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication during 104 week follow up by
subgroup

SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication during 104 week follow
up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.338
<= 65 years 32 6 (18.8)

[3.7, 33.8]
38 10 (26.3)

[11.0, 41.6]
0.713

[0.291, 1.746]
0.646

[0.206, 2.029]
-7.6

[-29.9, 14.8]
0.456

> 65 years 53 5 (9.4)
[0.6, 18.2]

46 12 (26.1)
[12.3, 39.9]

0.362
[0.138, 0.950]

0.295
[0.095, 0.915]

-16.7
[-33.6, 0.3]

0.029

B: Sex 0.626
Male 56 7 (12.5)

[2.9, 22.1]
53 15 (28.3)

[15.2, 41.4]
0.442

[0.196, 0.998]
0.362

[0.134, 0.976]
-15.8

[-32.5, 0.9]
0.041

Female 29 4 (13.8)
[0.0, 28.1]

31 7 (22.6)
[6.2, 38.9]

0.611
[0.199, 1.871]

0.549
[0.142, 2.116]

-8.8
[-31.5, 13.9]

0.383

D: Region 0.457
Asia 11 1 (9.1)

[0.0, 30.6]
9 3 (33.3)

[0.0, 69.7]
0.273

[0.034, 2.193]
0.200

[0.017, 2.386]
-24.2

[-69.5, 21.0]
0.285#

Europe 9 1 (11.1)
[0.0, 37.2]

11 5 (45.5)
[11.5, 79.4]

0.244
[0.035, 1.732]

0.150
[0.014, 1.643]

-34.3
[-80.3, 11.6]

0.157#

North America 48 7 (14.6)
[3.6, 25.6]

41 7 (17.1)
[4.3, 29.8]

0.854
[0.327, 2.233]

0.829
[0.265, 2.598]

-2.5
[-20.0, 15.0]

0.749

Latin/South America 17 2 (11.8)
[0.0, 30.0]

23 7 (30.4)
[9.5, 51.4]

0.387
[0.091, 1.633]

0.305
[0.054, 1.706]

-18.7
[-48.0, 10.7]

0.256#

F: Baseline UACR status 0.605
> 1000 mg/g 12 2 (16.7)

[0.0, 41.9]
9 4 (44.4)

[6.4, 82.5]
0.375

[0.087, 1.616]
0.250

[0.034, 1.863]
-27.8

[-76.2, 20.7]
0.331#

<= 1000 mg/g 73 9 (12.3)
[4.1, 20.6]

75 18 (24.0)
[13.7, 34.3]

0.514
[0.247, 1.069]

0.445
[0.185, 1.069]

-11.7
[-25.3, 1.9]

0.067



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2LAT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication during 104 week follow up by
subgroup

SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication during 104 week follow
up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) 0.621
< 45 ml/min/1.73**2 49 6 (12.2)

[2.0, 22.4]
38 11 (28.9)

[13.2, 44.7]
0.423

[0.172, 1.040]
0.342

[0.113, 1.034]
-16.7

[-36.1, 2.7]
0.053

>= 45 ml/min/1.73**2 36 5 (13.9)
[1.2, 26.6]

46 11 (23.9)
[10.5, 37.3]

0.581
[0.222, 1.521]

0.513
[0.160, 1.641]

-10.0
[-29.2, 9.2]

0.259

J: Baseline systolic blood pressure 0.230
<= 130 mmHg 38 2 (5.3)

[0.0, 13.7]
47 11 (23.4)

[10.2, 36.6]
0.225

[0.053, 0.954]
0.182

[0.038, 0.879]
-18.1

[-34.6, -1.7]
0.022

> 130 mmHg 47 9 (19.1)
[6.8, 31.5]

37 11 (29.7)
[13.7, 45.8]

0.644
[0.299, 1.389]

0.560
[0.203, 1.541]

-10.6
[-31.5, 10.4]

0.261

M: Baseline UACR status (cut-off 2) 0.235
>= 300 mg/g 22 2 (9.1)

[0.0, 23.4]
24 10 (41.7)

[19.9, 63.5]
0.218

[0.054, 0.888]
0.140

[0.026, 0.740]
-32.6

[-60.0, -5.1]
0.013

30 - < 300 mg/g 34 6 (17.6)
[3.4, 31.9]

33 9 (27.3)
[10.6, 44.0]

0.647
[0.259, 1.616]

0.571
[0.178, 1.838]

-9.6
[-32.5, 13.2]

0.348

< 30 mg/g 29 3 (10.3)
[0.0, 23.2]

27 3 (11.1)
[0.0, 24.8]

0.931
[0.205, 4.223]

0.923
[0.170, 5.021]

-0.8
[-20.6, 19.0]

1.000#



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2LATS_SSIS: Proportion of subjects with serious AEs leading to discontinuation of study medication during 104 week follow
up by subgroup

SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs leading to discontinuation of
study medication during 104 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10

F: Baseline UACR status n<10
> 1000 mg/g n<10
<= 1000 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: IS_saf1.sas
Data Cut Date: 19DEC2011 Run Date: 16JUN2021:10:19:58

Table TC2LATS_SSIS: Proportion of subjects with serious AEs leading to discontinuation of study medication during 104 week follow
up by subgroup

SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs leading to discontinuation of
study medication during 104 week
follow up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: TC2A_SSSS.sas
Data Cut Date: 19DEC2011 Run Date: 14JUN2021:16:30:57

Table TC2A_SSSS: Proportion of subjects with AEs by SOC/preferred term during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
AEs by SOC/preferred term during 24 week follow
up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Pollakiuria A: Age 0.101
<= 65 years 32 4 (12.5)

[0.0, 25.5]
38 3 (7.9)

[0.0, 17.8]
1.583

[0.382, 6.558]
1.667

[0.344, 8.070]
4.6

[-12.6, 21.8]
0.695 10p #

> 65 years 53 6 (11.3)
[1.8, 20.8]

46 0 (0.0)
[0.0, 1.1]

11.315 +
[0.655, 195.558]

12.726 +
[0.697, 232.384]

11.3
[0.8, 21.9]

0.029* 10p #

Pollakiuria B: Sex 0.662
Male 56 8 (14.3)

[4.2, 24.3]
53 2 (3.8)

[0.0, 9.8]
3.786

[0.842, 17.022]
4.250

[0.859, 21.026]
10.5

[-1.8, 22.9]
0.094 10p #

Female 29 2 (6.9)
[0.0, 17.8]

31 1 (3.2)
[0.0, 11.1]

2.138
[0.205, 22.338]

2.222
[0.191, 25.910]

3.7
[-10.8, 18.1]

0.606 #

Pollakiuria D: Region 0.365
Asia 11 1 (9.1)

[0.0, 30.6]
9 0 (0.0)

[0.0, 5.6]
2.500 +

[0.114, 54.867]
2.714 +

[0.098, 74.984]
9.1

[-18.0, 36.2]
1.000 #

Europe 9 1 (11.1)
[0.0, 37.2]

11 0 (0.0)
[0.0, 4.5]

3.600 +
[0.164, 79.009]

4.059 +
[0.147, 112.395]

11.1
[-19.5, 41.7]

0.450 10p #

North America 48 8 (16.7)
[5.1, 28.3]

41 2 (4.9)
[0.0, 12.7]

3.417
[0.768, 15.196]

3.900
[0.779, 19.531]

11.8
[-2.9, 26.5]

0.100 10p #

Latin/South
America

17 0 (0.0)
[0.0, 2.9]

23 1 (4.3)
[0.0, 14.9]

0.444 +
[0.019, 10.286]

0.429 +
[0.016, 11.175]

-4.3
[-17.8, 9.1]

1.000 #

Pollakiuria F: Baseline UACR
status

0.626

> 1000 mg/g 12 1 (8.3)
[0.0, 28.1]

9 0 (0.0)
[0.0, 5.6]

2.308 +
[0.105, 50.849]

2.478 +
[0.090, 68.136]

8.3
[-17.0, 33.7]

1.000 #

<= 1000 mg/g 73 9 (12.3)
[4.1, 20.6]

75 3 (4.0)
[0.0, 9.1]

3.082
[0.869, 10.935]

3.375
[0.876, 13.010]

8.3
[-1.8, 18.4]

0.064 10p



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: TC2A_SSSS.sas
Data Cut Date: 19DEC2011 Run Date: 14JUN2021:16:30:57

Table TC2A_SSSS: Proportion of subjects with AEs by SOC/preferred term during 24 week follow up by subgroup
SAS

Dapa 10 mg Placebo
AEs by SOC/preferred term during 24 week follow
up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Pollakiuria G: Baseline eGFR
(cut-off 1)

0.294

< 45
ml/min/1.73**2

49 4 (8.2)
[0.0, 16.9]

38 0 (0.0)
[0.0, 1.3]

7.020 +
[0.390, 126.513]

7.615 +
[0.397, 145.950]

8.2
[-1.8, 18.2]

0.128 #

>= 45
ml/min/1.73**2

36 6 (16.7)
[3.1, 30.2]

46 3 (6.5)
[0.0, 14.7]

2.556
[0.686, 9.523]

2.867
[0.664, 12.371]

10.1
[-6.4, 26.7]

0.171 10p #

Pollakiuria J: Baseline
systolic blood
pressure

0.197

<= 130 mmHg 38 3 (7.9)
[0.0, 17.8]

47 0 (0.0)
[0.0, 1.1]

8.615 +
[0.459, 161.816]

9.366 +
[0.469, 187.172]

7.9
[-3.1, 18.8]

0.085 #

> 130 mmHg 47 7 (14.9)
[3.7, 26.1]

37 3 (8.1)
[0.0, 18.3]

1.837
[0.510, 6.620]

1.983
[0.476, 8.269]

6.8
[-9.1, 22.7]

0.501 10p #

Pollakiuria M: Baseline UACR
status (cut-off
2)

0.535

>= 300 mg/g 22 3 (13.6)
[0.0, 30.2]

24 1 (4.2)
[0.0, 14.2]

3.273
[0.367, 29.184]

3.632
[0.349, 37.826]

9.5
[-11.3, 30.2]

0.336 10p #

30 - < 300 mg/g 34 4 (11.8)
[0.0, 24.1]

33 2 (6.1)
[0.0, 15.7]

1.941
[0.381, 9.892]

2.067
[0.352, 12.134]

5.7
[-10.8, 22.2]

0.673 10p #

< 30 mg/g 29 3 (10.3)
[0.0, 23.2]

27 0 (0.0)
[0.0, 1.9]

6.533 +
[0.353, 120.905]

7.264 +
[0.358, 147.494]

10.3
[-4.3, 25.0]

0.237 10p #



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 2
Value Dossier Analysis: MB102029 Program Name: TC2LA_SSSS.sas
Data Cut Date: 19DEC2011 Run Date: 14JUN2021:16:00:35

Table TC2LA_SSSS: Proportion of subjects with AEs by SOC/preferred term during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
AEs by SOC/preferred term during 104 week follow
up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Nausea A: Age 0.276
<= 65 years 32 3 (9.4)

[0.0, 21.0]
38 0 (0.0)

[0.0, 1.3]
8.273 +

[0.443, 154.418]
9.136 +

[0.454, 183.814]
9.4

[-3.6, 22.4]
0.091 #

> 65 years 53 6 (11.3)
[1.8, 20.8]

46 2 (4.3)
[0.0, 11.3]

2.604
[0.552, 12.277]

2.809
[0.538, 14.657]

7.0
[-5.4, 19.4]

0.279 10p #

Nausea B: Sex 0.387
Male 56 3 (5.4)

[0.0, 12.1]
53 0 (0.0)

[0.0, 0.9]
6.632 +

[0.351, 125.407]
7.000 +

[0.353, 138.827]
5.4

[-2.4, 13.1]
0.244 #

Female 29 6 (20.7)
[4.2, 37.2]

31 2 (6.5)
[0.0, 16.7]

3.207
[0.703, 14.635]

3.783
[0.697, 20.526]

14.2
[-6.2, 34.7]

0.140 10p #

Nausea D: Region 0.249
Asia 11 2 (18.2)

[0.0, 45.5]
9 0 (0.0)

[0.0, 5.6]
4.167 +

[0.225, 77.108]
5.000 +

[0.211, 118.650]
18.2

[-14.7, 51.1]
0.479 10p #

Europe 9 1 (11.1)
[0.0, 37.2]

11 0 (0.0)
[0.0, 4.5]

3.600 +
[0.164, 79.009]

4.059 +
[0.147, 112.395]

11.1
[-19.5, 41.7]

0.450 10p #

North America 48 6 (12.5)
[2.1, 22.9]

41 1 (2.4)
[0.0, 8.4]

5.125
[0.643, 40.841]

5.714
[0.658, 49.591]

10.1
[-2.7, 22.8]

0.118 10p #

Latin/South
America

17 0 (0.0)
[0.0, 2.9]

23 1 (4.3)
[0.0, 14.9]

0.444 +
[0.019, 10.286]

0.429 +
[0.016, 11.175]

-4.3
[-17.8, 9.1]

1.000 #

Nausea F: Baseline UACR
status

0.506

> 1000 mg/g 12 2 (16.7)
[0.0, 41.9]

9 0 (0.0)
[0.0, 5.6]

3.846 +
[0.207, 71.477]

4.524 +
[0.192, 106.698]

16.7
[-14.1, 47.5]

0.486 10p #

<= 1000 mg/g 73 7 (9.6)
[2.1, 17.0]

75 2 (2.7)
[0.0, 7.0]

3.596
[0.772, 16.741]

3.871
[0.777, 19.296]

6.9
[-2.1, 15.9]

0.095 #



Source Data: aae, created on: 10JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: MB102029 Program Name: TC2LA_SSSS.sas
Data Cut Date: 19DEC2011 Run Date: 14JUN2021:16:00:35

Table TC2LA_SSSS: Proportion of subjects with AEs by SOC/preferred term during 104 week follow up by subgroup
SAS

Dapa 10 mg Placebo
AEs by SOC/preferred term during 104 week follow
up N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Nausea G: Baseline eGFR
(cut-off 1)

0.237

< 45
ml/min/1.73**2

49 5 (10.2)
[0.7, 19.7]

38 0 (0.0)
[0.0, 1.3]

8.580 +
[0.489, 150.513]

9.517 +
[0.510, 177.698]

10.2
[-0.6, 21.0]

0.065 10p #

>= 45
ml/min/1.73**2

36 4 (11.1)
[0.0, 22.8]

46 2 (4.3)
[0.0, 11.3]

2.556
[0.496, 13.179]

2.750
[0.474, 15.943]

6.8
[-7.5, 21.1]

0.397 10p #

Nausea J: Baseline
systolic blood
pressure

0.138

<= 130 mmHg 38 3 (7.9)
[0.0, 17.8]

47 2 (4.3)
[0.0, 11.1]

1.855
[0.327, 10.542]

1.929
[0.305, 12.179]

3.6
[-9.1, 16.4]

0.652 #

> 130 mmHg 47 6 (12.8)
[2.2, 23.4]

37 0 (0.0)
[0.0, 1.4]

10.292 +
[0.598, 176.994]

11.747 +
[0.640, 215.667]

12.8
[0.8, 24.7]

0.032* 10p #

Nausea M: Baseline UACR
status (cut-off
2)

0.521

>= 300 mg/g 22 3 (13.6)
[0.0, 30.2]

24 0 (0.0)
[0.0, 2.1]

7.609 +
[0.415, 139.472]

8.795 +
[0.428, 180.632]

13.6
[-5.1, 32.3]

0.101 10p #

30 - < 300 mg/g 34 2 (5.9)
[0.0, 15.3]

33 1 (3.0)
[0.0, 10.4]

1.941
[0.185, 20.399]

2.000
[0.173, 23.176]

2.9
[-10.0, 15.7]

1.000 #

< 30 mg/g 29 4 (13.8)
[0.0, 28.1]

27 1 (3.7)
[0.0, 12.7]

3.724
[0.444, 31.266]

4.160
[0.435, 39.827]

10.1
[-7.9, 28.1]

0.353 10p #



Main analyses 

TO1A_SAI0 Proportion of subjects with AEs 
TO1A_SAS0 Proportion of subjects with AEs by SOC/preferred term 

TO1AA_SAI0 Proportion of subjects with non-disease related AEs 

TO1AN_SAI0 Proportion of subjects with non-severe AEs 
TO1AC_SAI0 Proportion of subjects with severe AEs 
TO1AC_SAS0 Proportion of subjects with severe AEs by SOC/preferred term 

TO1AAC_SAI0 Proportion of subjects with non-disease related severe AEs 

TO1AS_SAI0 Proportion of subjects with serious AEs 
TO1AS_SAS0 Proportion of subjects with serious AEs by SOC/preferred term 

TO1AAS_SAI0 Proportion of subjects with non-disease related serious AEs 

TO1AD_SAI0 Proportion of subjects with AEs leading to death 

TO1AFR_SAI0 Proportion of subjects with AEOSI: Fractures 
TO1AFRN_SAI0 Proportion of subjects with AEOSI: Non-severe fractures 

TO1AFRC_SAI0 Proportion of subjects with AEOSI: Severe fractures 

TO1AFRS_SAI0 Proportion of subjects with AEOSI: Serious fractures 

TO1AR_SAI0 Proportion of subjects with AEOSI: Renal AEs 
TO1ARN_SAI0 Proportion of subjects with AEOSI: Non-severe renal AEs 

TO1ARC_SAI0 Proportion of subjects with AEOSI: Severe renal AEs 
Not applicable as no severe AEOSI "renal AEs" occurred in 
either treatment arm in the DELIGHT, DERIVE and MB102029, 24 weeks. 

TO1ARS_SAI0 Proportion of subjects with AEOSI: Serious renal AEs 

TO1ASU_SAI0 Proportion of subjects with AEOSI: UTI 
TO1ASUN_SAI0 Proportion of subjects with AEOSI: Non-severe UTI 

TO1ASUC_SAI0 Proportion of subjects with AEOSI: Severe UTI 
TO1ASUS_SAI0 Proportion of subjects with AEOSI: Serious UTI 
TO1ALP_SAI0 Proportion of subjects with AEOSI: Volume depletion 

TO1ALPN_SAI0 Proportion of subjects with AEOSI: Non-severe volume depletion 

TO1ALPC_SAI0 Proportion of subjects with AEOSI: Severe volume depletion 



TO1ALPS_SAI0 Proportion of subjects with AEOSI: Serious volume depletion 

TO1ASG_SAI0 Proportion of subjects with AEOSI: Genital infections 

TO1ASGN_SAI0 Proportion of subjects with AEOSI: Non-severe genital infections 

TO1ASGC_SAI0 Proportion of subjects with AEOSI: Severe genital infections 
Not applicable as no severe AEOSI "genital infections" occurred in 
either treatment arm in the DELIGHT, DERIVE and MB102029 trials 

TO1ASGS_SAI0 Proportion of subjects with AEOSI: Serious genital infections 

TO1AT_SAI0 Proportion of subjects with AEs leading to discontinuation of study medication 

TO1ATS_SAI0 Proportion of subjects with serious AEs leading to discontinuation of study 
medication 

TO1AM_SAI0 Proportion of subjects with AEOSI: AEs leading to amputation 

TO1AMN_SAI0 Proportion of subjects with AEOSI: Non-severe AEs leading to amputation 

TO1AMC_SAI0 Proportion of subjects with AEOSI: Severe AEs leading to amputation 

TO1AMS_SAI0 Proportion of subjects with AEOSI: Serious AEs leading to amputation 

TO1AK_SAI0 Proportion of subjects with AEOSI: DKA 
TO1AKN_SAI0 Proportion of subjects with AEOSI: Non-severe DKA 

TO1AKC_SAI0 Proportion of subjects with AEOSI: Severe DKA 
Not applicable as no severe AEOSI "DKA" occurred in either treatment 
arm in the DELIGHT, DERIVE and MB102029 trials 

TO1AKS_SAI0 Proportion of subjects with AEOSI: Serious DKA 
Not applicable as no serious AEOSI "DKA" occurred in either 
treatment arm in the DELIGHT, DERIVE and MB102029 trials 

TO1ASH_SAI0 Proportion of subjects with AEOSI: Hypoglycemia events 

TO1ASHN_SAI0 Proportion of subjects with AEOSI: Non-severe hypoglycemia events 

TO1ASHC_SAI0 Proportion of subjects with AEOSI: Severe hypoglycemia events 

TO1ASHS_SAI0 Proportion of subjects with AEOSI: Serious hypoglycemia events 

 



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAI0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:15:45:48

Table TO1A_SAI0: Proportion of subjects with AEs
SAS

Dapa 10 mg Placebo

AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 211 (54.1)
[49.0, 59.2]

393 225 (57.3)
[52.2, 62.3]

0.945
[0.834, 1.071]

0.880
[0.664, 1.167]

-3.1
[-10.4, 4.1]

0.375

Study - Interaction 0.768
DELIGHT 145 79 (54.5)

[46.0, 62.9]
148 81 (54.7)

[46.4, 63.1]
0.995

[0.808, 1.227]
0.990

[0.625, 1.568]
-0.2

[-12.3, 11.8]
0.966

DERIVE 160 67 (41.9)
[33.9, 49.8]

161 77 (47.8)
[39.8, 55.9]

0.876
[0.686, 1.117]

0.786
[0.506, 1.221]

-6.0
[-17.4, 5.5]

0.285

MB102029 85 65 (76.5)
[66.9, 86.1]

84 67 (79.8)
[70.6, 88.9]

0.959
[0.817, 1.125]

0.825
[0.397, 1.713]

-3.3
[-16.9, 10.3]

0.606



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 74
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:38:18

Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Blood and lymphatic system
disorders

Overall 390 1 (0.3)
[0.0, 0.9]

393 11 (2.8)
[1.0, 4.6]

0.092
[0.012, 0.706]

0.089
[0.011, 0.695]

-2.5
[-4.5, -0.6]

0.004*

SOC: Blood and lymphatic system
disorders

Study -
Interaction

0.065

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 8 (5.4)
[1.4, 9.4]

0.060 +
[0.003, 1.031]

0.057 +
[0.003, 0.993]

-5.4
[-9.7, -1.1]

0.007* #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 1 (0.6)
[0.0, 2.1]

1.006
[0.063, 15.949]

1.006
[0.062, 16.228]

0.0
[-2.3, 2.3]

1.000 #

MB102029 85 0 (0.0)
[0.0, 0.6]

84 2 (2.4)
[0.0, 6.2]

0.198 +
[0.010, 4.057]

0.193 +
[0.009, 4.081]

-2.4
[-6.8, 2.1]

0.246 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 74
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:38:18

Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Anaemia Overall 390 0 (0.0)
[0.0, 0.1]

393 7 (1.8)
[0.3, 3.2]

0.067 +
[0.004, 1.172]

0.066 +
[0.004, 1.159]

-1.8
[-3.3, -0.2]

0.015* #

Anaemia Study -
Interaction

NE

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 5 (3.4)
[0.1, 6.6]

0.093 +
[0.005, 1.663]

0.090 +
[0.005, 1.636]

-3.4
[-7.0, 0.2]

0.060 #

DERIVE 160 0 (0.0)
[0.0, 0.3]

161 1 (0.6)
[0.0, 2.1]

0.335 +
[0.014, 8.172]

0.333 +
[0.013, 8.244]

-0.6
[-2.5, 1.2]

1.000 #

MB102029 85 0 (0.0)
[0.0, 0.6]

84 1 (1.2)
[0.0, 4.1]

0.329 +
[0.014, 7.974]

0.326 +
[0.013, 8.105]

-1.2
[-4.7, 2.3]

0.497 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 3 of 74
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:38:18

Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Cardiac disorders Overall 390 8 (2.1)
[0.5, 3.6]

393 23 (5.9)
[3.4, 8.3]

0.351
[0.159, 0.774]

0.337
[0.149, 0.763]

-3.8
[-6.8, -0.8]

0.006*

SOC: Cardiac disorders Study -
Interaction

0.286

DELIGHT 145 4 (2.8)
[0.0, 5.8]

148 5 (3.4)
[0.1, 6.6]

0.817
[0.224, 2.980]

0.811
[0.213, 3.084]

-0.6
[-5.2, 4.0]

1.000 #

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 13 (8.1)
[3.6, 12.6]

0.232
[0.067, 0.799]

0.218
[0.061, 0.779]

-6.2
[-11.5, -0.9]

0.011*

MB102029 85 1 (1.2)
[0.0, 4.1]

84 5 (6.0)
[0.3, 11.6]

0.198
[0.024, 1.656]

0.188
[0.021, 1.646]

-4.8
[-11.5, 2.0]

0.117 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 4 of 74
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:38:18

Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Angina pectoris Overall 390 1 (0.3)
[0.0, 0.9]

393 5 (1.3)
[0.0, 2.5]

0.202
[0.024, 1.717]

0.199
[0.023, 1.715]

-1.0
[-2.5, 0.5]

0.217 #

Angina pectoris Study -
Interaction

0.544

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 2 (1.4)
[0.0, 3.5]

0.510
[0.047, 5.567]

0.507
[0.045, 5.653]

-0.7
[-3.6, 2.3]

1.000 #

DERIVE 160 0 (0.0)
[0.0, 0.3]

161 2 (1.2)
[0.0, 3.3]

0.201 +
[0.010, 4.159]

0.199 +
[0.009, 4.173]

-1.2
[-3.6, 1.1]

0.498 #

MB102029 85 0 (0.0)
[0.0, 0.6]

84 1 (1.2)
[0.0, 4.1]

0.329 +
[0.014, 7.974]

0.326 +
[0.013, 8.105]

-1.2
[-4.7, 2.3]

0.497 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 5 of 74
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:38:18

Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Ear and labyrinth
disorders

Overall 390 5 (1.3)
[0.0, 2.5]

393 3 (0.8)
[0.0, 1.8]

1.679
[0.404, 6.979]

1.688
[0.401, 7.113]

0.5
[-1.1, 2.2]

0.504 #

SOC: Ear and labyrinth
disorders

Study -
Interaction

0.648

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 2 (1.4)
[0.0, 3.5]

1.021
[0.146, 7.149]

1.021
[0.142, 7.347]

0.0
[-3.3, 3.4]

1.000 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 1 (0.6)
[0.0, 2.1]

2.013
[0.184, 21.974]

2.025
[0.182, 22.561]

0.6
[-2.1, 3.4]

0.623 #

MB102029 85 1 (1.2)
[0.0, 4.1]

84 0 (0.0)
[0.0, 0.6]

2.965 +
[0.123, 71.769]

3.000 +
[0.120, 74.693]

1.2
[-2.3, 4.7]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:38:18

Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Vertigo Overall 390 4 (1.0)
[0.0, 2.2]

393 2 (0.5)
[0.0, 1.3]

2.015
[0.371, 10.940]

2.026
[0.369, 11.125]

0.5
[-1.0, 2.0]

0.450 #

Vertigo Study -
Interaction

0.226

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 2 (1.4)
[0.0, 3.5]

0.510
[0.047, 5.567]

0.507
[0.045, 5.653]

-0.7
[-3.6, 2.3]

1.000 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 0 (0.0)
[0.0, 0.3]

5.031 +
[0.243, 103.975]

5.095 +
[0.243, 106.959]

1.3
[-1.1, 3.6]

0.248 #

MB102029 85 1 (1.2)
[0.0, 4.1]

84 0 (0.0)
[0.0, 0.6]

2.965 +
[0.123, 71.769]

3.000 +
[0.120, 74.693]

1.2
[-2.3, 4.7]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Eye disorders Overall 390 8 (2.1)
[0.5, 3.6]

393 14 (3.6)
[1.6, 5.5]

0.576
[0.244, 1.357]

0.567
[0.235, 1.367]

-1.5
[-4.1, 1.1]

0.201

SOC: Eye disorders Study -
Interaction

0.088

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 8 (5.4)
[1.4, 9.4]

0.128
[0.016, 1.007]

0.122
[0.015, 0.984]

-4.7
[-9.3, -0.1]

0.036* #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 3 (1.9)
[0.0, 4.3]

0.671
[0.114, 3.961]

0.667
[0.110, 4.044]

-0.6
[-3.9, 2.7]

1.000 #

MB102029 85 5 (5.9)
[0.3, 11.5]

84 3 (3.6)
[0.0, 8.1]

1.647
[0.406, 6.674]

1.688
[0.390, 7.298]

2.3
[-5.3, 9.9]

0.720 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Gastrointestinal disorders Overall 390 46 (11.8)
[8.5, 15.1]

393 39 (9.9)
[6.8, 13.0]

1.189
[0.794, 1.778]

1.214
[0.773, 1.907]

1.9
[-2.7, 6.5]

0.400 10p

SOC: Gastrointestinal disorders Study -
Interaction

0.678

DELIGHT 145 14 (9.7)
[4.5, 14.8]

148 15 (10.1)
[4.9, 15.3]

0.953
[0.477, 1.902]

0.948
[0.440, 2.041]

-0.5
[-8.0, 7.0]

0.891 10p

DERIVE 160 11 (6.9)
[2.6, 11.1]

161 7 (4.3)
[0.9, 7.8]

1.581
[0.629, 3.976]

1.624
[0.613, 4.302]

2.5
[-3.1, 8.2]

0.326

MB102029 85 21 (24.7)
[14.9, 34.5]

84 17 (20.2)
[11.1, 29.4]

1.221
[0.695, 2.145]

1.293
[0.626, 2.671]

4.5
[-9.3, 18.2]

0.488 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Constipation Overall 390 6 (1.5)
[0.2, 2.9]

393 6 (1.5)
[0.2, 2.9]

1.008
[0.328, 3.097]

1.008
[0.322, 3.152]

0.0
[-2.0, 2.0]

0.989

Constipation Study -
Interaction

1.000

DELIGHT 145 3 (2.1)
[0.0, 4.7]

148 3 (2.0)
[0.0, 4.6]

1.021
[0.209, 4.974]

1.021
[0.203, 5.144]

0.0
[-3.9, 4.0]

1.000 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 1 (0.6)
[0.0, 2.1]

1.006
[0.063, 15.949]

1.006
[0.062, 16.228]

0.0
[-2.3, 2.3]

1.000 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 2 (2.4)
[0.0, 6.2]

0.988
[0.142, 6.854]

0.988
[0.136, 7.181]

-0.0
[-5.8, 5.7]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Diarrhoea Overall 390 14 (3.6)
[1.6, 5.6]

393 9 (2.3)
[0.7, 3.9]

1.568
[0.687, 3.579]

1.589
[0.679, 3.715]

1.3
[-1.3, 3.9]

0.282

Diarrhoea Study -
Interaction

0.717

DELIGHT 145 5 (3.4)
[0.1, 6.8]

148 4 (2.7)
[0.0, 5.7]

1.276
[0.350, 4.657]

1.286
[0.338, 4.887]

0.7
[-3.9, 5.4]

0.748 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 2 (1.2)
[0.0, 3.3]

1.006
[0.143, 7.056]

1.006
[0.140, 7.233]

0.0
[-3.0, 3.1]

1.000 #

MB102029 85 7 (8.2)
[1.8, 14.7]

84 3 (3.6)
[0.0, 8.1]

2.306
[0.617, 8.619]

2.423
[0.605, 9.707]

4.7
[-3.6, 12.9]

0.329 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Nausea Overall 390 7 (1.8)
[0.3, 3.2]

393 3 (0.8)
[0.0, 1.8]

2.351
[0.612, 9.027]

2.376
[0.610, 9.256]

1.0
[-0.8, 2.9]

0.222 #

Nausea Study -
Interaction

0.166

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 1 (0.7)
[0.0, 2.3]

1.021
[0.064, 16.164]

1.021
[0.063, 16.477]

0.0
[-2.6, 2.6]

1.000 #

DERIVE 160 0 (0.0)
[0.0, 0.3]

161 1 (0.6)
[0.0, 2.1]

0.335 +
[0.014, 8.172]

0.333 +
[0.013, 8.244]

-0.6
[-2.5, 1.2]

1.000 #

MB102029 85 6 (7.1)
[1.0, 13.1]

84 1 (1.2)
[0.0, 4.1]

5.929
[0.729, 48.199]

6.304
[0.742, 53.541]

5.9
[-1.2, 13.0]

0.117 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Vomiting Overall 390 6 (1.5)
[0.2, 2.9]

393 2 (0.5)
[0.0, 1.3]

3.023
[0.614, 14.886]

3.055
[0.613, 15.228]

1.0
[-0.6, 2.7]

0.176 #

Vomiting Study -
Interaction

0.989

DELIGHT 145 3 (2.1)
[0.0, 4.7]

148 1 (0.7)
[0.0, 2.3]

3.062
[0.322, 29.097]

3.106
[0.319, 30.208]

1.4
[-2.0, 4.7]

0.367 #

DERIVE 160 0 (0.0) 161 0 (0.0)
MB102029 85 3 (3.5)

[0.0, 8.0]
84 1 (1.2)

[0.0, 4.1]
2.965

[0.315, 27.932]
3.037

[0.309, 29.796]
2.3

[-3.4, 8.1]
0.621 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: General disorders and
administration site
conditions

Overall 390 23 (5.9)
[3.4, 8.4]

393 30 (7.6)
[4.9, 10.4]

0.773
[0.457, 1.306]

0.758
[0.432, 1.331]

-1.7
[-5.5, 2.0]

0.334

SOC: General disorders and
administration site
conditions

Study -
Interaction

0.356

DELIGHT 145 5 (3.4)
[0.1, 6.8]

148 12 (8.1)
[3.4, 12.8]

0.425
[0.154, 1.177]

0.405
[0.139, 1.180]

-4.7
[-10.6, 1.3]

0.089

DERIVE 160 5 (3.1)
[0.1, 6.1]

161 6 (3.7)
[0.5, 7.0]

0.839
[0.261, 2.692]

0.833
[0.249, 2.788]

-0.6
[-5.2, 4.0]

0.767

MB102029 85 13 (15.3)
[7.1, 23.5]

84 12 (14.3)
[6.2, 22.4]

1.071
[0.519, 2.209]

1.083
[0.463, 2.534]

1.0
[-10.9, 12.9]

0.854 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Chest pain Overall 390 2 (0.5)
[0.0, 1.3]

393 4 (1.0)
[0.0, 2.1]

0.504
[0.093, 2.735]

0.501
[0.091, 2.753]

-0.5
[-2.0, 1.0]

0.686 #

Chest pain Study -
Interaction

0.260

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 0 (0.0)
[0.0, 0.3]

3.062 +
[0.126, 74.546]

3.083 +
[0.125, 76.303]

0.7
[-1.3, 2.7]

0.495 #

DERIVE 160 0 (0.0)
[0.0, 0.3]

161 1 (0.6)
[0.0, 2.1]

0.335 +
[0.014, 8.172]

0.333 +
[0.013, 8.244]

-0.6
[-2.5, 1.2]

1.000 #

MB102029 85 1 (1.2)
[0.0, 4.1]

84 3 (3.6)
[0.0, 8.1]

0.329
[0.035, 3.104]

0.321
[0.033, 3.154]

-2.4
[-8.2, 3.4]

0.368 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Fatigue Overall 390 5 (1.3)
[0.0, 2.5]

393 4 (1.0)
[0.0, 2.1]

1.260
[0.341, 4.656]

1.263
[0.337, 4.739]

0.3
[-1.5, 2.0]

0.752 #

Fatigue Study -
Interaction

0.198

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 2 (1.4)
[0.0, 3.5]

0.204 +
[0.010, 4.215]

0.201 +
[0.010, 4.231]

-1.4
[-3.9, 1.2]

0.498 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 1 (0.6)
[0.0, 2.1]

2.013
[0.184, 21.974]

2.025
[0.182, 22.561]

0.6
[-2.1, 3.4]

0.623 #

MB102029 85 3 (3.5)
[0.0, 8.0]

84 1 (1.2)
[0.0, 4.1]

2.965
[0.315, 27.932]

3.037
[0.309, 29.796]

2.3
[-3.4, 8.1]

0.621 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Oedema peripheral Overall 390 9 (2.3)
[0.7, 3.9]

393 12 (3.1)
[1.2, 4.9]

0.756
[0.322, 1.773]

0.750
[0.312, 1.801]

-0.7
[-3.3, 1.8]

0.519

Oedema peripheral Study -
Interaction

0.758

DELIGHT 145 3 (2.1)
[0.0, 4.7]

148 6 (4.1)
[0.5, 7.6]

0.510
[0.130, 2.002]

0.500
[0.123, 2.038]

-2.0
[-6.6, 2.6]

0.501 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 2 (1.2)
[0.0, 3.3]

1.006
[0.143, 7.056]

1.006
[0.140, 7.233]

0.0
[-3.0, 3.1]

1.000 #

MB102029 85 4 (4.7)
[0.0, 9.8]

84 4 (4.8)
[0.0, 9.9]

0.988
[0.255, 3.822]

0.988
[0.239, 4.086]

-0.1
[-7.6, 7.5]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Pyrexia Overall 390 3 (0.8)
[0.0, 1.8]

393 4 (1.0)
[0.0, 2.1]

0.756
[0.170, 3.355]

0.754
[0.168, 3.391]

-0.2
[-1.8, 1.3]

1.000 #

Pyrexia Study -
Interaction

0.465

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 2 (1.4)
[0.0, 3.5]

0.510
[0.047, 5.567]

0.507
[0.045, 5.653]

-0.7
[-3.6, 2.3]

1.000 #

DERIVE 160 0 (0.0)
[0.0, 0.3]

161 1 (0.6)
[0.0, 2.1]

0.335 +
[0.014, 8.172]

0.333 +
[0.013, 8.244]

-0.6
[-2.5, 1.2]

1.000 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 1 (1.2)
[0.0, 4.1]

1.976
[0.183, 21.386]

2.000
[0.178, 22.484]

1.2
[-4.0, 6.3]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Immune system disorders Overall 390 1 (0.3)
[0.0, 0.9]

393 5 (1.3)
[0.0, 2.5]

0.202
[0.024, 1.717]

0.199
[0.023, 1.715]

-1.0
[-2.5, 0.5]

0.217 #

SOC: Immune system disorders Study -
Interaction

0.049i

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 2 (1.4)
[0.0, 3.5]

0.204 +
[0.010, 4.215]

0.201 +
[0.010, 4.231]

-1.4
[-3.9, 1.2]

0.498 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 0 (0.0)
[0.0, 0.3]

3.019 +
[0.124, 73.550]

3.038 +
[0.123, 75.125]

0.6
[-1.2, 2.5]

0.498 #

MB102029 85 0 (0.0)
[0.0, 0.6]

84 3 (3.6)
[0.0, 8.1]

0.141 +
[0.007, 2.692]

0.136 +
[0.007, 2.677]

-3.6
[-8.7, 1.6]

0.121 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 19 of 74
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:38:18

Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Infections and
infestations

Overall 390 80 (20.5)
[16.4, 24.6]

393 92 (23.4)
[19.1, 27.7]

0.876
[0.672, 1.142]

0.844
[0.602, 1.185]

-2.9
[-8.9, 3.2]

0.328 10p

SOC: Infections and
infestations

Study -
Interaction

0.065

DELIGHT 145 36 (24.8)
[17.5, 32.2]

148 29 (19.6)
[12.9, 26.3]

1.267
[0.822, 1.952]

1.355
[0.779, 2.358]

5.2
[-5.0, 15.4]

0.282 10p

DERIVE 160 18 (11.3)
[6.0, 16.5]

161 32 (19.9)
[13.4, 26.4]

0.566
[0.332, 0.966]

0.511
[0.274, 0.954]

-8.6
[-17.1, -0.1]

0.033* 10p

MB102029 85 26 (30.6)
[20.2, 41.0]

84 31 (36.9)
[26.0, 47.8]

0.829
[0.542, 1.268]

0.753
[0.397, 1.428]

-6.3
[-21.7, 9.1]

0.387 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Bronchitis Overall 390 8 (2.1)
[0.5, 3.6]

393 7 (1.8)
[0.3, 3.2]

1.152
[0.422, 3.145]

1.155
[0.415, 3.216]

0.3
[-1.9, 2.4]

0.783

Bronchitis Study -
Interaction

0.383

DELIGHT 145 3 (2.1)
[0.0, 4.7]

148 1 (0.7)
[0.0, 2.3]

3.062
[0.322, 29.097]

3.106
[0.319, 30.208]

1.4
[-2.0, 4.7]

0.367 #

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 2 (1.2)
[0.0, 3.3]

1.509
[0.256, 8.913]

1.519
[0.250, 9.215]

0.6
[-2.7, 4.0]

0.685 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 4 (4.8)
[0.0, 9.9]

0.494
[0.093, 2.626]

0.482
[0.086, 2.705]

-2.4
[-9.2, 4.4]

0.443 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Cellulitis Overall 390 0 (0.0)
[0.0, 0.1]

393 5 (1.3)
[0.0, 2.5]

0.092 +
[0.005, 1.651]

0.090 +
[0.005, 1.641]

-1.3
[-2.6, 0.1]

0.062 #

Cellulitis Study -
Interaction

NE

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 2 (1.4)
[0.0, 3.5]

0.204 +
[0.010, 4.215]

0.201 +
[0.010, 4.231]

-1.4
[-3.9, 1.2]

0.498 #

DERIVE 160 0 (0.0)
[0.0, 0.3]

161 1 (0.6)
[0.0, 2.1]

0.335 +
[0.014, 8.172]

0.333 +
[0.013, 8.244]

-0.6
[-2.5, 1.2]

1.000 #

MB102029 85 0 (0.0)
[0.0, 0.6]

84 2 (2.4)
[0.0, 6.2]

0.198 +
[0.010, 4.057]

0.193 +
[0.009, 4.081]

-2.4
[-6.8, 2.1]

0.246 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Gastroenteritis Overall 390 2 (0.5)
[0.0, 1.3]

393 9 (2.3)
[0.7, 3.9]

0.224
[0.049, 1.030]

0.220
[0.047, 1.025]

-1.8
[-3.7, 0.1]

0.035*

Gastroenteritis Study -
Interaction

0.346

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 1 (0.7)
[0.0, 2.3]

1.021
[0.064, 16.164]

1.021
[0.063, 16.477]

0.0
[-2.6, 2.6]

1.000 #

DERIVE 160 0 (0.0)
[0.0, 0.3]

161 3 (1.9)
[0.0, 4.3]

0.144 +
[0.007, 2.761]

0.141 +
[0.007, 2.753]

-1.9
[-4.6, 0.8]

0.248 #

MB102029 85 1 (1.2)
[0.0, 4.1]

84 5 (6.0)
[0.3, 11.6]

0.198
[0.024, 1.656]

0.188
[0.021, 1.646]

-4.8
[-11.5, 2.0]

0.117 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Influenza Overall 390 9 (2.3)
[0.7, 3.9]

393 9 (2.3)
[0.7, 3.9]

1.008
[0.404, 2.512]

1.008
[0.396, 2.567]

0.0
[-2.3, 2.4]

0.987

Influenza Study -
Interaction

0.012i

DELIGHT 145 8 (5.5)
[1.5, 9.6]

148 2 (1.4)
[0.0, 3.5]

4.083
[0.882, 18.902]

4.263
[0.890, 20.427]

4.2
[-0.7, 9.0]

0.059 #

DERIVE 160 0 (0.0)
[0.0, 0.3]

161 4 (2.5)
[0.0, 5.2]

0.112 +
[0.006, 2.060]

0.109 +
[0.006, 2.042]

-2.5
[-5.5, 0.5]

0.123 #

MB102029 85 1 (1.2)
[0.0, 4.1]

84 3 (3.6)
[0.0, 8.1]

0.329
[0.035, 3.104]

0.321
[0.033, 3.154]

-2.4
[-8.2, 3.4]

0.368 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Nasopharyngitis Overall 390 14 (3.6)
[1.6, 5.6]

393 11 (2.8)
[1.0, 4.6]

1.283
[0.590, 2.790]

1.293
[0.580, 2.885]

0.8
[-1.9, 3.5]

0.529

Nasopharyngitis Study -
Interaction

0.348

DELIGHT 145 10 (6.9)
[2.4, 11.4]

148 6 (4.1)
[0.5, 7.6]

1.701
[0.635, 4.559]

1.753
[0.620, 4.956]

2.8
[-3.0, 8.7]

0.285

DERIVE 160 0 (0.0) 161 0 (0.0)
MB102029 85 4 (4.7)

[0.0, 9.8]
84 5 (6.0)

[0.3, 11.6]
0.791

[0.220, 2.843]
0.780

[0.202, 3.012]
-1.2

[-9.2, 6.7]
0.746 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Respiratory tract
infection

Overall 390 2 (0.5)
[0.0, 1.3]

393 4 (1.0)
[0.0, 2.1]

0.504
[0.093, 2.735]

0.501
[0.091, 2.753]

-0.5
[-2.0, 1.0]

0.686 #

Respiratory tract
infection

Study -
Interaction

0.222

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 2 (1.4)
[0.0, 3.5]

0.204 +
[0.010, 4.215]

0.201 +
[0.010, 4.231]

-1.4
[-3.9, 1.2]

0.498 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 2 (1.2)
[0.0, 3.3]

1.006
[0.143, 7.056]

1.006
[0.140, 7.233]

0.0
[-3.0, 3.1]

1.000 #

MB102029 85 0 (0.0) 84 0 (0.0)



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Upper respiratory tract
infection

Overall 390 9 (2.3)
[0.7, 3.9]

393 9 (2.3)
[0.7, 3.9]

1.008
[0.404, 2.512]

1.008
[0.396, 2.567]

0.0
[-2.3, 2.4]

0.987

Upper respiratory tract
infection

Study -
Interaction

0.207

DELIGHT 145 3 (2.1)
[0.0, 4.7]

148 4 (2.7)
[0.0, 5.7]

0.766
[0.174, 3.361]

0.761
[0.167, 3.459]

-0.6
[-4.8, 3.5]

1.000 #

DERIVE 160 0 (0.0)
[0.0, 0.3]

161 2 (1.2)
[0.0, 3.3]

0.201 +
[0.010, 4.159]

0.199 +
[0.009, 4.173]

-1.2
[-3.6, 1.1]

0.498 #

MB102029 85 6 (7.1)
[1.0, 13.1]

84 3 (3.6)
[0.0, 8.1]

1.976
[0.511, 7.645]

2.051
[0.496, 8.485]

3.5
[-4.4, 11.4]

0.496 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Urinary tract infection Overall 390 10 (2.6)
[0.9, 4.3]

393 13 (3.3)
[1.4, 5.2]

0.775
[0.344, 1.747]

0.769
[0.333, 1.776]

-0.7
[-3.4, 1.9]

0.538

Urinary tract infection Study -
Interaction

0.611

DELIGHT 145 5 (3.4)
[0.1, 6.8]

148 4 (2.7)
[0.0, 5.7]

1.276
[0.350, 4.657]

1.286
[0.338, 4.887]

0.7
[-3.9, 5.4]

0.748 #

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 5 (3.1)
[0.1, 6.1]

0.604
[0.147, 2.484]

0.596
[0.140, 2.538]

-1.2
[-5.3, 2.8]

0.723 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 4 (4.8)
[0.0, 9.9]

0.494
[0.093, 2.626]

0.482
[0.086, 2.705]

-2.4
[-9.2, 4.4]

0.443 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Viral upper respiratory
tract infection

Overall 390 4 (1.0)
[0.0, 2.2]

393 7 (1.8)
[0.3, 3.2]

0.576
[0.170, 1.951]

0.571
[0.166, 1.968]

-0.8
[-2.7, 1.1]

0.369

Viral upper respiratory
tract infection

Study -
Interaction

NE

DELIGHT 145 0 (0.0) 148 0 (0.0)
DERIVE 160 4 (2.5)

[0.0, 5.2]
161 7 (4.3)

[0.9, 7.8]
0.575

[0.172, 1.926]
0.564

[0.162, 1.966]
-1.8

[-6.4, 2.7]
0.364

MB102029 85 0 (0.0) 84 0 (0.0)



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Injury, poisoning and
procedural complications

Overall 390 18 (4.6)
[2.4, 6.8]

393 22 (5.6)
[3.2, 8.0]

0.824
[0.449, 1.513]

0.816
[0.431, 1.546]

-1.0
[-4.3, 2.4]

0.533

SOC: Injury, poisoning and
procedural complications

Study -
Interaction

0.893

DELIGHT 145 5 (3.4)
[0.1, 6.8]

148 6 (4.1)
[0.5, 7.6]

0.851
[0.265, 2.726]

0.845
[0.252, 2.833]

-0.6
[-5.6, 4.4]

0.785

DERIVE 160 5 (3.1)
[0.1, 6.1]

161 5 (3.1)
[0.1, 6.1]

1.006
[0.297, 3.409]

1.006
[0.286, 3.546]

0.0
[-4.4, 4.4]

1.000 #

MB102029 85 8 (9.4)
[2.6, 16.2]

84 11 (13.1)
[5.3, 20.9]

0.719
[0.304, 1.697]

0.689
[0.263, 1.810]

-3.7
[-14.4, 7.0]

0.450 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 30 of 74
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:38:18

Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Fall Overall 390 4 (1.0)
[0.0, 2.2]

393 6 (1.5)
[0.2, 2.9]

0.672
[0.191, 2.362]

0.668
[0.187, 2.387]

-0.5
[-2.3, 1.3]

0.752 #

Fall Study -
Interaction

0.679

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 1 (0.7)
[0.0, 2.3]

1.021
[0.064, 16.164]

1.021
[0.063, 16.477]

0.0
[-2.6, 2.6]

1.000 #

DERIVE 160 0 (0.0)
[0.0, 0.3]

161 1 (0.6)
[0.0, 2.1]

0.335 +
[0.014, 8.172]

0.333 +
[0.013, 8.244]

-0.6
[-2.5, 1.2]

1.000 #

MB102029 85 3 (3.5)
[0.0, 8.0]

84 4 (4.8)
[0.0, 9.9]

0.741
[0.171, 3.212]

0.732
[0.159, 3.373]

-1.2
[-8.4, 6.0]

0.720 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Investigations Overall 390 27 (6.9)
[4.3, 9.6]

393 31 (7.9)
[5.1, 10.7]

0.878
[0.534, 1.442]

0.869
[0.508, 1.485]

-1.0
[-4.9, 3.0]

0.606

SOC: Investigations Study -
Interaction

0.499

DELIGHT 145 5 (3.4)
[0.1, 6.8]

148 10 (6.8)
[2.4, 11.1]

0.510
[0.179, 1.457]

0.493
[0.164, 1.479]

-3.3
[-9.0, 2.4]

0.200

DERIVE 160 8 (5.0)
[1.3, 8.7]

161 8 (5.0)
[1.3, 8.6]

1.006
[0.387, 2.616]

1.007
[0.368, 2.751]

0.0
[-5.4, 5.4]

0.990

MB102029 85 14 (16.5)
[8.0, 24.9]

84 13 (15.5)
[7.1, 23.8]

1.064
[0.533, 2.126]

1.077
[0.473, 2.454]

1.0
[-11.2, 13.2]

0.860 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Blood bicarbonate
decreased

Overall 390 4 (1.0)
[0.0, 2.2]

393 1 (0.3)
[0.0, 0.9]

4.031
[0.453, 35.902]

4.062
[0.452, 36.508]

0.8
[-0.6, 2.1]

0.216 #

Blood bicarbonate
decreased

Study -
Interaction

0.656

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 0 (0.0)
[0.0, 0.3]

3.062 +
[0.126, 74.546]

3.083 +
[0.125, 76.303]

0.7
[-1.3, 2.7]

0.495 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 0 (0.0)
[0.0, 0.3]

3.019 +
[0.124, 73.550]

3.038 +
[0.123, 75.125]

0.6
[-1.2, 2.5]

0.498 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 1 (1.2)
[0.0, 4.1]

1.976
[0.183, 21.386]

2.000
[0.178, 22.484]

1.2
[-4.0, 6.3]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Blood creatinine increased Overall 390 4 (1.0)
[0.0, 2.2]

393 2 (0.5)
[0.0, 1.3]

2.015
[0.371, 10.940]

2.026
[0.369, 11.125]

0.5
[-1.0, 2.0]

0.450 #

Blood creatinine increased Study -
Interaction

0.122

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 1 (0.7)
[0.0, 2.3]

0.340 +
[0.014, 8.283]

0.338 +
[0.014, 8.363]

-0.7
[-2.7, 1.3]

1.000 #

DERIVE 160 0 (0.0) 161 0 (0.0)
MB102029 85 4 (4.7)

[0.0, 9.8]
84 1 (1.2)

[0.0, 4.1]
3.953

[0.451, 34.637]
4.099

[0.448, 37.460]
3.5

[-2.7, 9.8]
0.368 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Blood parathyroid hormone
increased

Overall 390 1 (0.3)
[0.0, 0.9]

393 4 (1.0)
[0.0, 2.1]

0.252
[0.028, 2.244]

0.250
[0.028, 2.247]

-0.8
[-2.1, 0.6]

0.373 #

Blood parathyroid hormone
increased

Study -
Interaction

0.363

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 2 (1.4)
[0.0, 3.5]

0.204 +
[0.010, 4.215]

0.201 +
[0.010, 4.231]

-1.4
[-3.9, 1.2]

0.498 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 2 (1.2)
[0.0, 3.3]

0.503
[0.046, 5.493]

0.500
[0.045, 5.570]

-0.6
[-3.3, 2.1]

1.000 #

MB102029 85 0 (0.0) 84 0 (0.0)



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Blood potassium increased Overall 390 2 (0.5)
[0.0, 1.3]

393 4 (1.0)
[0.0, 2.1]

0.504
[0.093, 2.735]

0.501
[0.091, 2.753]

-0.5
[-2.0, 1.0]

0.686 #

Blood potassium increased Study -
Interaction

0.522

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 1 (0.7)
[0.0, 2.3]

1.021
[0.064, 16.164]

1.021
[0.063, 16.477]

0.0
[-2.6, 2.6]

1.000 #

DERIVE 160 0 (0.0) 161 0 (0.0)
MB102029 85 1 (1.2)

[0.0, 4.1]
84 3 (3.6)

[0.0, 8.1]
0.329

[0.035, 3.104]
0.321

[0.033, 3.154]
-2.4

[-8.2, 3.4]
0.368 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Urine output increased Overall 390 4 (1.0)
[0.0, 2.2]

393 1 (0.3)
[0.0, 0.9]

4.031
[0.453, 35.902]

4.062
[0.452, 36.508]

0.8
[-0.6, 2.1]

0.216 #

Urine output increased Study -
Interaction

NE

DELIGHT 145 0 (0.0) 148 0 (0.0)
DERIVE 160 0 (0.0) 161 0 (0.0)
MB102029 85 4 (4.7)

[0.0, 9.8]
84 1 (1.2)

[0.0, 4.1]
3.953

[0.451, 34.637]
4.099

[0.448, 37.460]
3.5

[-2.7, 9.8]
0.368 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Metabolism and nutrition
disorders

Overall 390 40 (10.3)
[7.1, 13.4]

393 48 (12.2)
[8.8, 15.6]

0.840
[0.565, 1.247]

0.821
[0.526, 1.282]

-2.0
[-6.6, 2.7]

0.386 10p

SOC: Metabolism and nutrition
disorders

Study -
Interaction

0.392

DELIGHT 145 12 (8.3)
[3.4, 13.1]

148 18 (12.2)
[6.6, 17.8]

0.680
[0.340, 1.362]

0.652
[0.302, 1.407]

-3.9
[-11.5, 3.7]

0.273 10p

DERIVE 160 15 (9.4)
[4.5, 14.2]

161 12 (7.5)
[3.1, 11.8]

1.258
[0.608, 2.602]

1.284
[0.581, 2.838]

1.9
[-4.8, 8.6]

0.536

MB102029 85 13 (15.3)
[7.1, 23.5]

84 18 (21.4)
[12.1, 30.8]

0.714
[0.374, 1.362]

0.662
[0.301, 1.455]

-6.1
[-19.0, 6.7]

0.304 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Gout Overall 390 4 (1.0)
[0.0, 2.2]

393 7 (1.8)
[0.3, 3.2]

0.576
[0.170, 1.951]

0.571
[0.166, 1.968]

-0.8
[-2.7, 1.1]

0.369

Gout Study -
Interaction

0.465

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 3 (2.0)
[0.0, 4.6]

0.680
[0.115, 4.013]

0.676
[0.111, 4.106]

-0.6
[-4.3, 3.0]

1.000 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 2 (1.2)
[0.0, 3.3]

1.006
[0.143, 7.056]

1.006
[0.140, 7.233]

0.0
[-3.0, 3.1]

1.000 #

MB102029 85 0 (0.0)
[0.0, 0.6]

84 2 (2.4)
[0.0, 6.2]

0.198 +
[0.010, 4.057]

0.193 +
[0.009, 4.081]

-2.4
[-6.8, 2.1]

0.246 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Hyperglycaemia Overall 390 3 (0.8)
[0.0, 1.8]

393 8 (2.0)
[0.5, 3.6]

0.378
[0.101, 1.414]

0.373
[0.098, 1.417]

-1.3
[-3.2, 0.6]

0.132

Hyperglycaemia Study -
Interaction

0.273

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 4 (2.7)
[0.0, 5.7]

0.113 +
[0.006, 2.087]

0.110 +
[0.006, 2.068]

-2.7
[-6.0, 0.6]

0.123 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 2 (1.2)
[0.0, 3.3]

1.006
[0.143, 7.056]

1.006
[0.140, 7.233]

0.0
[-3.0, 3.1]

1.000 #

MB102029 85 1 (1.2)
[0.0, 4.1]

84 2 (2.4)
[0.0, 6.2]

0.494
[0.046, 5.347]

0.488
[0.043, 5.487]

-1.2
[-6.4, 4.0]

0.621 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Hyperkalaemia Overall 390 8 (2.1)
[0.5, 3.6]

393 14 (3.6)
[1.6, 5.5]

0.576
[0.244, 1.357]

0.567
[0.235, 1.367]

-1.5
[-4.1, 1.1]

0.201

Hyperkalaemia Study -
Interaction

0.830

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 3 (2.0)
[0.0, 4.6]

0.340
[0.036, 3.233]

0.336
[0.035, 3.265]

-1.3
[-4.7, 2.0]

0.622 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 1 (0.6)
[0.0, 2.1]

1.006
[0.063, 15.949]

1.006
[0.062, 16.228]

0.0
[-2.3, 2.3]

1.000 #

MB102029 85 6 (7.1)
[1.0, 13.1]

84 10 (11.9)
[4.4, 19.4]

0.593
[0.226, 1.558]

0.562
[0.195, 1.623]

-4.8
[-14.8, 5.1]

0.283 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Hyperuricaemia Overall 390 6 (1.5)
[0.2, 2.9]

393 3 (0.8)
[0.0, 1.8]

2.015
[0.508, 8.001]

2.031
[0.504, 8.180]

0.8
[-1.0, 2.5]

0.339 #

Hyperuricaemia Study -
Interaction

0.459

DELIGHT 145 5 (3.4)
[0.1, 6.8]

148 3 (2.0)
[0.0, 4.6]

1.701
[0.414, 6.988]

1.726
[0.405, 7.359]

1.4
[-3.0, 5.8]

0.498 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 0 (0.0)
[0.0, 0.3]

3.019 +
[0.124, 73.550]

3.038 +
[0.123, 75.125]

0.6
[-1.2, 2.5]

0.498 #

MB102029 85 0 (0.0) 84 0 (0.0)



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Vitamin D deficiency Overall 390 6 (1.5)
[0.2, 2.9]

393 6 (1.5)
[0.2, 2.9]

1.008
[0.328, 3.097]

1.008
[0.322, 3.152]

0.0
[-2.0, 2.0]

0.989

Vitamin D deficiency Study -
Interaction

NE

DELIGHT 145 0 (0.0) 148 0 (0.0)
DERIVE 160 6 (3.8)

[0.5, 7.0]
161 6 (3.7)

[0.5, 7.0]
1.006

[0.332, 3.054]
1.006

[0.318, 3.189]
0.0

[-4.8, 4.8]
0.991

MB102029 85 0 (0.0) 84 0 (0.0)



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 43 of 74
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:38:18

Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Musculoskeletal and
connective tissue
disorders

Overall 390 38 (9.7)
[6.7, 12.8]

393 44 (11.2)
[8.0, 14.4]

0.870
[0.577, 1.312]

0.856
[0.541, 1.355]

-1.5
[-6.0, 3.1]

0.507 10p

SOC: Musculoskeletal and
connective tissue
disorders

Study -
Interaction

0.412

DELIGHT 145 13 (9.0)
[4.0, 14.0]

148 10 (6.8)
[2.4, 11.1]

1.327
[0.601, 2.929]

1.359
[0.576, 3.206]

2.2
[-4.6, 9.1]

0.483

DERIVE 160 10 (6.3)
[2.2, 10.3]

161 13 (8.1)
[3.6, 12.6]

0.774
[0.350, 1.714]

0.759
[0.323, 1.785]

-1.8
[-8.1, 4.4]

0.527

MB102029 85 15 (17.6)
[9.0, 26.3]

84 21 (25.0)
[15.1, 34.9]

0.706
[0.391, 1.273]

0.643
[0.305, 1.354]

-7.4
[-20.8, 6.1]

0.244 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Arthralgia Overall 390 4 (1.0)
[0.0, 2.2]

393 9 (2.3)
[0.7, 3.9]

0.448
[0.139, 1.442]

0.442
[0.135, 1.448]

-1.3
[-3.3, 0.8]

0.166

Arthralgia Study -
Interaction

0.793

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 1 (0.7)
[0.0, 2.3]

1.021
[0.064, 16.164]

1.021
[0.063, 16.477]

0.0
[-2.6, 2.6]

1.000 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 3 (1.9)
[0.0, 4.3]

0.335
[0.035, 3.191]

0.331
[0.034, 3.219]

-1.2
[-4.3, 1.8]

0.623 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 5 (6.0)
[0.3, 11.6]

0.395
[0.079, 1.981]

0.381
[0.072, 2.019]

-3.6
[-10.8, 3.6]

0.277 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Back pain Overall 390 6 (1.5)
[0.2, 2.9]

393 10 (2.5)
[0.9, 4.2]

0.605
[0.222, 1.647]

0.598
[0.215, 1.663]

-1.0
[-3.2, 1.2]

0.320

Back pain Study -
Interaction

0.410

DELIGHT 145 3 (2.1)
[0.0, 4.7]

148 2 (1.4)
[0.0, 3.5]

1.531
[0.260, 9.029]

1.542
[0.254, 9.368]

0.7
[-2.9, 4.4]

0.682 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 2 (1.2)
[0.0, 3.3]

0.503
[0.046, 5.493]

0.500
[0.045, 5.570]

-0.6
[-3.3, 2.1]

1.000 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 6 (7.1)
[1.0, 13.2]

0.329
[0.068, 1.586]

0.313
[0.061, 1.599]

-4.8
[-12.4, 2.8]

0.168 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Musculoskeletal pain Overall 390 10 (2.6)
[0.9, 4.3]

393 3 (0.8)
[0.0, 1.8]

3.359
[0.932, 12.112]

3.421
[0.934, 12.527]

1.8
[-0.2, 3.8]

0.049*

Musculoskeletal pain Study -
Interaction

0.561

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 0 (0.0)
[0.0, 0.3]

5.103 +
[0.247, 105.378]

5.174 +
[0.246, 108.712]

1.4
[-1.2, 4.0]

0.244 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 0 (0.0)
[0.0, 0.3]

3.019 +
[0.124, 73.550]

3.038 +
[0.123, 75.125]

0.6
[-1.2, 2.5]

0.498 #

MB102029 85 7 (8.2)
[1.8, 14.7]

84 3 (3.6)
[0.0, 8.1]

2.306
[0.617, 8.619]

2.423
[0.605, 9.707]

4.7
[-3.6, 12.9]

0.329 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Myalgia Overall 390 4 (1.0)
[0.0, 2.2]

393 2 (0.5)
[0.0, 1.3]

2.015
[0.371, 10.940]

2.026
[0.369, 11.125]

0.5
[-1.0, 2.0]

0.450 #

Myalgia Study -
Interaction

0.216

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 0 (0.0)
[0.0, 0.3]

5.103 +
[0.247, 105.378]

5.174 +
[0.246, 108.712]

1.4
[-1.2, 4.0]

0.244 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 1 (0.6)
[0.0, 2.1]

2.013
[0.184, 21.974]

2.025
[0.182, 22.561]

0.6
[-2.1, 3.4]

0.623 #

MB102029 85 0 (0.0)
[0.0, 0.6]

84 1 (1.2)
[0.0, 4.1]

0.329 +
[0.014, 7.974]

0.326 +
[0.013, 8.105]

-1.2
[-4.7, 2.3]

0.497 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Pain in extremity Overall 390 6 (1.5)
[0.2, 2.9]

393 7 (1.8)
[0.3, 3.2]

0.864
[0.293, 2.547]

0.862
[0.287, 2.587]

-0.2
[-2.3, 1.8]

0.791

Pain in extremity Study -
Interaction

0.714

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 2 (1.4)
[0.0, 3.5]

0.510
[0.047, 5.567]

0.507
[0.045, 5.653]

-0.7
[-3.6, 2.3]

1.000 #

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 2 (1.2)
[0.0, 3.3]

1.509
[0.256, 8.913]

1.519
[0.250, 9.215]

0.6
[-2.7, 4.0]

0.685 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 3 (3.6)
[0.0, 8.1]

0.659
[0.113, 3.843]

0.651
[0.106, 3.996]

-1.2
[-7.5, 5.1]

0.682 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Neoplasms benign,
malignant and unspecified
(incl cysts and polyps)

Overall 390 7 (1.8)
[0.3, 3.2]

393 2 (0.5)
[0.0, 1.3]

3.527
[0.737, 16.872]

3.573
[0.738, 17.309]

1.3
[-0.5, 3.0]

0.106 #

SOC: Neoplasms benign,
malignant and unspecified
(incl cysts and polyps)

Study -
Interaction

0.771

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 0 (0.0)
[0.0, 0.3]

3.062 +
[0.126, 74.546]

3.083 +
[0.125, 76.303]

0.7
[-1.3, 2.7]

0.495 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 1 (0.6)
[0.0, 2.1]

2.013
[0.184, 21.974]

2.025
[0.182, 22.561]

0.6
[-2.1, 3.4]

0.623 #

MB102029 85 4 (4.7)
[0.0, 9.8]

84 1 (1.2)
[0.0, 4.1]

3.953
[0.451, 34.637]

4.099
[0.448, 37.460]

3.5
[-2.7, 9.8]

0.368 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Nervous system disorders Overall 390 32 (8.2)
[5.4, 11.1]

393 30 (7.6)
[4.9, 10.4]

1.075
[0.666, 1.734]

1.082
[0.644, 1.817]

0.6
[-3.5, 4.6]

0.767

SOC: Nervous system disorders Study -
Interaction

0.942

DELIGHT 145 12 (8.3)
[3.4, 13.1]

148 12 (8.1)
[3.4, 12.8]

1.021
[0.474, 2.197]

1.023
[0.444, 2.357]

0.2
[-6.8, 7.1]

0.958

DERIVE 160 9 (5.6)
[1.7, 9.5]

161 9 (5.6)
[1.7, 9.4]

1.006
[0.410, 2.469]

1.007
[0.389, 2.605]

0.0
[-5.6, 5.7]

0.989

MB102029 85 11 (12.9)
[5.2, 20.7]

84 9 (10.7)
[3.5, 17.9]

1.208
[0.528, 2.764]

1.239
[0.485, 3.164]

2.2
[-8.7, 13.1]

0.655 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Dizziness Overall 390 10 (2.6)
[0.9, 4.3]

393 8 (2.0)
[0.5, 3.6]

1.260
[0.502, 3.158]

1.266
[0.494, 3.243]

0.5
[-1.8, 2.9]

0.622

Dizziness Study -
Interaction

0.165

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 4 (2.7)
[0.0, 5.7]

0.510
[0.095, 2.743]

0.503
[0.091, 2.792]

-1.3
[-5.2, 2.6]

0.684 #

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 0 (0.0)
[0.0, 0.3]

7.043 +
[0.367, 135.267]

7.178 +
[0.368, 140.091]

1.9
[-0.8, 4.6]

0.123 #

MB102029 85 5 (5.9)
[0.3, 11.5]

84 4 (4.8)
[0.0, 9.9]

1.235
[0.344, 4.442]

1.250
[0.324, 4.826]

1.1
[-6.8, 9.1]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Headache Overall 390 9 (2.3)
[0.7, 3.9]

393 10 (2.5)
[0.9, 4.2]

0.907
[0.373, 2.208]

0.905
[0.364, 2.251]

-0.2
[-2.6, 2.2]

0.830

Headache Study -
Interaction

0.494

DELIGHT 145 4 (2.8)
[0.0, 5.8]

148 7 (4.7)
[1.0, 8.5]

0.583
[0.174, 1.950]

0.571
[0.164, 1.995]

-2.0
[-7.0, 3.0]

0.376

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 1 (0.6)
[0.0, 2.1]

1.006
[0.063, 15.949]

1.006
[0.062, 16.228]

0.0
[-2.3, 2.3]

1.000 #

MB102029 85 4 (4.7)
[0.0, 9.8]

84 2 (2.4)
[0.0, 6.2]

1.976
[0.372, 10.503]

2.025
[0.361, 11.363]

2.3
[-4.4, 9.1]

0.682 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Paraesthesia Overall 390 4 (1.0)
[0.0, 2.2]

393 0 (0.0)
[0.0, 0.1]

9.069 +
[0.490, 167.881]

9.163 +
[0.492, 170.764]

1.0
[-0.2, 2.3]

0.061 #

Paraesthesia Study -
Interaction

NE

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 0 (0.0)
[0.0, 0.3]

5.103 +
[0.247, 105.378]

5.174 +
[0.246, 108.712]

1.4
[-1.2, 4.0]

0.244 #

DERIVE 160 0 (0.0) 161 0 (0.0)
MB102029 85 2 (2.4)

[0.0, 6.2]
84 0 (0.0)

[0.0, 0.6]
4.942 +

[0.241, 101.420]
5.060 +

[0.239, 106.989]
2.4

[-2.1, 6.8]
0.497 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Syncope Overall 390 4 (1.0)
[0.0, 2.2]

393 1 (0.3)
[0.0, 0.9]

4.031
[0.453, 35.902]

4.062
[0.452, 36.508]

0.8
[-0.6, 2.1]

0.216 #

Syncope Study -
Interaction

0.664

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 1 (0.7)
[0.0, 2.3]

2.041
[0.187, 22.268]

2.056
[0.184, 22.924]

0.7
[-2.3, 3.7]

0.620 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 0 (0.0)
[0.0, 0.3]

3.019 +
[0.124, 73.550]

3.038 +
[0.123, 75.125]

0.6
[-1.2, 2.5]

0.498 #

MB102029 85 1 (1.2)
[0.0, 4.1]

84 0 (0.0)
[0.0, 0.6]

2.965 +
[0.123, 71.769]

3.000 +
[0.120, 74.693]

1.2
[-2.3, 4.7]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Psychiatric disorders Overall 390 9 (2.3)
[0.7, 3.9]

393 4 (1.0)
[0.0, 2.1]

2.267
[0.704, 7.301]

2.297
[0.702, 7.523]

1.3
[-0.8, 3.3]

0.158

SOC: Psychiatric disorders Study -
Interaction

0.072

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 2 (1.4)
[0.0, 3.5]

1.021
[0.146, 7.149]

1.021
[0.142, 7.347]

0.0
[-3.3, 3.4]

1.000 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 2 (1.2)
[0.0, 3.3]

0.503
[0.046, 5.493]

0.500
[0.045, 5.570]

-0.6
[-3.3, 2.1]

1.000 #

MB102029 85 6 (7.1)
[1.0, 13.1]

84 0 (0.0)
[0.0, 0.6]

12.849 +
[0.735, 224.535]

13.818 +
[0.766, 249.296]

7.1
[0.4, 13.7]

0.029* #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Insomnia Overall 390 4 (1.0)
[0.0, 2.2]

393 0 (0.0)
[0.0, 0.1]

9.069 +
[0.490, 167.881]

9.163 +
[0.492, 170.764]

1.0
[-0.2, 2.3]

0.061 #

Insomnia Study -
Interaction

NE

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 0 (0.0)
[0.0, 0.3]

5.103 +
[0.247, 105.378]

5.174 +
[0.246, 108.712]

1.4
[-1.2, 4.0]

0.244 #

DERIVE 160 0 (0.0) 161 0 (0.0)
MB102029 85 2 (2.4)

[0.0, 6.2]
84 0 (0.0)

[0.0, 0.6]
4.942 +

[0.241, 101.420]
5.060 +

[0.239, 106.989]
2.4

[-2.1, 6.8]
0.497 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Renal and urinary
disorders

Overall 390 36 (9.2)
[6.2, 12.2]

393 32 (8.1)
[5.3, 11.0]

1.134
[0.719, 1.787]

1.147
[0.697, 1.888]

1.1
[-3.1, 5.3]

0.589

SOC: Renal and urinary
disorders

Study -
Interaction

0.736

DELIGHT 145 13 (9.0)
[4.0, 14.0]

148 13 (8.8)
[3.9, 13.7]

1.021
[0.490, 2.126]

1.023
[0.457, 2.288]

0.2
[-7.0, 7.4]

0.956

DERIVE 160 7 (4.4)
[0.9, 7.9]

161 4 (2.5)
[0.0, 5.2]

1.761
[0.526, 5.898]

1.796
[0.515, 6.258]

1.9
[-2.7, 6.5]

0.353

MB102029 85 16 (18.8)
[9.9, 27.7]

84 15 (17.9)
[9.1, 26.6]

1.054
[0.558, 1.992]

1.067
[0.489, 2.326]

1.0
[-11.9, 13.8]

0.871 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Acute kidney injury Overall 390 4 (1.0)
[0.0, 2.2]

393 2 (0.5)
[0.0, 1.3]

2.015
[0.371, 10.940]

2.026
[0.369, 11.125]

0.5
[-1.0, 2.0]

0.450 #

Acute kidney injury Study -
Interaction

0.442

DELIGHT 145 3 (2.1)
[0.0, 4.7]

148 2 (1.4)
[0.0, 3.5]

1.531
[0.260, 9.029]

1.542
[0.254, 9.368]

0.7
[-2.9, 4.4]

0.682 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 0 (0.0)
[0.0, 0.3]

3.019 +
[0.124, 73.550]

3.038 +
[0.123, 75.125]

0.6
[-1.2, 2.5]

0.498 #

MB102029 85 0 (0.0) 84 0 (0.0)



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Dysuria Overall 390 4 (1.0)
[0.0, 2.2]

393 5 (1.3)
[0.0, 2.5]

0.806
[0.218, 2.980]

0.804
[0.214, 3.017]

-0.2
[-2.0, 1.5]

1.000 #

Dysuria Study -
Interaction

0.644

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 1 (0.7)
[0.0, 2.3]

0.340 +
[0.014, 8.283]

0.338 +
[0.014, 8.363]

-0.7
[-2.7, 1.3]

1.000 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 1 (0.6)
[0.0, 2.1]

1.006
[0.063, 15.949]

1.006
[0.062, 16.228]

0.0
[-2.3, 2.3]

1.000 #

MB102029 85 3 (3.5)
[0.0, 8.0]

84 3 (3.6)
[0.0, 8.1]

0.988
[0.205, 4.758]

0.988
[0.194, 5.039]

-0.0
[-6.8, 6.7]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Haematuria Overall 390 5 (1.3)
[0.0, 2.5]

393 7 (1.8)
[0.3, 3.2]

0.720
[0.230, 2.248]

0.716
[0.225, 2.276]

-0.5
[-2.5, 1.5]

0.570

Haematuria Study -
Interaction

0.690

DELIGHT 145 3 (2.1)
[0.0, 4.7]

148 3 (2.0)
[0.0, 4.6]

1.021
[0.209, 4.974]

1.021
[0.203, 5.144]

0.0
[-3.9, 4.0]

1.000 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 1 (0.6)
[0.0, 2.1]

1.006
[0.063, 15.949]

1.006
[0.062, 16.228]

0.0
[-2.3, 2.3]

1.000 #

MB102029 85 1 (1.2)
[0.0, 4.1]

84 3 (3.6)
[0.0, 8.1]

0.329
[0.035, 3.104]

0.321
[0.033, 3.154]

-2.4
[-8.2, 3.4]

0.368 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Pollakiuria Overall 390 17 (4.4)
[2.2, 6.5]

393 3 (0.8)
[0.0, 1.8]

5.710
[1.687, 19.329]

5.925
[1.722, 20.384]

3.6
[1.1, 6.1]

0.001*

Pollakiuria Study -
Interaction

0.399

DELIGHT 145 4 (2.8)
[0.0, 5.8]

148 0 (0.0)
[0.0, 0.3]

9.185 +
[0.499, 169.081]

9.445 +
[0.504, 177.028]

2.8
[-0.6, 6.1]

0.059 #

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 0 (0.0)
[0.0, 0.3]

7.043 +
[0.367, 135.267]

7.178 +
[0.368, 140.091]

1.9
[-0.8, 4.6]

0.123 #

MB102029 85 10 (11.8)
[4.3, 19.2]

84 3 (3.6)
[0.0, 8.1]

3.294
[0.940, 11.549]

3.600
[0.954, 13.583]

8.2
[-0.9, 17.3]

0.046* 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Polyuria Overall 390 6 (1.5)
[0.2, 2.9]

393 3 (0.8)
[0.0, 1.8]

2.015
[0.508, 8.001]

2.031
[0.504, 8.180]

0.8
[-1.0, 2.5]

0.339 #

Polyuria Study -
Interaction

0.829

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 1 (0.7)
[0.0, 2.3]

2.041
[0.187, 22.268]

2.056
[0.184, 22.924]

0.7
[-2.3, 3.7]

0.620 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 1 (0.6)
[0.0, 2.1]

1.006
[0.063, 15.949]

1.006
[0.062, 16.228]

0.0
[-2.3, 2.3]

1.000 #

MB102029 85 3 (3.5)
[0.0, 8.0]

84 1 (1.2)
[0.0, 4.1]

2.965
[0.315, 27.932]

3.037
[0.309, 29.796]

2.3
[-3.4, 8.1]

0.621 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Reproductive system and
breast disorders

Overall 390 15 (3.8)
[1.8, 5.9]

393 7 (1.8)
[0.3, 3.2]

2.159
[0.890, 5.238]

2.206
[0.889, 5.471]

2.1
[-0.5, 4.6]

0.081

SOC: Reproductive system and
breast disorders

Study -
Interaction

0.550

DELIGHT 145 4 (2.8)
[0.0, 5.8]

148 1 (0.7)
[0.0, 2.3]

4.083
[0.462, 36.092]

4.170
[0.460, 37.766]

2.1
[-1.6, 5.7]

0.211 #

DERIVE 160 6 (3.8)
[0.5, 7.0]

161 2 (1.2)
[0.0, 3.3]

3.019
[0.619, 14.733]

3.097
[0.616, 15.582]

2.5
[-1.5, 6.5]

0.174 #

MB102029 85 5 (5.9)
[0.3, 11.5]

84 4 (4.8)
[0.0, 9.9]

1.235
[0.344, 4.442]

1.250
[0.324, 4.826]

1.1
[-6.8, 9.1]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Balanoposthitis Overall 390 4 (1.0)
[0.0, 2.2]

393 0 (0.0)
[0.0, 0.1]

9.069 +
[0.490, 167.881]

9.163 +
[0.492, 170.764]

1.0
[-0.2, 2.3]

0.061 #

Balanoposthitis Study -
Interaction

NE

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 0 (0.0)
[0.0, 0.3]

5.103 +
[0.247, 105.378]

5.174 +
[0.246, 108.712]

1.4
[-1.2, 4.0]

0.244 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 0 (0.0)
[0.0, 0.3]

5.031 +
[0.243, 103.975]

5.095 +
[0.243, 106.959]

1.3
[-1.1, 3.6]

0.248 #

MB102029 85 0 (0.0) 84 0 (0.0)



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Vulvovaginal pruritus Overall 390 5 (1.3)
[0.0, 2.5]

393 1 (0.3)
[0.0, 0.9]

5.038
[0.591, 42.929]

5.091
[0.592, 43.776]

1.0
[-0.5, 2.5]

0.122 #

Vulvovaginal pruritus Study -
Interaction

0.296

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 0 (0.0)
[0.0, 0.3]

5.103 +
[0.247, 105.378]

5.174 +
[0.246, 108.712]

1.4
[-1.2, 4.0]

0.244 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 0 (0.0)
[0.0, 0.3]

5.031 +
[0.243, 103.975]

5.095 +
[0.243, 106.959]

1.3
[-1.1, 3.6]

0.248 #

MB102029 85 1 (1.2)
[0.0, 4.1]

84 1 (1.2)
[0.0, 4.1]

0.988
[0.063, 15.542]

0.988
[0.061, 16.061]

-0.0
[-4.5, 4.4]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 66 of 74
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:38:18

Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Respiratory, thoracic and
mediastinal disorders

Overall 390 19 (4.9)
[2.6, 7.1]

393 24 (6.1)
[3.6, 8.6]

0.798
[0.444, 1.432]

0.787
[0.424, 1.462]

-1.2
[-4.7, 2.2]

0.448

SOC: Respiratory, thoracic and
mediastinal disorders

Study -
Interaction

0.293

DELIGHT 145 5 (3.4)
[0.1, 6.8]

148 9 (6.1)
[1.9, 10.3]

0.567
[0.195, 1.651]

0.552
[0.180, 1.687]

-2.6
[-8.2, 2.9]

0.292

DERIVE 160 4 (2.5)
[0.0, 5.2]

161 8 (5.0)
[1.3, 8.6]

0.503
[0.155, 1.638]

0.490
[0.145, 1.662]

-2.5
[-7.2, 2.3]

0.244

MB102029 85 10 (11.8)
[4.3, 19.2]

84 7 (8.3)
[1.8, 14.8]

1.412
[0.564, 3.534]

1.467
[0.531, 4.055]

3.4
[-6.8, 13.7]

0.460 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 67 of 74
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:38:18

Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Cough Overall 390 12 (3.1)
[1.2, 4.9]

393 7 (1.8)
[0.3, 3.2]

1.727
[0.687, 4.342]

1.751
[0.682, 4.494]

1.3
[-1.1, 3.7]

0.239

Cough Study -
Interaction

0.234

DELIGHT 145 3 (2.1)
[0.0, 4.7]

148 3 (2.0)
[0.0, 4.6]

1.021
[0.209, 4.974]

1.021
[0.203, 5.144]

0.0
[-3.9, 4.0]

1.000 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 2 (1.2)
[0.0, 3.3]

0.503
[0.046, 5.493]

0.500
[0.045, 5.570]

-0.6
[-3.3, 2.1]

1.000 #

MB102029 85 8 (9.4)
[2.6, 16.2]

84 2 (2.4)
[0.0, 6.2]

3.953
[0.865, 18.071]

4.260
[0.877, 20.689]

7.0
[-1.2, 15.2]

0.099 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Oropharyngeal pain Overall 390 3 (0.8)
[0.0, 1.8]

393 4 (1.0)
[0.0, 2.1]

0.756
[0.170, 3.355]

0.754
[0.168, 3.391]

-0.2
[-1.8, 1.3]

1.000 #

Oropharyngeal pain Study -
Interaction

0.465

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 1 (0.7)
[0.0, 2.3]

0.340 +
[0.014, 8.283]

0.338 +
[0.014, 8.363]

-0.7
[-2.7, 1.3]

1.000 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 2 (1.2)
[0.0, 3.3]

0.503
[0.046, 5.493]

0.500
[0.045, 5.570]

-0.6
[-3.3, 2.1]

1.000 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 1 (1.2)
[0.0, 4.1]

1.976
[0.183, 21.386]

2.000
[0.178, 22.484]

1.2
[-4.0, 6.3]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Skin and subcutaneous
tissue disorders

Overall 390 11 (2.8)
[1.0, 4.6]

393 22 (5.6)
[3.2, 8.0]

0.504
[0.248, 1.025]

0.489
[0.234, 1.024]

-2.8
[-5.8, 0.3]

0.053

SOC: Skin and subcutaneous
tissue disorders

Study -
Interaction

0.465

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 7 (4.7)
[1.0, 8.5]

0.292
[0.062, 1.380]

0.282
[0.058, 1.380]

-3.4
[-7.9, 1.2]

0.173 #

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 8 (5.0)
[1.3, 8.6]

0.377
[0.102, 1.397]

0.365
[0.095, 1.403]

-3.1
[-7.7, 1.5]

0.128

MB102029 85 6 (7.1)
[1.0, 13.1]

84 7 (8.3)
[1.8, 14.8]

0.847
[0.297, 2.416]

0.835
[0.269, 2.598]

-1.3
[-10.5, 7.9]

0.757



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Dry skin Overall 390 1 (0.3)
[0.0, 0.9]

393 5 (1.3)
[0.0, 2.5]

0.202
[0.024, 1.717]

0.199
[0.023, 1.715]

-1.0
[-2.5, 0.5]

0.217 #

Dry skin Study -
Interaction

0.556

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 1 (0.7)
[0.0, 2.3]

0.340 +
[0.014, 8.283]

0.338 +
[0.014, 8.363]

-0.7
[-2.7, 1.3]

1.000 #

DERIVE 160 0 (0.0)
[0.0, 0.3]

161 2 (1.2)
[0.0, 3.3]

0.201 +
[0.010, 4.159]

0.199 +
[0.009, 4.173]

-1.2
[-3.6, 1.1]

0.498 #

MB102029 85 1 (1.2)
[0.0, 4.1]

84 2 (2.4)
[0.0, 6.2]

0.494
[0.046, 5.347]

0.488
[0.043, 5.487]

-1.2
[-6.4, 4.0]

0.621 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Pruritus Overall 390 4 (1.0)
[0.0, 2.2]

393 2 (0.5)
[0.0, 1.3]

2.015
[0.371, 10.940]

2.026
[0.369, 11.125]

0.5
[-1.0, 2.0]

0.450 #

Pruritus Study -
Interaction

0.994

DELIGHT 145 0 (0.0) 148 0 (0.0)
DERIVE 160 2 (1.3)

[0.0, 3.3]
161 1 (0.6)

[0.0, 2.1]
2.013

[0.184, 21.974]
2.025

[0.182, 22.561]
0.6

[-2.1, 3.4]
0.623 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 1 (1.2)
[0.0, 4.1]

1.976
[0.183, 21.386]

2.000
[0.178, 22.484]

1.2
[-4.0, 6.3]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Vascular disorders Overall 390 18 (4.6)
[2.4, 6.8]

393 18 (4.6)
[2.4, 6.8]

1.008
[0.532, 1.907]

1.008
[0.516, 1.968]

0.0
[-3.2, 3.2]

0.981

SOC: Vascular disorders Study -
Interaction

0.546

DELIGHT 145 5 (3.4)
[0.1, 6.8]

148 8 (5.4)
[1.4, 9.4]

0.638
[0.214, 1.904]

0.625
[0.200, 1.957]

-2.0
[-7.3, 3.4]

0.417

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 3 (1.9)
[0.0, 4.3]

1.006
[0.206, 4.911]

1.006
[0.200, 5.062]

0.0
[-3.6, 3.6]

1.000 #

MB102029 85 10 (11.8)
[4.3, 19.2]

84 7 (8.3)
[1.8, 14.8]

1.412
[0.564, 3.534]

1.467
[0.531, 4.055]

3.4
[-6.8, 13.7]

0.460 10p



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Hypertension Overall 390 8 (2.1)
[0.5, 3.6]

393 9 (2.3)
[0.7, 3.9]

0.896
[0.349, 2.298]

0.894
[0.341, 2.340]

-0.2
[-2.5, 2.1]

0.819

Hypertension Study -
Interaction

0.874

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 2 (1.4)
[0.0, 3.5]

1.021
[0.146, 7.149]

1.021
[0.142, 7.347]

0.0
[-3.3, 3.4]

1.000 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 2 (1.2)
[0.0, 3.3]

0.503
[0.046, 5.493]

0.500
[0.045, 5.570]

-0.6
[-3.3, 2.1]

1.000 #

MB102029 85 5 (5.9)
[0.3, 11.5]

84 5 (6.0)
[0.3, 11.6]

0.988
[0.297, 3.289]

0.988
[0.275, 3.545]

-0.1
[-8.4, 8.2]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect. 10p: event >= 10% in at least one treatment arm.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SAS0: Proportion of subjects with AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Hypotension Overall 390 8 (2.1)
[0.5, 3.6]

393 1 (0.3)
[0.0, 0.9]

8.062
[1.013, 64.151]

8.209
[1.022, 65.951]

1.8
[0.0, 3.5]

0.020* #

Hypotension Study -
Interaction

0.142

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 1 (0.7)
[0.0, 2.3]

1.021
[0.064, 16.164]

1.021
[0.063, 16.477]

0.0
[-2.6, 2.6]

1.000 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 0 (0.0)
[0.0, 0.3]

5.031 +
[0.243, 103.975]

5.095 +
[0.243, 106.959]

1.3
[-1.1, 3.6]

0.248 #

MB102029 85 5 (5.9)
[0.3, 11.5]

84 0 (0.0)
[0.0, 0.6]

10.872 +
[0.611, 193.581]

11.547 +
[0.628, 212.193]

5.9
[-0.3, 12.1]

0.059 #



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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Table TO1AA_SAI0: Proportion of subjects with non-disease related AEs
SAS

Dapa 10 mg Placebo

non-disease related AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 210 (53.8)
[48.8, 58.9]

393 224 (57.0)
[52.0, 62.0]

0.945
[0.833, 1.071]

0.880
[0.664, 1.167]

-3.2
[-10.4, 4.1]

0.375

Study - Interaction 0.771
DELIGHT 145 79 (54.5)

[46.0, 62.9]
148 81 (54.7)

[46.4, 63.1]
0.995

[0.808, 1.227]
0.990

[0.625, 1.568]
-0.2

[-12.3, 11.8]
0.966

DERIVE 160 67 (41.9)
[33.9, 49.8]

161 76 (47.2)
[39.2, 55.2]

0.887
[0.694, 1.133]

0.806
[0.518, 1.252]

-5.3
[-16.8, 6.2]

0.337

MB102029 85 64 (75.3)
[65.5, 85.1]

84 67 (79.8)
[70.6, 88.9]

0.944
[0.802, 1.111]

0.773
[0.374, 1.597]

-4.5
[-18.2, 9.3]

0.488



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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Table TO1AAC_SAI0: Proportion of subjects with non-disease related severe AEs
SAS

Dapa 10 mg Placebo

non-disease related severe AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 20 (5.1)
[2.8, 7.4]

393 26 (6.6)
[4.0, 9.2]

0.775
[0.440, 1.365]

0.763
[0.419, 1.391]

-1.5
[-5.0, 2.1]

0.376

Study - Interaction 0.447
DELIGHT 145 6 (4.1)

[0.6, 7.7]
148 10 (6.8)

[2.4, 11.1]
0.612

[0.229, 1.641]
0.596

[0.211, 1.684]
-2.6

[-8.5, 3.2]
0.325

DERIVE 160 5 (3.1)
[0.1, 6.1]

161 9 (5.6)
[1.7, 9.4]

0.559
[0.192, 1.632]

0.545
[0.178, 1.663]

-2.5
[-7.5, 2.6]

0.280

MB102029 85 9 (10.6)
[3.5, 17.7]

84 7 (8.3)
[1.8, 14.8]

1.271
[0.496, 3.255]

1.303
[0.462, 3.676]

2.3
[-7.7, 12.3]

0.618



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF1.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:15:46:17

Table TO1AAS_SAI0: Proportion of subjects with non-disease related serious AEs
SAS

Dapa 10 mg Placebo

non-disease related serious AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 31 (7.9)
[5.1, 10.8]

393 36 (9.2)
[6.2, 12.1]

0.868
[0.548, 1.374]

0.856
[0.518, 1.415]

-1.2
[-5.4, 3.0]

0.545

Study - Interaction 0.571
DELIGHT 145 12 (8.3)

[3.4, 13.1]
148 14 (9.5)

[4.4, 14.5]
0.875

[0.419, 1.827]
0.864

[0.385, 1.936]
-1.2

[-8.4, 6.0]
0.722

DERIVE 160 9 (5.6)
[1.7, 9.5]

161 14 (8.7)
[4.0, 13.4]

0.647
[0.288, 1.452]

0.626
[0.263, 1.490]

-3.1
[-9.3, 3.2]

0.287

MB102029 85 10 (11.8)
[4.3, 19.2]

84 8 (9.5)
[2.7, 16.4]

1.235
[0.513, 2.976]

1.267
[0.474, 3.385]

2.2
[-8.2, 12.7]

0.638



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF1.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:15:46:17

Table TO1AC_SAI0: Proportion of subjects with severe AEs
SAS

Dapa 10 mg Placebo

severe AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 20 (5.1)
[2.8, 7.4]

393 27 (6.9)
[4.2, 9.5]

0.746
[0.426, 1.308]

0.733
[0.404, 1.330]

-1.7
[-5.3, 1.8]

0.305

Study - Interaction 0.400
DELIGHT 145 6 (4.1)

[0.6, 7.7]
148 11 (7.4)

[2.9, 12.0]
0.557

[0.211, 1.466]
0.538

[0.193, 1.494]
-3.3

[-9.3, 2.7]
0.229

DERIVE 160 5 (3.1)
[0.1, 6.1]

161 9 (5.6)
[1.7, 9.4]

0.559
[0.192, 1.632]

0.545
[0.178, 1.663]

-2.5
[-7.5, 2.6]

0.280

MB102029 85 9 (10.6)
[3.5, 17.7]

84 7 (8.3)
[1.8, 14.8]

1.271
[0.496, 3.255]

1.303
[0.462, 3.676]

2.3
[-7.7, 12.3]

0.618



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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ASTRA ZENECA Page 1 of 4
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1AC_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:49:25

Table TO1AC_SAS0: Proportion of subjects with severe AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe AEs by
SOC/preferred term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Cardiac disorders Overall 390 2 (0.5)
[0.0, 1.3]

393 7 (1.8)
[0.3, 3.2]

0.288
[0.060, 1.377]

0.284
[0.059, 1.377]

-1.3
[-3.0, 0.5]

0.177 #

SOC: Cardiac disorders Study -
Interaction

0.766

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 2 (1.4)
[0.0, 3.5]

0.510
[0.047, 5.567]

0.507
[0.045, 5.653]

-0.7
[-3.6, 2.3]

1.000 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 4 (2.5)
[0.0, 5.2]

0.252
[0.028, 2.226]

0.247
[0.027, 2.233]

-1.9
[-5.2, 1.5]

0.371 #

MB102029 85 0 (0.0)
[0.0, 0.6]

84 1 (1.2)
[0.0, 4.1]

0.329 +
[0.014, 7.974]

0.326 +
[0.013, 8.105]

-1.2
[-4.7, 2.3]

0.497 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 4
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1AC_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:49:25

Table TO1AC_SAS0: Proportion of subjects with severe AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe AEs by
SOC/preferred term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Injury, poisoning and
procedural complications

Overall 390 0 (0.0)
[0.0, 0.1]

393 4 (1.0)
[0.0, 2.1]

0.112 +
[0.006, 2.073]

0.111 +
[0.006, 2.065]

-1.0
[-2.3, 0.2]

0.124 #

SOC: Injury, poisoning and
procedural complications

Study -
Interaction

NE

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 2 (1.4)
[0.0, 3.5]

0.204 +
[0.010, 4.215]

0.201 +
[0.010, 4.231]

-1.4
[-3.9, 1.2]

0.498 #

DERIVE 160 0 (0.0) 161 0 (0.0)
MB102029 85 0 (0.0)

[0.0, 0.6]
84 2 (2.4)

[0.0, 6.2]
0.198 +

[0.010, 4.057]
0.193 +

[0.009, 4.081]
-2.4

[-6.8, 2.1]
0.246 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 3 of 4
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1AC_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:49:25

Table TO1AC_SAS0: Proportion of subjects with severe AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe AEs by
SOC/preferred term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Metabolism and nutrition
disorders

Overall 390 5 (1.3)
[0.0, 2.5]

393 1 (0.3)
[0.0, 0.9]

5.038
[0.591, 42.929]

5.091
[0.592, 43.776]

1.0
[-0.5, 2.5]

0.122 #

SOC: Metabolism and nutrition
disorders

Study -
Interaction

0.626

DELIGHT 145 0 (0.0) 148 0 (0.0)
DERIVE 160 1 (0.6)

[0.0, 2.2]
161 0 (0.0)

[0.0, 0.3]
3.019 +

[0.124, 73.550]
3.038 +

[0.123, 75.125]
0.6

[-1.2, 2.5]
0.498 #

MB102029 85 4 (4.7)
[0.0, 9.8]

84 1 (1.2)
[0.0, 4.1]

3.953
[0.451, 34.637]

4.099
[0.448, 37.460]

3.5
[-2.7, 9.8]

0.368 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 4 of 4
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1AC_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:49:25

Table TO1AC_SAS0: Proportion of subjects with severe AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe AEs by
SOC/preferred term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Nervous system disorders Overall 390 5 (1.3)
[0.0, 2.5]

393 4 (1.0)
[0.0, 2.1]

1.260
[0.341, 4.656]

1.263
[0.337, 4.739]

0.3
[-1.5, 2.0]

0.752 #

SOC: Nervous system disorders Study -
Interaction

0.328

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 2 (1.4)
[0.0, 3.5]

0.510
[0.047, 5.567]

0.507
[0.045, 5.653]

-0.7
[-3.6, 2.3]

1.000 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 2 (1.2)
[0.0, 3.3]

1.006
[0.143, 7.056]

1.006
[0.140, 7.233]

0.0
[-3.0, 3.1]

1.000 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 0 (0.0)
[0.0, 0.6]

4.942 +
[0.241, 101.420]

5.060 +
[0.239, 106.989]

2.4
[-2.1, 6.8]

0.497 #



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF1.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:39:05

Table TO1AD_SAI0: Proportion of subjects with AEs leading to death
SAS

Dapa 10 mg Placebo

AEs leading to death N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 1 (0.3)
[0.0, 0.9]

393 1 (0.3)
[0.0, 0.9]

1.008
[0.063, 16.054]

1.008
[0.063, 16.168]

0.0
[-1.0, 1.0]

1.000#

Study - Interaction 0.153
DELIGHT 145 1 (0.7)

[0.0, 2.4]
148 0 (0.0)

[0.0, 0.3]
3.062 +

[0.126, 74.546]
3.083 +

[0.125, 76.303]
0.7

[-1.3, 2.7]
0.495#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0)

[0.0, 0.6]
84 1 (1.2)

[0.0, 4.1]
0.329 +

[0.014, 7.974]
0.326 +

[0.013, 8.105]
-1.2

[-4.7, 2.3]
0.497#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF2.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:59:53

Table TO1AFR_SAI0: Proportion of subjects with AEOSI: Fractures
SAS

Dapa 10 mg Placebo

AEOSI: Fractures N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 3 (0.8)
[0.0, 1.8]

393 2 (0.5)
[0.0, 1.3]

1.512
[0.254, 8.996]

1.516
[0.252, 9.120]

0.3
[-1.1, 1.6]

0.686#

Study - Interaction 0.138
DELIGHT 145 1 (0.7)

[0.0, 2.4]
148 2 (1.4)

[0.0, 3.5]
0.510

[0.047, 5.567]
0.507

[0.045, 5.653]
-0.7

[-3.6, 2.3]
1.000#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 2 (2.4)

[0.0, 6.2]
84 0 (0.0)

[0.0, 0.6]
4.942 +

[0.241, 101.420]
5.060 +

[0.239, 106.989]
2.4

[-2.1, 6.8]
0.497#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF2.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:59:53

Table TO1AFRC_SAI0: Proportion of subjects with AEOSI: Severe fractures
SAS

Dapa 10 mg Placebo

AEOSI: Severe fractures N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 0 (0.0)
[0.0, 0.1]

393 2 (0.5)
[0.0, 1.3]

0.202 +
[0.010, 4.184]

0.201 +
[0.010, 4.190]

-0.5
[-1.5, 0.5]

0.499#

Study - Interaction NE
DELIGHT 145 0 (0.0)

[0.0, 0.3]
148 2 (1.4)

[0.0, 3.5]
0.204 +

[0.010, 4.215]
0.201 +

[0.010, 4.231]
-1.4

[-3.9, 1.2]
0.498#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF2.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:59:53

Table TO1AFRN_SAI0: Proportion of subjects with AEOSI: Non-severe fractures
SAS

Dapa 10 mg Placebo

AEOSI: Non-severe fractures N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 3 (0.8)
[0.0, 1.8]

393 0 (0.0)
[0.0, 0.1]

7.054 +
[0.366, 136.106]

7.108 +
[0.366, 138.073]

0.8
[-0.4, 1.9]

0.123#

Study - Interaction NE
DELIGHT 145 1 (0.7)

[0.0, 2.4]
148 0 (0.0)

[0.0, 0.3]
3.062 +

[0.126, 74.546]
3.083 +

[0.125, 76.303]
0.7

[-1.3, 2.7]
0.495#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 2 (2.4)

[0.0, 6.2]
84 0 (0.0)

[0.0, 0.6]
4.942 +

[0.241, 101.420]
5.060 +

[0.239, 106.989]
2.4

[-2.1, 6.8]
0.497#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF2.sas
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Table TO1AFRS_SAI0: Proportion of subjects with AEOSI: Serious fractures
SAS

Dapa 10 mg Placebo

AEOSI: Serious fractures N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 1 (0.3)
[0.0, 0.9]

393 2 (0.5)
[0.0, 1.3]

0.504
[0.046, 5.534]

0.503
[0.045, 5.565]

-0.3
[-1.4, 0.9]

1.000#

Study - Interaction NE
DELIGHT 145 1 (0.7)

[0.0, 2.4]
148 2 (1.4)

[0.0, 3.5]
0.510

[0.047, 5.567]
0.507

[0.045, 5.653]
-0.7

[-3.6, 2.3]
1.000#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1AK_SAI0: Proportion of subjects with AEOSI: DKA
SAS

Dapa 10 mg Placebo

AEOSI: DKA N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 1 (0.3)
[0.0, 0.9]

393 0 (0.0)
[0.0, 0.1]

3.023 +
[0.124, 73.981]

3.031 +
[0.123, 74.627]

0.3
[-0.5, 1.0]

0.498#

Study - Interaction NE
DELIGHT 145 1 (0.7)

[0.0, 2.4]
148 0 (0.0)

[0.0, 0.3]
3.062 +

[0.126, 74.546]
3.083 +

[0.125, 76.303]
0.7

[-1.3, 2.7]
0.495#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1AKN_SAI0: Proportion of subjects with AEOSI: Non-severe DKA
SAS

Dapa 10 mg Placebo

AEOSI: Non-severe DKA N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 1 (0.3)
[0.0, 0.9]

393 0 (0.0)
[0.0, 0.1]

3.023 +
[0.124, 73.981]

3.031 +
[0.123, 74.627]

0.3
[-0.5, 1.0]

0.498#

Study - Interaction NE
DELIGHT 145 1 (0.7)

[0.0, 2.4]
148 0 (0.0)

[0.0, 0.3]
3.062 +

[0.126, 74.546]
3.083 +

[0.125, 76.303]
0.7

[-1.3, 2.7]
0.495#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF3.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:17:02:04

Table TO1ALP_SAI0: Proportion of subjects with AEOSI: Volume depletion
SAS

Dapa 10 mg Placebo

AEOSI: Volume depletion N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 15 (3.8)
[1.8, 5.9]

393 7 (1.8)
[0.3, 3.2]

2.159
[0.890, 5.238]

2.206
[0.889, 5.471]

2.1
[-0.5, 4.6]

0.081

Study - Interaction 0.256
DELIGHT 145 4 (2.8)

[0.0, 5.8]
148 4 (2.7)

[0.0, 5.7]
1.021

[0.260, 4.004]
1.021

[0.251, 4.163]
0.1

[-4.4, 4.5]
1.000#

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 0 (0.0)
[0.0, 0.3]

7.043 +
[0.367, 135.267]

7.178 +
[0.368, 140.091]

1.9
[-0.8, 4.6]

0.123#

MB102029 85 8 (9.4)
[2.6, 16.2]

84 3 (3.6)
[0.0, 8.1]

2.635
[0.724, 9.594]

2.805
[0.718, 10.963]

5.8
[-2.7, 14.4]

0.125



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF3.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:17:02:04

Table TO1ALPC_SAI0: Proportion of subjects with AEOSI: Severe volume depletion
SAS

Dapa 10 mg Placebo

AEOSI: Severe volume depletion N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 4 (1.0)
[0.0, 2.2]

393 1 (0.3)
[0.0, 0.9]

4.031
[0.453, 35.902]

4.062
[0.452, 36.508]

0.8
[-0.6, 2.1]

0.216#

Study - Interaction 0.656
DELIGHT 145 1 (0.7)

[0.0, 2.4]
148 0 (0.0)

[0.0, 0.3]
3.062 +

[0.126, 74.546]
3.083 +

[0.125, 76.303]
0.7

[-1.3, 2.7]
0.495#

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 0 (0.0)
[0.0, 0.3]

3.019 +
[0.124, 73.550]

3.038 +
[0.123, 75.125]

0.6
[-1.2, 2.5]

0.498#

MB102029 85 2 (2.4)
[0.0, 6.2]

84 1 (1.2)
[0.0, 4.1]

1.976
[0.183, 21.386]

2.000
[0.178, 22.484]

1.2
[-4.0, 6.3]

1.000#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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Data Cut Date: Meta_analysis Run Date: 16JUN2021:17:02:04

Table TO1ALPN_SAI0: Proportion of subjects with AEOSI: Non-severe volume depletion
SAS

Dapa 10 mg Placebo

AEOSI: Non-severe volume depletion N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 11 (2.8)
[1.0, 4.6]

393 6 (1.5)
[0.2, 2.9]

1.847
[0.690, 4.946]

1.872
[0.685, 5.113]

1.3
[-1.0, 3.6]

0.215

Study - Interaction 0.233
DELIGHT 145 3 (2.1)

[0.0, 4.7]
148 4 (2.7)

[0.0, 5.7]
0.766

[0.174, 3.361]
0.761

[0.167, 3.459]
-0.6

[-4.8, 3.5]
1.000#

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 0 (0.0)
[0.0, 0.3]

5.031 +
[0.243, 103.975]

5.095 +
[0.243, 106.959]

1.3
[-1.1, 3.6]

0.248#

MB102029 85 6 (7.1)
[1.0, 13.1]

84 2 (2.4)
[0.0, 6.2]

2.965
[0.616, 14.274]

3.114
[0.610, 15.891]

4.7
[-2.9, 12.2]

0.277#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF3.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:17:02:04

Table TO1ALPS_SAI0: Proportion of subjects with AEOSI: Serious volume depletion
SAS

Dapa 10 mg Placebo

AEOSI: Serious volume depletion N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 5 (1.3)
[0.0, 2.5]

393 0 (0.0)
[0.0, 0.1]

11.084 +
[0.615, 199.780]

11.228 +
[0.619, 203.751]

1.3
[-0.1, 2.7]

0.030#

Study - Interaction NE
DELIGHT 145 2 (1.4)

[0.0, 3.6]
148 0 (0.0)

[0.0, 0.3]
5.103 +

[0.247, 105.378]
5.174 +

[0.246, 108.712]
1.4

[-1.2, 4.0]
0.244#

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 0 (0.0)
[0.0, 0.3]

3.019 +
[0.124, 73.550]

3.038 +
[0.123, 75.125]

0.6
[-1.2, 2.5]

0.498#

MB102029 85 2 (2.4)
[0.0, 6.2]

84 0 (0.0)
[0.0, 0.6]

4.942 +
[0.241, 101.420]

5.060 +
[0.239, 106.989]

2.4
[-2.1, 6.8]

0.497#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF4.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:57:03

Table TO1AM_SAI0: Proportion of subjects with AEOSI: AEs leading to amputation
SAS

Dapa 10 mg Placebo

AEOSI: AEs leading to amputation N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 3 (0.8)
[0.0, 1.8]

393 5 (1.3)
[0.0, 2.5]

0.605
[0.145, 2.513]

0.602
[0.143, 2.535]

-0.5
[-2.2, 1.2]

0.725#

Study - Interaction NE
DELIGHT 145 3 (2.1)

[0.0, 4.7]
148 5 (3.4)

[0.1, 6.6]
0.612

[0.149, 2.516]
0.604

[0.142, 2.576]
-1.3

[-5.7, 3.1]
0.723#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF4.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:57:03

Table TO1AMC_SAI0: Proportion of subjects with AEOSI: Severe AEs leading to amputation
SAS

Dapa 10 mg Placebo
AEOSI:
Severe AEs leading to amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Overall 390 0 (0.0)
[0.0, 0.1]

393 1 (0.3)
[0.0, 0.9]

0.336 +
[0.014, 8.220]

0.335 +
[0.014, 8.250]

-0.3
[-1.0, 0.5]

1.000#

Study - Interaction NE
DELIGHT 145 0 (0.0)

[0.0, 0.3]
148 1 (0.7)

[0.0, 2.3]
0.340 +

[0.014, 8.283]
0.338 +

[0.014, 8.363]
-0.7

[-2.7, 1.3]
1.000#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF4.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:57:03

Table TO1AMN_SAI0: Proportion of subjects with AEOSI: Non-severe AEs leading to amputation
SAS

Dapa 10 mg Placebo
AEOSI:
Non-severe AEs leading to
amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Overall 390 3 (0.8)
[0.0, 1.8]

393 4 (1.0)
[0.0, 2.1]

0.756
[0.170, 3.355]

0.754
[0.168, 3.391]

-0.2
[-1.8, 1.3]

1.000#

Study - Interaction NE
DELIGHT 145 3 (2.1)

[0.0, 4.7]
148 4 (2.7)

[0.0, 5.7]
0.766

[0.174, 3.361]
0.761

[0.167, 3.459]
-0.6

[-4.8, 3.5]
1.000#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF4.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:57:03

Table TO1AMS_SAI0: Proportion of subjects with AEOSI: Serious AEs leading to amputation
SAS

Dapa 10 mg Placebo
AEOSI:
Serious AEs leading to amputation N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Overall 390 0 (0.0)
[0.0, 0.1]

393 1 (0.3)
[0.0, 0.9]

0.336 +
[0.014, 8.220]

0.335 +
[0.014, 8.250]

-0.3
[-1.0, 0.5]

1.000#

Study - Interaction NE
DELIGHT 145 0 (0.0)

[0.0, 0.3]
148 1 (0.7)

[0.0, 2.3]
0.340 +

[0.014, 8.283]
0.338 +

[0.014, 8.363]
-0.7

[-2.7, 1.3]
1.000#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
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Table TO1AN_SAI0: Proportion of subjects with non-severe AEs
SAS

Dapa 10 mg Placebo

non-severe AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 205 (52.6)
[47.5, 57.6]

393 217 (55.2)
[50.2, 60.3]

0.952
[0.836, 1.084]

0.899
[0.678, 1.190]

-2.7
[-9.9, 4.6]

0.457

Study - Interaction 0.575
DELIGHT 145 78 (53.8)

[45.3, 62.3]
148 77 (52.0)

[43.6, 60.4]
1.034

[0.833, 1.283]
1.073

[0.678, 1.699]
1.8

[-10.3, 13.9]
0.762

DERIVE 160 63 (39.4)
[31.5, 47.3]

161 73 (45.3)
[37.3, 53.3]

0.868
[0.672, 1.122]

0.783
[0.502, 1.220]

-6.0
[-17.4, 5.4]

0.280

MB102029 85 64 (75.3)
[65.5, 85.1]

84 67 (79.8)
[70.6, 88.9]

0.944
[0.802, 1.111]

0.773
[0.374, 1.597]

-4.5
[-18.2, 9.3]

0.488



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1AR_SAI0: Proportion of subjects with AEOSI: Renal AEs
SAS

Dapa 10 mg Placebo

AEOSI: Renal AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 9 (2.3)
[0.7, 3.9]

393 9 (2.3)
[0.7, 3.9]

1.008
[0.404, 2.512]

1.008
[0.396, 2.567]

0.0
[-2.3, 2.4]

0.987

Study - Interaction 0.283
DELIGHT 145 4 (2.8)

[0.0, 5.8]
148 6 (4.1)

[0.5, 7.6]
0.680

[0.196, 2.361]
0.671

[0.185, 2.430]
-1.3

[-6.1, 3.5]
0.750#

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 2 (1.2)
[0.0, 3.3]

0.503
[0.046, 5.493]

0.500
[0.045, 5.570]

-0.6
[-3.3, 2.1]

1.000#

MB102029 85 4 (4.7)
[0.0, 9.8]

84 1 (1.2)
[0.0, 4.1]

3.953
[0.451, 34.637]

4.099
[0.448, 37.460]

3.5
[-2.7, 9.8]

0.368#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1ARN_SAI0: Proportion of subjects with AEOSI: Non-severe renal AEs
SAS

Dapa 10 mg Placebo

AEOSI: Non-severe renal AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 9 (2.3)
[0.7, 3.9]

393 9 (2.3)
[0.7, 3.9]

1.008
[0.404, 2.512]

1.008
[0.396, 2.567]

0.0
[-2.3, 2.4]

0.987

Study - Interaction 0.283
DELIGHT 145 4 (2.8)

[0.0, 5.8]
148 6 (4.1)

[0.5, 7.6]
0.680

[0.196, 2.361]
0.671

[0.185, 2.430]
-1.3

[-6.1, 3.5]
0.750#

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 2 (1.2)
[0.0, 3.3]

0.503
[0.046, 5.493]

0.500
[0.045, 5.570]

-0.6
[-3.3, 2.1]

1.000#

MB102029 85 4 (4.7)
[0.0, 9.8]

84 1 (1.2)
[0.0, 4.1]

3.953
[0.451, 34.637]

4.099
[0.448, 37.460]

3.5
[-2.7, 9.8]

0.368#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1ARS_SAI0: Proportion of subjects with AEOSI: Serious renal AEs
SAS

Dapa 10 mg Placebo

AEOSI: Serious renal AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 0 (0.0)
[0.0, 0.1]

393 2 (0.5)
[0.0, 1.3]

0.202 +
[0.010, 4.184]

0.201 +
[0.010, 4.190]

-0.5
[-1.5, 0.5]

0.499#

Study - Interaction NE
DELIGHT 145 0 (0.0)

[0.0, 0.3]
148 2 (1.4)

[0.0, 3.5]
0.204 +

[0.010, 4.215]
0.201 +

[0.010, 4.231]
-1.4

[-3.9, 1.2]
0.498#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1AS_SAI0: Proportion of subjects with serious AEs
SAS

Dapa 10 mg Placebo

serious AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 31 (7.9)
[5.1, 10.8]

393 38 (9.7)
[6.6, 12.7]

0.822
[0.523, 1.293]

0.807
[0.491, 1.325]

-1.7
[-5.9, 2.5]

0.396

Study - Interaction 0.552
DELIGHT 145 12 (8.3)

[3.4, 13.1]
148 16 (10.8)

[5.5, 16.2]
0.766

[0.375, 1.561]
0.744

[0.339, 1.634]
-2.5

[-9.9, 4.9]
0.461

DERIVE 160 9 (5.6)
[1.7, 9.5]

161 14 (8.7)
[4.0, 13.4]

0.647
[0.288, 1.452]

0.626
[0.263, 1.490]

-3.1
[-9.3, 3.2]

0.287

MB102029 85 10 (11.8)
[4.3, 19.2]

84 8 (9.5)
[2.7, 16.4]

1.235
[0.513, 2.976]

1.267
[0.474, 3.385]

2.2
[-8.2, 12.7]

0.638



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________
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Table TO1AS_SAS0: Proportion of subjects with serious AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious AEs by
SOC/preferred term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Cardiac disorders Overall 390 6 (1.5)
[0.2, 2.9]

393 11 (2.8)
[1.0, 4.6]

0.550
[0.205, 1.472]

0.543
[0.199, 1.482]

-1.3
[-3.6, 1.0]

0.227

SOC: Cardiac disorders Study -
Interaction

0.524

DELIGHT 145 3 (2.1)
[0.0, 4.7]

148 3 (2.0)
[0.0, 4.6]

1.021
[0.209, 4.974]

1.021
[0.203, 5.144]

0.0
[-3.9, 4.0]

1.000 #

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 7 (4.3)
[0.9, 7.8]

0.431
[0.114, 1.638]

0.420
[0.107, 1.655]

-2.5
[-6.9, 1.9]

0.336 #

MB102029 85 0 (0.0)
[0.0, 0.6]

84 1 (1.2)
[0.0, 4.1]

0.329 +
[0.014, 7.974]

0.326 +
[0.013, 8.105]

-1.2
[-4.7, 2.3]

0.497 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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ASTRA ZENECA Page 2 of 6
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1AS_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:52:12

Table TO1AS_SAS0: Proportion of subjects with serious AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious AEs by
SOC/preferred term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Infections and
infestations

Overall 390 3 (0.8)
[0.0, 1.8]

393 4 (1.0)
[0.0, 2.1]

0.756
[0.170, 3.355]

0.754
[0.168, 3.391]

-0.2
[-1.8, 1.3]

1.000 #

SOC: Infections and
infestations

Study -
Interaction

0.651

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 2 (1.4)
[0.0, 3.5]

1.021
[0.146, 7.149]

1.021
[0.142, 7.347]

0.0
[-3.3, 3.4]

1.000 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 2 (1.2)
[0.0, 3.3]

0.503
[0.046, 5.493]

0.500
[0.045, 5.570]

-0.6
[-3.3, 2.1]

1.000 #

MB102029 85 0 (0.0) 84 0 (0.0)



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1AS_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:52:12

Table TO1AS_SAS0: Proportion of subjects with serious AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious AEs by
SOC/preferred term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Metabolism and nutrition
disorders

Overall 390 5 (1.3)
[0.0, 2.5]

393 1 (0.3)
[0.0, 0.9]

5.038
[0.591, 42.929]

5.091
[0.592, 43.776]

1.0
[-0.5, 2.5]

0.122 #

SOC: Metabolism and nutrition
disorders

Study -
Interaction

0.305

DELIGHT 145 1 (0.7)
[0.0, 2.4]

148 1 (0.7)
[0.0, 2.3]

1.021
[0.064, 16.164]

1.021
[0.063, 16.477]

0.0
[-2.6, 2.6]

1.000 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 0 (0.0)
[0.0, 0.3]

3.019 +
[0.124, 73.550]

3.038 +
[0.123, 75.125]

0.6
[-1.2, 2.5]

0.498 #

MB102029 85 3 (3.5)
[0.0, 8.0]

84 0 (0.0)
[0.0, 0.6]

6.919 +
[0.363, 131.920]

7.170 +
[0.365, 140.969]

3.5
[-1.6, 8.6]

0.246 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1AS_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:52:12

Table TO1AS_SAS0: Proportion of subjects with serious AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious AEs by
SOC/preferred term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Nervous system disorders Overall 390 7 (1.8)
[0.3, 3.2]

393 6 (1.5)
[0.2, 2.9]

1.176
[0.399, 3.467]

1.179
[0.393, 3.540]

0.3
[-1.8, 2.3]

0.769

SOC: Nervous system disorders Study -
Interaction

0.359

DELIGHT 145 3 (2.1)
[0.0, 4.7]

148 4 (2.7)
[0.0, 5.7]

0.766
[0.174, 3.361]

0.761
[0.167, 3.459]

-0.6
[-4.8, 3.5]

1.000 #

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 2 (1.2)
[0.0, 3.3]

1.006
[0.143, 7.056]

1.006
[0.140, 7.233]

0.0
[-3.0, 3.1]

1.000 #

MB102029 85 2 (2.4)
[0.0, 6.2]

84 0 (0.0)
[0.0, 0.6]

4.942 +
[0.241, 101.420]

5.060 +
[0.239, 106.989]

2.4
[-2.1, 6.8]

0.497 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1AS_SAS0.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:52:12

Table TO1AS_SAS0: Proportion of subjects with serious AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious AEs by
SOC/preferred term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Syncope Overall 390 4 (1.0)
[0.0, 2.2]

393 0 (0.0)
[0.0, 0.1]

9.069 +
[0.490, 167.881]

9.163 +
[0.492, 170.764]

1.0
[-0.2, 2.3]

0.061 #

Syncope Study -
Interaction

NE

DELIGHT 145 2 (1.4)
[0.0, 3.6]

148 0 (0.0)
[0.0, 0.3]

5.103 +
[0.247, 105.378]

5.174 +
[0.246, 108.712]

1.4
[-1.2, 4.0]

0.244 #

DERIVE 160 1 (0.6)
[0.0, 2.2]

161 0 (0.0)
[0.0, 0.3]

3.019 +
[0.124, 73.550]

3.038 +
[0.123, 75.125]

0.6
[-1.2, 2.5]

0.498 #

MB102029 85 1 (1.2)
[0.0, 4.1]

84 0 (0.0)
[0.0, 0.6]

2.965 +
[0.123, 71.769]

3.000 +
[0.120, 74.693]

1.2
[-2.3, 4.7]

1.000 #



Source Data: aae, created on: 14JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1AS_SAS0: Proportion of subjects with serious AEs by SOC/preferred term
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious AEs by
SOC/preferred term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Renal and urinary
disorders

Overall 390 1 (0.3)
[0.0, 0.9]

393 4 (1.0)
[0.0, 2.1]

0.252
[0.028, 2.244]

0.250
[0.028, 2.247]

-0.8
[-2.1, 0.6]

0.373 #

SOC: Renal and urinary
disorders

Study -
Interaction

0.026i

DELIGHT 145 0 (0.0)
[0.0, 0.3]

148 4 (2.7)
[0.0, 5.7]

0.113 +
[0.006, 2.087]

0.110 +
[0.006, 2.068]

-2.7
[-6.0, 0.6]

0.123 #

DERIVE 160 0 (0.0) 161 0 (0.0)
MB102029 85 1 (1.2)

[0.0, 4.1]
84 0 (0.0)

[0.0, 0.6]
2.965 +

[0.123, 71.769]
3.000 +

[0.120, 74.693]
1.2

[-2.3, 4.7]
1.000 #



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF5.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:17:04:05

Table TO1ASG_SAI0: Proportion of subjects with AEOSI: Genital infections
SAS

Dapa 10 mg Placebo

AEOSI: Genital infections N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 11 (2.8)
[1.0, 4.6]

393 4 (1.0)
[0.0, 2.1]

2.771
[0.890, 8.628]

2.823
[0.891, 8.942]

1.8
[-0.4, 4.0]

0.066

Study - Interaction 0.352
DELIGHT 145 4 (2.8)

[0.0, 5.8]
148 0 (0.0)

[0.0, 0.3]
9.185 +

[0.499, 169.081]
9.445 +

[0.504, 177.028]
2.8

[-0.6, 6.1]
0.059#

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 2 (1.2)
[0.0, 3.3]

1.509
[0.256, 8.913]

1.519
[0.250, 9.215]

0.6
[-2.7, 4.0]

0.685#

MB102029 85 4 (4.7)
[0.0, 9.8]

84 2 (2.4)
[0.0, 6.2]

1.976
[0.372, 10.503]

2.025
[0.361, 11.363]

2.3
[-4.4, 9.1]

0.682#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF5.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:17:04:05

Table TO1ASGN_SAI0: Proportion of subjects with AEOSI: Non-severe  genital infections
SAS

Dapa 10 mg Placebo
AEOSI:
Non-severe  genital infections N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Overall 390 11 (2.8)
[1.0, 4.6]

393 4 (1.0)
[0.0, 2.1]

2.771
[0.890, 8.628]

2.823
[0.891, 8.942]

1.8
[-0.4, 4.0]

0.066

Study - Interaction 0.352
DELIGHT 145 4 (2.8)

[0.0, 5.8]
148 0 (0.0)

[0.0, 0.3]
9.185 +

[0.499, 169.081]
9.445 +

[0.504, 177.028]
2.8

[-0.6, 6.1]
0.059#

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 2 (1.2)
[0.0, 3.3]

1.509
[0.256, 8.913]

1.519
[0.250, 9.215]

0.6
[-2.7, 4.0]

0.685#

MB102029 85 4 (4.7)
[0.0, 9.8]

84 2 (2.4)
[0.0, 6.2]

1.976
[0.372, 10.503]

2.025
[0.361, 11.363]

2.3
[-4.4, 9.1]

0.682#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF5.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:17:04:05

Table TO1ASGS_SAI0: Proportion of subjects with AEOSI: Serious genital infections
SAS

Dapa 10 mg Placebo

AEOSI: Serious genital infections N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 1 (0.3)
[0.0, 0.9]

393 0 (0.0)
[0.0, 0.1]

3.023 +
[0.124, 73.981]

3.031 +
[0.123, 74.627]

0.3
[-0.5, 1.0]

0.498#

Study - Interaction NE
DELIGHT 145 1 (0.7)

[0.0, 2.4]
148 0 (0.0)

[0.0, 0.3]
3.062 +

[0.126, 74.546]
3.083 +

[0.125, 76.303]
0.7

[-1.3, 2.7]
0.495#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF4.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:57:03

Table TO1ASH_SAI0: Proportion of subjects with AEOSI: Hypoglycemia events
SAS

Dapa 10 mg Placebo

AEOSI: Hypoglycemia events N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 4 (1.0)
[0.0, 2.2]

393 3 (0.8)
[0.0, 1.8]

1.344
[0.303, 5.964]

1.347
[0.300, 6.059]

0.3
[-1.3, 1.8]

0.724#

Study - Interaction 0.820
DELIGHT 145 1 (0.7)

[0.0, 2.4]
148 1 (0.7)

[0.0, 2.3]
1.021

[0.064, 16.164]
1.021

[0.063, 16.477]
0.0

[-2.6, 2.6]
1.000#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 3 (3.5)

[0.0, 8.0]
84 2 (2.4)

[0.0, 6.2]
1.482

[0.254, 8.647]
1.500

[0.244, 9.213]
1.1

[-5.1, 7.4]
1.000#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 1 of 1
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF4.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:57:03

Table TO1ASHC_SAI0: Proportion of subjects with AEOSI: Severe hypoglycemia events
SAS

Dapa 10 mg Placebo

AEOSI: Severe hypoglycemia events N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 2 (0.5)
[0.0, 1.3]

393 0 (0.0)
[0.0, 0.1]

5.038 +
[0.243, 104.608]

5.064 +
[0.242, 105.829]

0.5
[-0.5, 1.5]

0.248#

Study - Interaction NE
DELIGHT 145 0 (0.0) 148 0 (0.0) NE
DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 2 (2.4)

[0.0, 6.2]
84 0 (0.0)

[0.0, 0.6]
4.942 +

[0.241, 101.420]
5.060 +

[0.239, 106.989]
2.4

[-2.1, 6.8]
0.497#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF4.sas
Data Cut Date: Meta_analysis Run Date: 16JUN2021:16:57:03

Table TO1ASHN_SAI0: Proportion of subjects with AEOSI: Non-severe hypoglycemia events
SAS

Dapa 10 mg Placebo
AEOSI:
Non-severe hypoglycemia events N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Overall 390 2 (0.5)
[0.0, 1.3]

393 3 (0.8)
[0.0, 1.8]

0.672
[0.113, 3.998]

0.670
[0.111, 4.032]

-0.3
[-1.6, 1.1]

1.000#

Study - Interaction 0.693
DELIGHT 145 1 (0.7)

[0.0, 2.4]
148 1 (0.7)

[0.0, 2.3]
1.021

[0.064, 16.164]
1.021

[0.063, 16.477]
0.0

[-2.6, 2.6]
1.000#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 1 (1.2)

[0.0, 4.1]
84 2 (2.4)

[0.0, 6.2]
0.494

[0.046, 5.347]
0.488

[0.043, 5.487]
-1.2

[-6.4, 4.0]
0.621#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: I0_SAF4.sas
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Table TO1ASHS_SAI0: Proportion of subjects with AEOSI: Serious hypoglycemia events
SAS

Dapa 10 mg Placebo

AEOSI: Serious hypoglycemia events N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 2 (0.5)
[0.0, 1.3]

393 1 (0.3)
[0.0, 0.9]

2.015
[0.183, 22.135]

2.021
[0.182, 22.375]

0.3
[-0.9, 1.4]

0.623#

Study - Interaction 0.085
DELIGHT 145 0 (0.0)

[0.0, 0.3]
148 1 (0.7)

[0.0, 2.3]
0.340 +

[0.014, 8.283]
0.338 +

[0.014, 8.363]
-0.7

[-2.7, 1.3]
1.000#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 2 (2.4)

[0.0, 6.2]
84 0 (0.0)

[0.0, 0.6]
4.942 +

[0.241, 101.420]
5.060 +

[0.239, 106.989]
2.4

[-2.1, 6.8]
0.497#



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1ASU_SAI0: Proportion of subjects with AEOSI: UTI
SAS

Dapa 10 mg Placebo

AEOSI: UTI N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 14 (3.6)
[1.6, 5.6]

393 17 (4.3)
[2.2, 6.5]

0.830
[0.415, 1.660]

0.824
[0.400, 1.695]

-0.7
[-3.7, 2.2]

0.598

Study - Interaction 0.728
DELIGHT 145 5 (3.4)

[0.1, 6.8]
148 4 (2.7)

[0.0, 5.7]
1.276

[0.350, 4.657]
1.286

[0.338, 4.887]
0.7

[-3.9, 5.4]
0.748#

DERIVE 160 4 (2.5)
[0.0, 5.2]

161 6 (3.7)
[0.5, 7.0]

0.671
[0.193, 2.332]

0.662
[0.183, 2.393]

-1.2
[-5.6, 3.2]

0.750#

MB102029 85 5 (5.9)
[0.3, 11.5]

84 7 (8.3)
[1.8, 14.8]

0.706
[0.233, 2.136]

0.688
[0.209, 2.259]

-2.5
[-11.4, 6.5]

0.536



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1ASUC_SAI0: Proportion of subjects with AEOSI: Severe UTI
SAS

Dapa 10 mg Placebo

AEOSI: Severe UTI N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 0 (0.0)
[0.0, 0.1]

393 1 (0.3)
[0.0, 0.9]

0.336 +
[0.014, 8.220]

0.335 +
[0.014, 8.250]

-0.3
[-1.0, 0.5]

1.000#

Study - Interaction NE
DELIGHT 145 0 (0.0)

[0.0, 0.3]
148 1 (0.7)

[0.0, 2.3]
0.340 +

[0.014, 8.283]
0.338 +

[0.014, 8.363]
-0.7

[-2.7, 1.3]
1.000#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1ASUN_SAI0: Proportion of subjects with AEOSI: Non-severe UTI
SAS

Dapa 10 mg Placebo

AEOSI: Non-severe UTI N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 14 (3.6)
[1.6, 5.6]

393 16 (4.1)
[2.0, 6.2]

0.882
[0.436, 1.782]

0.877
[0.422, 1.823]

-0.5
[-3.4, 2.5]

0.726

Study - Interaction 0.545
DELIGHT 145 5 (3.4)

[0.1, 6.8]
148 3 (2.0)

[0.0, 4.6]
1.701

[0.414, 6.988]
1.726

[0.405, 7.359]
1.4

[-3.0, 5.8]
0.498#

DERIVE 160 4 (2.5)
[0.0, 5.2]

161 6 (3.7)
[0.5, 7.0]

0.671
[0.193, 2.332]

0.662
[0.183, 2.393]

-1.2
[-5.6, 3.2]

0.750#

MB102029 85 5 (5.9)
[0.3, 11.5]

84 7 (8.3)
[1.8, 14.8]

0.706
[0.233, 2.136]

0.688
[0.209, 2.259]

-2.5
[-11.4, 6.5]

0.536



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1ASUS_SAI0: Proportion of subjects with AEOSI: Serious UTI
SAS

Dapa 10 mg Placebo

AEOSI: Serious UTI N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

Overall 390 0 (0.0)
[0.0, 0.1]

393 1 (0.3)
[0.0, 0.9]

0.336 +
[0.014, 8.220]

0.335 +
[0.014, 8.250]

-0.3
[-1.0, 0.5]

1.000#

Study - Interaction NE
DELIGHT 145 0 (0.0)

[0.0, 0.3]
148 1 (0.7)

[0.0, 2.3]
0.340 +

[0.014, 8.283]
0.338 +

[0.014, 8.363]
-0.7

[-2.7, 1.3]
1.000#

DERIVE 160 0 (0.0) 161 0 (0.0) NE
MB102029 85 0 (0.0) 84 0 (0.0) NE



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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Table TO1AT_SAI0: Proportion of subjects with AEs leading to discontinuation of study medication
SAS

Dapa 10 mg Placebo
AEs leading to discontinuation of
study medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Overall 390 12 (3.1)
[1.2, 4.9]

393 24 (6.1)
[3.6, 8.6]

0.504
[0.256, 0.993]

0.488
[0.241, 0.990]

-3.0
[-6.2, 0.1]

0.043

Study - Interaction 0.540
DELIGHT 145 4 (2.8)

[0.0, 5.8]
148 8 (5.4)

[1.4, 9.4]
0.510

[0.157, 1.658]
0.496

[0.146, 1.686]
-2.6

[-7.8, 2.6]
0.254

DERIVE 160 3 (1.9)
[0.0, 4.3]

161 3 (1.9)
[0.0, 4.3]

1.006
[0.206, 4.911]

1.006
[0.200, 5.062]

0.0
[-3.6, 3.6]

1.000#

MB102029 85 5 (5.9)
[0.3, 11.5]

84 13 (15.5)
[7.1, 23.8]

0.380
[0.142, 1.019]

0.341
[0.116, 1.005]

-9.6
[-20.0, 0.8]

0.044



Source Data: aae, created on: 14JUN2021.
+ Adding of 0.5 to each cell.
Breslow-Day test is used for investigation of study heterogeneity. # Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE = not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i = significant interaction,
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Table TO1ATS_SAI0: Proportion of subjects with serious AEs leading to discontinuation of study medication
SAS

Dapa 10 mg Placebo
serious AEs leading to
discontinuation of study medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Overall 390 4 (1.0)
[0.0, 2.2]

393 11 (2.8)
[1.0, 4.6]

0.366
[0.118, 1.141]

0.360
[0.114, 1.140]

-1.8
[-3.9, 0.4]

0.070

Study - Interaction 0.429
DELIGHT 145 1 (0.7)

[0.0, 2.4]
148 6 (4.1)

[0.5, 7.6]
0.170

[0.021, 1.396]
0.164

[0.020, 1.383]
-3.4

[-7.5, 0.8]
0.121#

DERIVE 160 2 (1.3)
[0.0, 3.3]

161 2 (1.2)
[0.0, 3.3]

1.006
[0.143, 7.056]

1.006
[0.140, 7.233]

0.0
[-3.0, 3.1]

1.000#

MB102029 85 1 (1.2)
[0.0, 4.1]

84 3 (3.6)
[0.0, 8.1]

0.329
[0.035, 3.104]

0.321
[0.033, 3.154]

-2.4
[-8.2, 3.4]

0.368#



Forest plots main analyses - Odds Ratio 

FO1A_SAW0O Forest plot for AEs - odds ratio 

FO1A_SAWPO Forest plot for AEs by SOC/preferred term - odds ratio 

FO1AA_SAW0O Forest plot for non-disease related AEs - odds ratio 

FO1AN_SAW0O Forest plot for non-severe AEs - odds ratio 

FO1AC_SAW0O Forest plot for severe AEs - odds ratio 

FO1AC_SAWPO Forest plot for severe AEs by SOC/preferred term - odds ratio 
Not applicable as no events occurred in at least 10 patients in at least one 
study arm in each of the two treatment arms of DELIGHT, DERIVE and 
MB102029, 24 weeks. 

FO1AAC_SSW0O Forest plot for non-disease related severe AEs - odds ratio 

FO1AS_SAW0O Forest plot for serious AEs - odds ratio 

FO1AS_SAWPO Forest plot for serious AEs by SOC/preferred term - odds ratio 

FO1AAS_SSW0O Forest plot for non-disease related serious AEs - odds ratio 

FO1AD_SAW0O Forest plot for AEs leading to death - odds ratio 

FO1AFR_SAW0O Forest plot for AEOSI: Fractures - odds ratio 

FO1AFRN_SAW0O Forest plot for AEOSI: Non-severe fractures - odds ratio 

FO1AFRC_SAW0O Forest plot for AEOSI: Severe fractures - odds ratio 

FO1AFRS_SAW0O Forest plot for AEOSI: Serious fractures - odds ratio 

FO1AR_SAW0O Forest plot for AEOSI: Renal AEs - odds ratio 

FO1ARN_SAW0O Forest plot for AEOSI: Non-severe renal AEs - odds ratio 

FO1ARC_SAW0O Forest plot for AEOSI: Severe renal AEs - odds ratio 
Not applicable as no severe AEOSI "renal AEs" occurred in  
either treatment arm in the DELIGHT, DERIVE and MB102029, 24 weeks. 

FO1ARS_SAW0O Forest plot for AEOSI: Serious renal AEs - odds ratio 

FO1ASU_SAW0O Forest plot for AEOSI: UTI - odds ratio 

FO1ASUN_SAW0O Forest plot for AEOSI: Non-severe UTI - odds ratio 

FO1ASUC_SAW0O Forest plot for AEOSI: Severe UTI - odds ratio 

FO1ASUS_SAW0O Forest plot for AEOSI: Serious UTI - odds ratio 



FO1ALP_SAW0O Forest plot for AEOSI: Volume depletion - odds ratio 

FO1ALPN_SAW0O Forest plot for AEOSI: Non-severe volume depletion - odds ratio 

FO1ALPC_SAW0O Forest plot for AEOSI: Severe volume depletion - odds ratio 

FO1ALPS_SAW0O Forest plot for AEOSI: Serious volume depletion - odds ratio 

FO1ASG_SAW0O Forest plot for AEOSI: Genital infections - odds ratio 

FO1ASGS_SAW0O Forest plot for AEOSI: Serious genital infections - odds ratio 

FO1ASGN_SAW0O Forest plot for AEOSI: Non-severe genital infections - odds ratio 
The same number of non-severe UESIs occurred in all studies and all study 
arms as for the proportion of patients with at least one UESI "genital 
infections" (FO1ASG_SAW0O). Therefore, a Forest plot was not created. 

FO1ASGC_SAW0O Forest plot for AEOSI: Severe genital infections - odds ratio 
Not applicable as no severe AEOSI "genital infections" occurred in  
either treatment arm in the DELIGHT, DERIVE and MB102029 trials.  

FO1AT_SAW0O Forest plot for AEs leading to discontinuation of study medication - odds 
ratio 

FO1ATS_SAW0O Forest plot for serious AEs leading to discontinuation of study medication - 
odds ratio 

FO1AM_SAW0O Forest plot for AEOSI: AEs leading to amputation - odds ratio 

FO1AMN_SAW0O Forest plot for AEOSI: Non-severe AEs leading to amputation - odds ratio 

FO1AMC_SAW0O Forest plot for AEOSI: Severe AEs leading to amputation - odds ratio 

FO1AMS_SAW0O Forest plot for AEOSI: Serious AEs leading to amputation - odds ratio 

FO1AK_SAW0O Forest plot for AEOSI: DKA - odds ratio 

FO1AKN_SAW0O Forest plot for AEOSI: Non-severe DKA - odds ratio 

FO1AKC_SAW0O Forest plot for AEOSI: Severe DKA - odds ratio 
Not applicable as no severe AEOSI "DKA" occurred in either treatment  
arm in the DELIGHT, DERIVE and MB102029 trials.  

FO1AKS_SAW0O Forest plot for AEOSI: Serious DKA - odds ratio 
Not applicable as no serious AEOSI "DKA" occurred in either  
treatment arm in the DELIGHT, DERIVE and MB102029 trials.  

FO1ASH_SAW0O Forest plot for AEOSI: Hypoglycemia events - odds ratio 

FO1ASHN_SAW0O Forest plot for AEOSI: Non-severe hypoglycemia events - odds ratio 

FO1ASHC_SAW0O Forest plot for AEOSI: Severe hypoglycemia events - odds ratio 

FO1ASHS_SAW0O Forest plot for AEOSI: Serious hypoglycemia events - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1A_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1A_SAW0O: Forest plot for AEs - odds ratio 
 SAF 

 

Study interaction p-value    0.768

SAF
Forest plot for AEs - odds ratio
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AA_SAI0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SAW0O: Forest plot for non-disease related AEs - odds ratio 
 SAF 

 

Study interaction p-value    0.771
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Forest plot for non-disease related AEs - odds ratio
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AAC_SAI0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SAW0O: Forest plot for non-disease related severe AEs - odds ratio 
 SAF 

 

Study interaction p-value    0.447

SAF
Forest plot for non-disease related severe AEs - odds ratio
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AAS_SAI0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SAW0O: Forest plot for non-disease related serious AEs - odds ratio 
 SAF 

 

Study interaction p-value    0.571
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Forest plot for non-disease related serious AEs - odds ratio
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AC_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AC_SAW0O: Forest plot for severe AEs - odds ratio 
 SAF 

 

Study interaction p-value    0.400
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Forest plot for severe AEs - odds ratio
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AD_SAI0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AD_SAW0O: Forest plot for AEs leading to death - odds ratio 
 SAF 

 

Study interaction p-value    0.153

SAF
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AFR_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AFR_SAW0O: Forest plot for AEOSI: Fractures - odds ratio 
 SAF 

 

Study interaction p-value    0.138
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AFRC_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AFRC_SAW0O: Forest plot for AEOSI: Severe fractures  - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AFRN_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AFRN_SAW0O: Forest plot for AEOSI: Non-severe fractures  - odds ratio 
 SAF 

 

Study interaction p-value NE

SAF
Forest plot for AEOSI: Non-severe fractures  - odds ratio

7.108

5.060

3.083

0.366

0.239

0.125

138.07

106.99

76.303

0.123

0.497

NE

0.495

OR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10 100

Dapa 10 mg Placebo
3/390

2/85

0/160

1/145

0/393

0/84

0/161

0/148

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Overall

MB102029

Derive

Delight

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: Forest2O.sas 
Data Cut Date: Meta_analysis Run Date: 21JUN2021:11:21:20 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AFRS_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AFRS_SAW0O: Forest plot for AEOSI: Serious fractures  - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AK_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AK_SAW0O: Forest plot for AEOSI: DKA - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AKN_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AKN_SAW0O: Forest plot for AEOSI: Non-severe DKA - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ALP_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ALP_SAW0O: Forest plot for AEOSI: Volume depletion - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ALPC_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ALPC_SAW0O: Forest plot for AEOSI: Severe volume depletion - odds ratio 
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Study interaction p-value    0.656
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ALPN_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ALPN_SAW0O: Forest plot for AEOSI: Non-severe volume depletion - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ALPS_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ALPS_SAW0O: Forest plot for AEOSI: Serious volume depletion - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AM_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AM_SAW0O: Forest plot for AEOSI: AEs leading to amputation - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AMC_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AMC_SAW0O: Forest plot for AEOSI: Severe AEs leading to amputation - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AMN_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AMN_SAW0O: Forest plot for AEOSI: Non-severe AEs leading to amputation - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AMS_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AMS_SAW0O: Forest plot for AEOSI: Serious AEs leading to amputation - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AN_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AN_SAW0O: Forest plot for non-severe AEs - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AR_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AR_SAW0O: Forest plot for AEOSI: Renal AEs - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ARN_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ARN_SAW0O: Forest plot for AEOSI: Non-severe renal AEs - odds ratio 
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Study interaction p-value    0.283

SAF
Forest plot for AEOSI: Non-severe renal AEs - odds ratio

1.008

4.099

0.500

0.671

0.396

0.448

0.045

0.185

2.567

37.460

5.570

2.430

0.987

0.368

1.000

0.750

OR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
9/390

4/85

1/160

4/145

9/393

1/84

2/161

6/148

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Overall

MB102029

Derive

Delight

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: Forest3O.sas 
Data Cut Date: Meta_analysis Run Date: 21JUN2021:11:30:12 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ARS_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ARS_SAW0O: Forest plot for AEOSI: Serious renal AEs - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AS_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AS_SAW0O: Forest plot for serious AEs - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ASG_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ASG_SAW0O: Forest plot for AEOSI: Genital infections - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ASGS_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ASGS_SAW0O: Forest plot for AEOSI: Serious genital infections - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ASH_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ASH_SAW0O: Forest plot for AEOSI: Hypoglycemia events - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ASHC_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ASHC_SAW0O: Forest plot for AEOSI: Severe hypoglycemia events - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ASHN_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ASHN_SAW0O: Forest plot for AEOSI: Non-severe hypoglycemia events - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ASHS_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ASHS_SAW0O: Forest plot for AEOSI: Serious hypoglycemia events - odds ratio 
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Study interaction p-value    0.085
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ASU_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ASU_SAW0O: Forest plot for AEOSI: UTI - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ASUC_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ASUC_SAW0O: Forest plot for AEOSI: Severe UTI - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ASUN_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ASUN_SAW0O: Forest plot for AEOSI: Non-severe UTI - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ASUS_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ASUS_SAW0O: Forest plot for AEOSI: Serious UTI - odds ratio 
 SAF 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1AT_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1AT_SAW0O: Forest plot for AEs leading to discontinuation of study medication - odds ratio 
 SAF 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: TO1ATS_SAI0 
Source Data: aae, created on: 14JUN21:17:11:32. 

 Figure FO1ATS_SAW0O: Forest plot for serious AEs leading to discontinuation of study medication - odds ratio 
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Study interaction p-value    0.429
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1as_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SAWPO: Forest plot for serious AEs by SOC/preferred term - odds ratio 
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Study interaction p-value    0.524
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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 SOC = Blood and lymphatic system disorders                                                                                                                                                                     
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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 SOC = Cardiac disorders                                                                                                                                                                                        
 

Study interaction p-value    0.286
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 PT = Oedema peripheral                                                                                                                                                                                         
 

Study interaction p-value    0.758
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 SOC = Infections and infestations                                                                                                                                                                              
 

Study interaction p-value    0.065
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 PT = Nasopharyngitis                                                                                                                                                                                           
 

Study interaction p-value    0.348
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 PT = Urinary tract infection                                                                                                                                                                                   
 

Study interaction p-value    0.611
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 SOC = Injury, poisoning and procedural complications                                                                                                                                                           
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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 SOC = Investigations                                                                                                                                                                                           
 

Study interaction p-value    0.499
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 PT = Hyperkalaemia                                                                                                                                                                                             
 

Study interaction p-value    0.830
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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 SOC = Metabolism and nutrition disorders                                                                                                                                                                       
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SAF
Forest plot for AEs by SOC/preferred term - odds ratio - SOC = Metabolism and nutrition disorders

0.821

0.662

1.284

0.652

0.526

0.301

0.581

0.302

1.282

1.455

2.838

1.407

0.386

0.304

0.536

0.273

OR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
40/390

13/85

15/160

12/145

48/393

18/84

12/161

18/148

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Overall

MB102029

Derive

Delight

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: Forest0_soc.sas 
Data Cut Date: Meta_analysis Run Date: 06JUL2021:14:33:41 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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 PT = Back pain                                                                                                                                                                                                 
 

Study interaction p-value    0.410
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 SOC = Musculoskeletal and connective tissue disorders                                                                                                                                                          
 

Study interaction p-value    0.412
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 PT = Musculoskeletal pain                                                                                                                                                                                      
 

Study interaction p-value    0.561
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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 PT = Dizziness                                                                                                                                                                                                 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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 PT = Headache                                                                                                                                                                                                  
 

Study interaction p-value    0.494
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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 SOC = Nervous system disorders                                                                                                                                                                                 
 

Study interaction p-value    0.942

SAF
Forest plot for AEs by SOC/preferred term - odds ratio - SOC = Nervous system disorders

1.082

1.239

1.007

1.023

0.644

0.485

0.389

0.444

1.817

3.164

2.605

2.357

0.767

0.655

0.989

0.958

OR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
32/390

11/85

9/160

12/145

30/393

9/84

9/161

12/148

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Overall

MB102029

Derive

Delight

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: Forest0_soc.sas 
Data Cut Date: Meta_analysis Run Date: 06JUL2021:14:33:41 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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 PT = Pollakiuria                                                                                                                                                                                               
 

Study interaction p-value    0.399
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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 SOC = Renal and urinary disorders                                                                                                                                                                              
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 SOC = Reproductive system and breast disorders                                                                                                                                                                 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
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 PT = Cough                                                                                                                                                                                                     
 

Study interaction p-value    0.234
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 SOC = Respiratory, thoracic and mediastinal disorders                                                                                                                                                          
 

Study interaction p-value    0.293

SAF
Forest plot for AEs by SOC/preferred term - odds ratio - SOC = Respiratory, thoracic and mediastinal disorders
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 SOC = Skin and subcutaneous tissue disorders                                                                                                                                                                   
 

Study interaction p-value    0.465

SAF
Forest plot for AEs by SOC/preferred term - odds ratio - SOC = Skin and subcutaneous tissue disorders
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Note: N = total number of patients (denominator), n = number of patients with response, 
OR = odds ratio, CI = confidence interval, NE = not evaluable. 
Source Table: To1a_sas0 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SAWPO: Forest plot for AEs by SOC/preferred term - odds ratio 
 SAF 

 SOC = Vascular disorders                                                                                                                                                                                       
 

Study interaction p-value    0.546

SAF
Forest plot for AEs by SOC/preferred term - odds ratio - SOC = Vascular disorders
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Subgroup analyses 

TO1A_SSIS Proportion of subjects with AEs by subgroup 
TO1A_SSSS Proportion of subjects with AEs by SOC/preferred term by subgroup 

TO1AA_SSIS Proportion of subjects with non-disease related AEs by subgroup 

TO1AN_SSIS Proportion of subjects with non-severe AEs by subgroup 

TO1AC_SSIS Proportion of subjects with severe AEs by subgroup 

TO1AC_SSSS Proportion of subjects with severe AEs by SOC/preferred term by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AAC_SSIS Proportion of subjects with non-disease related severe AEs by subgroup 

TO1AS_SSIS Proportion of subjects with serious AEs by subgroup 

TO1AS_SSSS Proportion of subjects with serious AEs by SOC/preferred term by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AAS_SSIS Proportion of subjects with non-disease related serious AEs by subgroup 

TO1AD_SSIS Proportion of subjects with AEs leading to death by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AFR_SSIS Proportion of subjects with AEOSI: Fractures by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AFRN_SSIS Proportion of subjects with AEOSI: Non-severe fractures by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AFRC_SSIS Proportion of subjects with AEOSI: Severe fractures by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AFRS_SSIS Proportion of subjects with AEOSI: Serious fractures by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AR_SSIS Proportion of subjects with AEOSI: Renal AEs by subgroup 

TO1ARN_SSIS Proportion of subjects with AEOSI: Non-severe renal AEs by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ARC_SSIS Proportion of subjects with AEOSI: Severe renal AEs by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ARS_SSIS Proportion of subjects with AEOSI: Serious renal AEs by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ASU_SSIS Proportion of subjects with AEOSI: UTI by subgroup 



TO1ASUN_SSIS Proportion of subjects with AEOSI: Non-severe UTI by subgroup 

TO1ASUC_SSIS Proportion of subjects with AEOSI: Severe UTI by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ASUS_SSIS Proportion of subjects with AEOSI: Serious UTI by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ALP_SSIS Proportion of subjects with AEOSI: Volume depletion by subgroup 

TO1ALPN_SSIS Proportion of subjects with AEOSI: Non-severe volume depletion by subgroup 

TO1ALPC_SSIS Proportion of subjects with AEOSI: Severe volume depletion by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ALPS_SSIS Proportion of subjects with AEOSI: Serious volume depletion by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ASG_SSIS Proportion of subjects with AEOSI:  Genital infections by subgroup 

TO1ASGN_SSIS Proportion of subjects with AEOSI: Non-severe genital infections by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ASGC_SSIS Proportion of subjects with AEOSI: Severe genital infections by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ASGS_SSIS Proportion of subjects with AEOSI: Serious genital infections by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AT_SSIS Proportion of subjects with AEs leading to discontinuation of study medication 
by subgroup 

TO1ATS_SSIS Proportion of subjects with serious AEs leading to discontinuation of study 
medication by subgroup 

TO1AM_SSIS Proportion of subjects with AEOSI: AEs leading to amputation by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AMN_SSIS Proportion of subjects with AEOSI: Non-severe AEs leading to amputation by 
subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AMC_SSIS Proportion of subjects with AEOSI: Severe AEs leading to amputation by 
subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AMS_SSIS Proportion of subjects with AEOSI: Serious AEs leading to amputation by 
subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AK_SSIS Proportion of subjects with AEOSI: DKA by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 



TO1AKN_SSIS Proportion of subjects with AEOSI: Non-severe DKA by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AKC_SSIS Proportion of subjects with AEOSI: Severe DKA by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1AKS_SSIS Proportion of subjects with AEOSI: Serious DKA by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ASH_SSIS Proportion of subjects with AEOSI: Hypoglycemia events by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ASHN_SSIS Proportion of subjects with AEOSI: Non-severe hypoglycemia events by 
subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ASHC_SSIS Proportion of subjects with AEOSI: Severe hypoglycemia events by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

TO1ASHS_SSIS Proportion of subjects with AEOSI: Serious hypoglycemia events by subgroup 
Subgroups were not calculated either because they were not preplanned 
or they had < 10 patients in at least one subgroup category. 

 



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1A_SSIS: Proportion of subjects with AEs by subgroup
SAS

Dapa 10 mg Placebo

Proportion of subjects with AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

A: Age 0.811
<= 65 years 174 92 (52.9)

[45.2, 60.6]
165 94 (57.0)

[49.1, 64.8]
0.928

[0.765, 1.126]
0.847

[0.552, 1.301]
-4.1

[-15.3, 7.1]
0.449

> 65 years 216 119 (55.1)
[48.2, 62.0]

228 131 (57.5)
[50.8, 64.1]

0.959
[0.814, 1.130]

0.908
[0.624, 1.322]

-2.4
[-12.0, 7.3]

0.616

B: Sex 0.783
Male 249 139 (55.8)

[49.5, 62.2]
249 145 (58.2)

[51.9, 64.6]
0.959

[0.823, 1.117]
0.906

[0.636, 1.293]
-2.4

[-11.5, 6.7]
0.587

Female 141 72 (51.1)
[42.5, 59.7]

144 80 (55.6)
[47.1, 64.0]

0.919
[0.739, 1.143]

0.835
[0.524, 1.330]

-4.5
[-16.8, 7.8]

0.448

C: Race 0.423
White 273 151 (55.3)

[49.2, 61.4]
273 162 (59.3)

[53.3, 65.4]
0.932

[0.806, 1.077]
0.848

[0.604, 1.191]
-4.0

[-12.7, 4.6]
0.342

Black or African American 22 15 (68.2)
[46.4, 89.9]

24 13 (54.2)
[32.1, 76.2]

1.259
[0.790, 2.005]

1.813
[0.544, 6.044]

14.0
[-18.2, 46.2]

0.336

Asian 75 31 (41.3)
[29.5, 53.1]

67 33 (49.3)
[36.5, 62.0]

0.839
[0.584, 1.206]

0.726
[0.374, 1.410]

-7.9
[-25.7, 9.8]

0.345

Other 20 14 (70.0)
[47.4, 92.6]

29 17 (58.6)
[39.0, 78.3]

1.194
[0.785, 1.816]

1.647
[0.492, 5.516]

11.4
[-19.8, 42.5]

0.422

D: Region 0.705
Asia 72 32 (44.4)

[32.3, 56.6]
60 30 (50.0)

[36.5, 63.5]
0.889

[0.619, 1.276]
0.800

[0.402, 1.590]
-5.6

[-24.2, 13.1]
0.526

Europe 114 52 (45.6)
[36.0, 55.2]

103 55 (53.4)
[43.3, 63.5]

0.854
[0.652, 1.119]

0.732
[0.429, 1.249]

-7.8
[-22.0, 6.4]

0.253

North America 144 90 (62.5)
[54.2, 70.8]

157 94 (59.9)
[51.9, 67.9]

1.044
[0.872, 1.250]

1.117
[0.702, 1.777]

2.6
[-9.1, 14.3]

0.641

Latin/South America 40 25 (62.5)
[46.2, 78.8]

48 33 (68.8)
[54.6, 82.9]

0.909
[0.669, 1.235]

0.758
[0.313, 1.835]

-6.3
[-28.5, 16.0]

0.540

Other 20 12 (60.0)
[36.0, 84.0]

25 13 (52.0)
[30.4, 73.6]

1.154
[0.686, 1.940]

1.385
[0.421, 4.551]

8.0
[-25.6, 41.6]

0.596



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SSIS.sas
Data Cut Date: Meta_analysis Run Date: 24JUN2021:08:46:26

Table TO1A_SSIS: Proportion of subjects with AEs by subgroup
SAS

Dapa 10 mg Placebo

Proportion of subjects with AEs N
n (%)

[95 % CI] N
n (%)

[95 % CI]
RR

[95 % CI]
OR

[95 % CI]
ARR

[95 % CI] p-value

F: Baseline UACR status 0.559
> 1000 mg/g 50 31 (62.0)

[47.5, 76.5]
53 37 (69.8)

[56.5, 83.1]
0.888

[0.671, 1.175]
0.706

[0.311, 1.600]
-7.8

[-28.0, 12.4]
0.405

<= 1000 mg/g 339 180 (53.1)
[47.6, 58.6]

340 188 (55.3)
[49.9, 60.7]

0.960
[0.836, 1.103]

0.915
[0.677, 1.238]

-2.2
[-10.0, 5.6]

0.566

G: Baseline eGFR (cut-off 1) 0.727
< 45 ml/min/1.73**2 126 70 (55.6)

[46.5, 64.6]
137 78 (56.9)

[48.3, 65.6]
0.976

[0.788, 1.208]
0.946

[0.581, 1.540]
-1.4

[-14.1, 11.4]
0.822

>= 45 ml/min/1.73**2 264 141 (53.4)
[47.2, 59.6]

256 147 (57.4)
[51.2, 63.7]

0.930
[0.797, 1.085]

0.850
[0.601, 1.202]

-4.0
[-12.9, 4.9]

0.358

I: Baseline eGFR (cut-off 3) 0.766
< 60 ml/min/1.73**2 318 175 (55.0)

[49.4, 60.7]
328 192 (58.5)

[53.1, 64.0]
0.940

[0.822, 1.076]
0.867

[0.635, 1.184]
-3.5

[-11.5, 4.4]
0.369

>= 60 ml/min/1.73**2 72 36 (50.0)
[37.8, 62.2]

65 33 (50.8)
[37.8, 63.7]

0.985
[0.706, 1.374]

0.970
[0.496, 1.896]

-0.8
[-19.0, 17.5]

0.929

J: Baseline systolic blood pressure 0.841
<= 130 mmHg 136 75 (55.1)

[46.4, 63.9]
157 90 (57.3)

[49.3, 65.4]
0.962

[0.785, 1.178]
0.915

[0.576, 1.454]
-2.2

[-14.3, 9.9]
0.708

> 130 mmHg 254 136 (53.5)
[47.2, 59.9]

236 135 (57.2)
[50.7, 63.7]

0.936
[0.798, 1.097]

0.862
[0.604, 1.232]

-3.7
[-12.9, 5.6]

0.416

M: Baseline UACR status (cut-off 2) 0.958
>= 300 mg/g 117 68 (58.1)

[48.8, 67.5]
122 76 (62.3)

[53.3, 71.3]
0.933

[0.759, 1.147]
0.840

[0.500, 1.411]
-4.2

[-17.4, 9.1]
0.511

30 - < 300 mg/g 144 78 (54.2)
[45.7, 62.7]

149 85 (57.0)
[48.8, 65.3]

0.950
[0.774, 1.165]

0.890
[0.561, 1.411]

-2.9
[-14.9, 9.2]

0.620

< 30 mg/g 128 65 (50.8)
[41.7, 59.8]

122 64 (52.5)
[43.2, 61.7]

0.968
[0.761, 1.231]

0.935
[0.569, 1.536]

-1.7
[-14.9, 11.5]

0.791



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Blood and lymphatic system
disorders

A: Age 0.276

<= 65 years 174 0 (0.0)
[0.0, 0.3]

165 6 (3.6)
[0.5, 6.8]

0.073 +
[0.004, 1.285]

0.070 +
[0.004, 1.258]

-3.6
[-7.1, -0.2]

0.013* #

> 65 years 216 1 (0.5)
[0.0, 1.6]

228 5 (2.2)
[0.1, 4.3]

0.211
[0.025, 1.792]

0.207
[0.024, 1.790]

-1.7
[-4.3, 0.8]

0.217 #

SOC: Blood and lymphatic system
disorders

B: Sex 0.646

Male 249 1 (0.4)
[0.0, 1.4]

249 9 (3.6)
[1.1, 6.1]

0.111
[0.014, 0.870]

0.108
[0.014, 0.855]

-3.2
[-6.1, -0.4]

0.011*

Female 141 0 (0.0)
[0.0, 0.4]

144 2 (1.4)
[0.0, 3.6]

0.204 +
[0.010, 4.216]

0.201 +
[0.010, 4.233]

-1.4
[-4.0, 1.2]

0.498 #

SOC: Blood and lymphatic system
disorders

C: Race 0.059

White 273 0 (0.0)
[0.0, 0.2]

273 8 (2.9)
[0.7, 5.1]

0.059 +
[0.003, 1.014]

0.057 +
[0.003, 0.994]

-2.9
[-5.3, -0.6]

0.007* #

Black or African
American

22 1 (4.5)
[0.0, 15.5]

24 1 (4.2)
[0.0, 14.2]

1.091
[0.073, 16.408]

1.095
[0.064, 18.638]

0.4
[-15.8, 16.6]

1.000 #

Asian 75 0 (0.0)
[0.0, 0.7]

67 2 (3.0)
[0.0, 7.8]

0.179 +
[0.009, 3.662]

0.174 +
[0.008, 3.680]

-3.0
[-8.5, 2.5]

0.221 #

Other 20 0 (0.0) 29 0 (0.0)

SOC: Blood and lymphatic system
disorders

Other 20 0 (0.0)
[0.0, 2.5]

25 1 (4.0)
[0.0, 13.7]

0.413 +
[0.018, 9.617]

0.398 +
[0.015, 10.315]

-4.0
[-16.2, 8.2]

1.000 #

D: Region 0.810
Asia 72 0 (0.0)

[0.0, 0.7]
60 2 (3.3)

[0.0, 8.7]
0.167 +

[0.008, 3.415]
0.161 +

[0.008, 3.428]
-3.3

[-9.4, 2.7]
0.205 #

Europe 114 0 (0.0)
[0.0, 0.4]

103 1 (1.0)
[0.0, 3.3]

0.301 +
[0.012, 7.319]

0.298 +
[0.012, 7.407]

-1.0
[-3.8, 1.8]

0.475 #

North America 144 1 (0.7)
[0.0, 2.4]

157 4 (2.5)
[0.0, 5.3]

0.273
[0.031, 2.410]

0.267
[0.030, 2.422]

-1.9
[-5.3, 1.6]

0.373 #

Latin/South
America

40 0 (0.0)
[0.0, 1.3]

48 3 (6.3)
[0.0, 14.1]

0.171 +
[0.009, 3.210]

0.160 +
[0.008, 3.202]

-6.3
[-15.4, 2.9]

0.248 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Blood and lymphatic system
disorders

F: Baseline UACR
status

0.462

> 1000 mg/g 50 0 (0.0)
[0.0, 1.0]

53 4 (7.5)
[0.0, 15.6]

0.118 +
[0.006, 2.131]

0.109 +
[0.006, 2.077]

-7.5
[-16.6, 1.5]

0.118 #

<= 1000 mg/g 339 1 (0.3)
[0.0, 1.0]

340 7 (2.1)
[0.4, 3.7]

0.143
[0.018, 1.158]

0.141
[0.017, 1.150]

-1.8
[-3.7, 0.1]

0.069 #

SOC: Blood and lymphatic system
disorders

G: Baseline eGFR
(cut-off 1)

0.481

< 45
ml/min/1.73**2

126 0 (0.0)
[0.0, 0.4]

137 4 (2.9)
[0.0, 6.1]

0.121 +
[0.007, 2.220]

0.117 +
[0.006, 2.200]

-2.9
[-6.5, 0.7]

0.123 #

>= 45
ml/min/1.73**2

264 1 (0.4)
[0.0, 1.3]

256 7 (2.7)
[0.5, 4.9]

0.139
[0.017, 1.118]

0.135
[0.017, 1.107]

-2.4
[-4.9, 0.2]

0.035* #

SOC: Blood and lymphatic system
disorders

I: Baseline eGFR
(cut-off 3)

NE

< 60
ml/min/1.73**2

318 1 (0.3)
[0.0, 1.1]

328 11 (3.4)
[1.3, 5.5]

0.094
[0.012, 0.722]

0.091
[0.012, 0.708]

-3.0
[-5.4, -0.7]

0.004*

>= 60
ml/min/1.73**2

72 0 (0.0) 65 0 (0.0)

SOC: Blood and lymphatic system
disorders

J: Baseline
systolic blood
pressure

0.184

<= 130 mmHg 136 1 (0.7)
[0.0, 2.5]

157 4 (2.5)
[0.0, 5.3]

0.289
[0.033, 2.551]

0.283
[0.031, 2.566]

-1.8
[-5.4, 1.7]

0.377 #

> 130 mmHg 254 0 (0.0)
[0.0, 0.2]

236 7 (3.0)
[0.6, 5.3]

0.062 +
[0.004, 1.079]

0.060 +
[0.003, 1.058]

-3.0
[-5.5, -0.4]

0.006* #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Blood and lymphatic system
disorders

M: Baseline UACR
status (cut-off
2)

0.329

>= 300 mg/g 117 0 (0.0)
[0.0, 0.4]

122 5 (4.1)
[0.2, 8.0]

0.095 +
[0.005, 1.695]

0.091 +
[0.005, 1.663]

-4.1
[-8.5, 0.3]

0.060 #

30 - < 300 mg/g 144 1 (0.7)
[0.0, 2.4]

149 3 (2.0)
[0.0, 4.6]

0.345
[0.036, 3.277]

0.340
[0.035, 3.310]

-1.3
[-4.6, 2.0]

0.623 #

< 30 mg/g 128 0 (0.0)
[0.0, 0.4]

122 3 (2.5)
[0.0, 5.6]

0.136 +
[0.007, 2.610]

0.133 +
[0.007, 2.599]

-2.5
[-6.0, 1.1]

0.115 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Anaemia A: Age NE
<= 65 years 174 0 (0.0)

[0.0, 0.3]
165 3 (1.8)

[0.0, 4.2]
0.136 +

[0.007, 2.604]
0.133 +

[0.007, 2.595]
-1.8

[-4.4, 0.8]
0.114 #

> 65 years 216 0 (0.0)
[0.0, 0.2]

228 4 (1.8)
[0.0, 3.7]

0.117 +
[0.006, 2.165]

0.115 +
[0.006, 2.153]

-1.8
[-3.9, 0.4]

0.124 #

Anaemia B: Sex NE
Male 249 0 (0.0)

[0.0, 0.2]
249 5 (2.0)

[0.1, 4.0]
0.091 +

[0.005, 1.635]
0.089 +

[0.005, 1.620]
-2.0

[-4.2, 0.1]
0.061 #

Female 141 0 (0.0)
[0.0, 0.4]

144 2 (1.4)
[0.0, 3.6]

0.204 +
[0.010, 4.216]

0.201 +
[0.010, 4.233]

-1.4
[-4.0, 1.2]

0.498 #

Anaemia C: Race NE
White 273 0 (0.0)

[0.0, 0.2]
273 5 (1.8)

[0.1, 3.6]
0.091 +

[0.005, 1.636]
0.089 +

[0.005, 1.622]
-1.8

[-3.8, 0.1]
0.061 #

Black or African
American

22 0 (0.0)
[0.0, 2.3]

24 1 (4.2)
[0.0, 14.2]

0.362 +
[0.016, 8.456]

0.348 +
[0.013, 9.000]

-4.2
[-16.5, 8.2]

1.000 #

Asian 75 0 (0.0)
[0.0, 0.7]

67 1 (1.5)
[0.0, 5.1]

0.298 +
[0.012, 7.199]

0.294 +
[0.012, 7.330]

-1.5
[-5.8, 2.8]

0.472 #

Other 20 0 (0.0) 29 0 (0.0)

Anaemia Other 20 0 (0.0)
[0.0, 2.5]

25 1 (4.0)
[0.0, 13.7]

0.413 +
[0.018, 9.617]

0.398 +
[0.015, 10.315]

-4.0
[-16.2, 8.2]

1.000 #

D: Region NE
Asia 72 0 (0.0)

[0.0, 0.7]
60 1 (1.7)

[0.0, 5.7]
0.279 +

[0.012, 6.715]
0.274 +

[0.011, 6.839]
-1.7

[-6.4, 3.1]
0.455 #

Europe 114 0 (0.0)
[0.0, 0.4]

103 1 (1.0)
[0.0, 3.3]

0.301 +
[0.012, 7.319]

0.298 +
[0.012, 7.407]

-1.0
[-3.8, 1.8]

0.475 #

North America 144 0 (0.0)
[0.0, 0.3]

157 1 (0.6)
[0.0, 2.2]

0.363 +
[0.015, 8.846]

0.361 +
[0.015, 8.933]

-0.6
[-2.5, 1.3]

1.000 #

Latin/South
America

40 0 (0.0)
[0.0, 1.3]

48 3 (6.3)
[0.0, 14.1]

0.171 +
[0.009, 3.210]

0.160 +
[0.008, 3.202]

-6.3
[-15.4, 2.9]

0.248 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Anaemia F: Baseline UACR
status

NE

> 1000 mg/g 50 0 (0.0)
[0.0, 1.0]

53 3 (5.7)
[0.0, 12.8]

0.151 +
[0.008, 2.857]

0.143 +
[0.007, 2.837]

-5.7
[-13.8, 2.5]

0.243 #

<= 1000 mg/g 339 0 (0.0)
[0.0, 0.1]

340 4 (1.2)
[0.0, 2.5]

0.111 +
[0.006, 2.062]

0.110 +
[0.006, 2.053]

-1.2
[-2.6, 0.3]

0.124 #

Anaemia G: Baseline eGFR
(cut-off 1)

NE

< 45
ml/min/1.73**2

126 0 (0.0)
[0.0, 0.4]

137 3 (2.2)
[0.0, 5.0]

0.155 +
[0.008, 2.976]

0.152 +
[0.008, 2.970]

-2.2
[-5.4, 1.0]

0.248 #

>= 45
ml/min/1.73**2

264 0 (0.0)
[0.0, 0.2]

256 4 (1.6)
[0.0, 3.3]

0.108 +
[0.006, 1.991]

0.106 +
[0.006, 1.980]

-1.6
[-3.5, 0.3]

0.058 #

Anaemia I: Baseline eGFR
(cut-off 3)

NE

< 60
ml/min/1.73**2

318 0 (0.0)
[0.0, 0.2]

328 7 (2.1)
[0.4, 3.9]

0.069 +
[0.004, 1.199]

0.067 +
[0.004, 1.183]

-2.1
[-4.0, -0.3]

0.015* #

>= 60
ml/min/1.73**2

72 0 (0.0) 65 0 (0.0)

Anaemia J: Baseline
systolic blood
pressure

NE

<= 130 mmHg 136 0 (0.0)
[0.0, 0.4]

157 2 (1.3)
[0.0, 3.3]

0.231 +
[0.011, 4.763]

0.228 +
[0.011, 4.787]

-1.3
[-3.7, 1.2]

0.501 #

> 130 mmHg 254 0 (0.0)
[0.0, 0.2]

236 5 (2.1)
[0.1, 4.2]

0.084 +
[0.005, 1.520]

0.083 +
[0.005, 1.504]

-2.1
[-4.4, 0.1]

0.025* #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 6 of 21
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: TO1A_SSSS.sas
Data Cut Date: Meta_analysis Run Date: 25JUN2021:13:38:48

Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Anaemia M: Baseline UACR
status (cut-off
2)

NE

>= 300 mg/g 117 0 (0.0)
[0.0, 0.4]

122 3 (2.5)
[0.0, 5.6]

0.149 +
[0.008, 2.852]

0.145 +
[0.007, 2.844]

-2.5
[-6.0, 1.1]

0.247 #

30 - < 300 mg/g 144 0 (0.0)
[0.0, 0.3]

149 2 (1.3)
[0.0, 3.5]

0.207 +
[0.010, 4.273]

0.204 +
[0.010, 4.289]

-1.3
[-3.9, 1.2]

0.498 #

< 30 mg/g 128 0 (0.0)
[0.0, 0.4]

122 2 (1.6)
[0.0, 4.3]

0.191 +
[0.009, 3.932]

0.188 +
[0.009, 3.946]

-1.6
[-4.7, 1.4]

0.237 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Cardiac disorders A: Age 0.250
<= 65 years 174 4 (2.3)

[0.0, 4.8]
165 6 (3.6)

[0.5, 6.8]
0.632

[0.182, 2.200]
0.624

[0.173, 2.250]
-1.3

[-5.5, 2.9]
0.533 #

> 65 years 216 4 (1.9)
[0.0, 3.9]

228 17 (7.5)
[3.8, 11.1]

0.248
[0.085, 0.726]

0.234
[0.078, 0.708]

-5.6
[-9.9, -1.3]

0.005*

SOC: Cardiac disorders B: Sex 0.985
Male 249 6 (2.4)

[0.3, 4.5]
249 17 (6.8)

[3.5, 10.2]
0.353

[0.142, 0.880]
0.337

[0.131, 0.869]
-4.4

[-8.5, -0.3]
0.019*

Female 141 2 (1.4)
[0.0, 3.7]

144 6 (4.2)
[0.6, 7.8]

0.340
[0.070, 1.658]

0.331
[0.066, 1.668]

-2.7
[-7.3, 1.8]

0.282 #

SOC: Cardiac disorders C: Race 0.479
White 273 6 (2.2)

[0.3, 4.1]
273 21 (7.7)

[4.3, 11.0]
0.286

[0.117, 0.697]
0.270

[0.107, 0.679]
-5.5

[-9.5, -1.5]
0.003*

Black or African
American

22 1 (4.5)
[0.0, 15.5]

24 1 (4.2)
[0.0, 14.2]

1.091
[0.073, 16.408]

1.095
[0.064, 18.638]

0.4
[-15.8, 16.6]

1.000 #

Asian 75 1 (1.3)
[0.0, 4.6]

67 1 (1.5)
[0.0, 5.1]

0.893
[0.057, 14.004]

0.892
[0.055, 14.544]

-0.2
[-5.5, 5.1]

1.000 #

Other 20 0 (0.0) 29 0 (0.0)

SOC: Cardiac disorders Other 20 1 (5.0)
[0.0, 17.1]

25 2 (8.0)
[0.0, 20.6]

0.625
[0.061, 6.407]

0.605
[0.051, 7.200]

-3.0
[-21.8, 15.8]

1.000 #

D: Region 0.561
Asia 72 1 (1.4)

[0.0, 4.8]
60 0 (0.0)

[0.0, 0.8]
2.507 +

[0.104, 60.432]
2.538 +

[0.102, 63.461]
1.4

[-2.8, 5.6]
1.000 #

Europe 114 3 (2.6)
[0.0, 6.0]

103 10 (9.7)
[3.5, 15.9]

0.271
[0.077, 0.958]

0.251
[0.067, 0.940]

-7.1
[-14.4, 0.3]

0.029*

North America 144 2 (1.4)
[0.0, 3.6]

157 8 (5.1)
[1.3, 8.9]

0.273
[0.059, 1.262]

0.262
[0.055, 1.256]

-3.7
[-8.3, 0.9]

0.107 #

Latin/South
America

40 1 (2.5)
[0.0, 8.6]

48 3 (6.3)
[0.0, 14.1]

0.400
[0.043, 3.697]

0.385
[0.038, 3.849]

-3.8
[-14.4, 6.9]

0.623 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Cardiac disorders F: Baseline UACR
status

0.393

> 1000 mg/g 50 2 (4.0)
[0.0, 10.4]

53 3 (5.7)
[0.0, 12.8]

0.707
[0.123, 4.054]

0.694
[0.111, 4.340]

-1.7
[-11.9, 8.5]

1.000 #

<= 1000 mg/g 339 6 (1.8)
[0.2, 3.3]

340 20 (5.9)
[3.2, 8.5]

0.301
[0.122, 0.740]

0.288
[0.114, 0.727]

-4.1
[-7.3, -0.9]

0.005*

SOC: Cardiac disorders G: Baseline eGFR
(cut-off 1)

0.298

< 45
ml/min/1.73**2

126 3 (2.4)
[0.0, 5.4]

137 5 (3.6)
[0.1, 7.2]

0.652
[0.159, 2.674]

0.644
[0.151, 2.751]

-1.3
[-6.1, 3.6]

0.724 #

>= 45
ml/min/1.73**2

264 5 (1.9)
[0.1, 3.7]

256 18 (7.0)
[3.7, 10.4]

0.269
[0.102, 0.715]

0.255
[0.093, 0.698]

-5.1
[-9.1, -1.2]

0.004*

SOC: Cardiac disorders I: Baseline eGFR
(cut-off 3)

0.176

< 60
ml/min/1.73**2

318 8 (2.5)
[0.6, 4.4]

328 19 (5.8)
[3.1, 8.5]

0.434
[0.193, 0.978]

0.420
[0.181, 0.973]

-3.3
[-6.6, 0.1]

0.038*

>= 60
ml/min/1.73**2

72 0 (0.0)
[0.0, 0.7]

65 4 (6.2)
[0.0, 12.8]

0.100 +
[0.006, 1.831]

0.094 +
[0.005, 1.785]

-6.2
[-13.5, 1.2]

0.048* #

SOC: Cardiac disorders J: Baseline
systolic blood
pressure

0.013i

<= 130 mmHg 136 4 (2.9)
[0.0, 6.1]

157 3 (1.9)
[0.0, 4.4]

1.539
[0.351, 6.757]

1.556
[0.342, 7.076]

1.0
[-3.2, 5.3]

0.708 #

> 130 mmHg 254 4 (1.6)
[0.0, 3.3]

236 20 (8.5)
[4.7, 12.2]

0.186
[0.064, 0.536]

0.173
[0.058, 0.513]

-6.9
[-11.2, -2.6]

<0.001*



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

SOC: Cardiac disorders M: Baseline UACR
status (cut-off
2)

0.171

>= 300 mg/g 117 3 (2.6)
[0.0, 5.9]

122 6 (4.9)
[0.7, 9.2]

0.521
[0.133, 2.036]

0.509
[0.124, 2.083]

-2.4
[-8.0, 3.3]

0.500 #

30 - < 300 mg/g 144 2 (1.4)
[0.0, 3.6]

149 14 (9.4)
[4.4, 14.4]

0.148
[0.034, 0.639]

0.136
[0.030, 0.609]

-8.0
[-13.7, -2.3]

0.003*

< 30 mg/g 128 3 (2.3)
[0.0, 5.4]

122 3 (2.5)
[0.0, 5.6]

0.953
[0.196, 4.632]

0.952
[0.188, 4.810]

-0.1
[-4.7, 4.5]

1.000 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Gastroenteritis A: Age 0.942
<= 65 years 174 1 (0.6)

[0.0, 2.0]
165 4 (2.4)

[0.0, 5.1]
0.237

[0.027, 2.099]
0.233

[0.026, 2.104]
-1.8

[-5.0, 1.3]
0.204 #

> 65 years 216 1 (0.5)
[0.0, 1.6]

228 5 (2.2)
[0.1, 4.3]

0.211
[0.025, 1.792]

0.207
[0.024, 1.790]

-1.7
[-4.3, 0.8]

0.217 #

Gastroenteritis B: Sex 0.413
Male 249 1 (0.4)

[0.0, 1.4]
249 7 (2.8)

[0.6, 5.1]
0.143

[0.018, 1.153]
0.139

[0.017, 1.142]
-2.4

[-5.0, 0.2]
0.068 #

Female 141 1 (0.7)
[0.0, 2.4]

144 2 (1.4)
[0.0, 3.6]

0.511
[0.047, 5.568]

0.507
[0.045, 5.657]

-0.7
[-3.7, 2.4]

1.000 #

Gastroenteritis C: Race 0.636
White 273 2 (0.7)

[0.0, 1.9]
273 6 (2.2)

[0.3, 4.1]
0.333

[0.068, 1.637]
0.328

[0.066, 1.642]
-1.5

[-3.8, 0.9]
0.285 #

Black or African
American

22 0 (0.0) 24 0 (0.0)

Asian 75 0 (0.0)
[0.0, 0.7]

67 2 (3.0)
[0.0, 7.8]

0.179 +
[0.009, 3.662]

0.174 +
[0.008, 3.680]

-3.0
[-8.5, 2.5]

0.221 #

Other 20 0 (0.0)
[0.0, 2.5]

29 1 (3.4)
[0.0, 11.8]

0.476 +
[0.020, 11.131]

0.463 +
[0.018, 11.958]

-3.4
[-14.3, 7.4]

1.000 #

Gastroenteritis Other 20 0 (0.0) 25 0 (0.0)
D: Region 0.480
Asia 72 0 (0.0)

[0.0, 0.7]
60 2 (3.3)

[0.0, 8.7]
0.167 +

[0.008, 3.415]
0.161 +

[0.008, 3.428]
-3.3

[-9.4, 2.7]
0.205 #

Europe 114 0 (0.0)
[0.0, 0.4]

103 3 (2.9)
[0.0, 6.6]

0.129 +
[0.007, 2.472]

0.125 +
[0.006, 2.457]

-2.9
[-7.1, 1.3]

0.105 #

North America 144 1 (0.7)
[0.0, 2.4]

157 2 (1.3)
[0.0, 3.3]

0.545
[0.050, 5.948]

0.542
[0.049, 6.041]

-0.6
[-3.5, 2.3]

1.000 #

Latin/South
America

40 1 (2.5)
[0.0, 8.6]

48 2 (4.2)
[0.0, 10.9]

0.600
[0.056, 6.377]

0.590
[0.052, 6.753]

-1.7
[-11.4, 8.1]

1.000 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Gastroenteritis F: Baseline UACR
status

NE

> 1000 mg/g 50 0 (0.0) 53 0 (0.0)
<= 1000 mg/g 339 2 (0.6)

[0.0, 1.6]
340 9 (2.6)

[0.8, 4.5]
0.223

[0.049, 1.024]
0.218

[0.047, 1.018]
-2.1

[-4.2, 0.1]
0.034*

Gastroenteritis G: Baseline eGFR
(cut-off 1)

0.604

< 45
ml/min/1.73**2

126 1 (0.8)
[0.0, 2.7]

137 3 (2.2)
[0.0, 5.0]

0.362
[0.038, 3.439]

0.357
[0.037, 3.480]

-1.4
[-5.1, 2.3]

0.623 #

>= 45
ml/min/1.73**2

264 1 (0.4)
[0.0, 1.3]

256 6 (2.3)
[0.3, 4.4]

0.162
[0.020, 1.333]

0.158
[0.019, 1.325]

-2.0
[-4.3, 0.4]

0.065 #

Gastroenteritis I: Baseline eGFR
(cut-off 3)

NE

< 60
ml/min/1.73**2

318 2 (0.6)
[0.0, 1.7]

328 9 (2.7)
[0.8, 4.7]

0.229
[0.050, 1.053]

0.224
[0.048, 1.046]

-2.1
[-4.4, 0.2]

0.038*

>= 60
ml/min/1.73**2

72 0 (0.0) 65 0 (0.0)

Gastroenteritis J: Baseline
systolic blood
pressure

0.123

<= 130 mmHg 136 2 (1.5)
[0.0, 3.9]

157 4 (2.5)
[0.0, 5.3]

0.577
[0.107, 3.103]

0.571
[0.103, 3.166]

-1.1
[-5.0, 2.8]

0.689 #

> 130 mmHg 254 0 (0.0)
[0.0, 0.2]

236 5 (2.1)
[0.1, 4.2]

0.084 +
[0.005, 1.520]

0.083 +
[0.005, 1.504]

-2.1
[-4.4, 0.1]

0.025* #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Gastroenteritis M: Baseline UACR
status (cut-off
2)

0.733

>= 300 mg/g 117 1 (0.9)
[0.0, 3.0]

122 4 (3.3)
[0.0, 6.8]

0.261
[0.030, 2.298]

0.254
[0.028, 2.310]

-2.4
[-6.8, 2.0]

0.370 #

30 - < 300 mg/g 144 1 (0.7)
[0.0, 2.4]

149 3 (2.0)
[0.0, 4.6]

0.345
[0.036, 3.277]

0.340
[0.035, 3.310]

-1.3
[-4.6, 2.0]

0.623 #

< 30 mg/g 128 0 (0.0)
[0.0, 0.4]

122 2 (1.6)
[0.0, 4.3]

0.191 +
[0.009, 3.932]

0.188 +
[0.009, 3.946]

-1.6
[-4.7, 1.4]

0.237 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Musculoskeletal pain A: Age 0.558
<= 65 years 174 5 (2.9)

[0.1, 5.6]
165 2 (1.2)

[0.0, 3.2]
2.371

[0.466, 12.051]
2.411

[0.461, 12.604]
1.7

[-1.9, 5.2]
0.449 #

> 65 years 216 5 (2.3)
[0.1, 4.6]

228 1 (0.4)
[0.0, 1.5]

5.278
[0.622, 44.811]

5.379
[0.623, 46.420]

1.9
[-0.8, 4.5]

0.113 #

Musculoskeletal pain B: Sex 0.821
Male 249 6 (2.4)

[0.3, 4.5]
249 2 (0.8)

[0.0, 2.1]
3.000

[0.611, 14.721]
3.049

[0.609, 15.257]
1.6

[-1.0, 4.2]
0.285 #

Female 141 4 (2.8)
[0.0, 5.9]

144 1 (0.7)
[0.0, 2.4]

4.085
[0.462, 36.101]

4.175
[0.461, 37.824]

2.1
[-1.6, 5.9]

0.211 #

Musculoskeletal pain C: Race 0.537
White 273 6 (2.2)

[0.3, 4.1]
273 2 (0.7)

[0.0, 1.9]
3.000

[0.611, 14.733]
3.045

[0.609, 15.221]
1.5

[-0.9, 3.8]
0.285 #

Black or African
American

22 2 (9.1)
[0.0, 23.4]

24 0 (0.0)
[0.0, 2.1]

5.435 +
[0.275, 107.330]

5.976 +
[0.271, 131.658]

9.1
[-7.3, 25.5]

0.223 #

Asian 75 1 (1.3)
[0.0, 4.6]

67 1 (1.5)
[0.0, 5.1]

0.893
[0.057, 14.004]

0.892
[0.055, 14.544]

-0.2
[-5.5, 5.1]

1.000 #

Other 20 1 (5.0)
[0.0, 17.1]

29 0 (0.0)
[0.0, 1.7]

4.286 +
[0.183, 100.177]

4.538 +
[0.176, 117.204]

5.0
[-8.8, 18.8]

0.408 #

Musculoskeletal pain Other 20 1 (5.0)
[0.0, 17.1]

25 0 (0.0)
[0.0, 2.0]

3.714 +
[0.159, 86.549]

3.923 +
[0.151, 101.630]

5.0
[-9.1, 19.1]

0.444 #

D: Region 0.264
Asia 72 0 (0.0)

[0.0, 0.7]
60 1 (1.7)

[0.0, 5.7]
0.279 +

[0.012, 6.715]
0.274 +

[0.011, 6.839]
-1.7

[-6.4, 3.1]
0.455 #

Europe 114 1 (0.9)
[0.0, 3.0]

103 0 (0.0)
[0.0, 0.5]

2.713 +
[0.112, 65.869]

2.736 +
[0.110, 67.901]

0.9
[-1.8, 3.5]

1.000 #

North America 144 7 (4.9)
[1.0, 8.7]

157 2 (1.3)
[0.0, 3.3]

3.816
[0.806, 18.071]

3.960
[0.809, 19.383]

3.6
[-1.0, 8.2]

0.092 #

Latin/South
America

40 1 (2.5)
[0.0, 8.6]

48 0 (0.0)
[0.0, 1.0]

3.585 +
[0.150, 85.667]

3.684 +
[0.146, 92.938]

2.5
[-4.6, 9.6]

0.455 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Musculoskeletal pain F: Baseline UACR
status

0.559

> 1000 mg/g 50 1 (2.0)
[0.0, 6.9]

53 0 (0.0)
[0.0, 0.9]

3.176 +
[0.132, 76.204]

3.242 +
[0.129, 81.466]

2.0
[-3.8, 7.8]

0.485 #

<= 1000 mg/g 339 9 (2.7)
[0.8, 4.5]

340 3 (0.9)
[0.0, 2.0]

3.009
[0.822, 11.018]

3.064
[0.822, 11.416]

1.8
[-0.5, 4.0]

0.080

Musculoskeletal pain G: Baseline eGFR
(cut-off 1)

0.914

< 45
ml/min/1.73**2

126 6 (4.8)
[0.6, 8.9]

137 2 (1.5)
[0.0, 3.8]

3.262
[0.671, 15.867]

3.375
[0.669, 17.039]

3.3
[-1.7, 8.3]

0.158 #

>= 45
ml/min/1.73**2

264 4 (1.5)
[0.0, 3.2]

256 1 (0.4)
[0.0, 1.4]

3.879
[0.436, 34.469]

3.923
[0.436, 35.339]

1.1
[-0.9, 3.2]

0.373 #

Musculoskeletal pain I: Baseline eGFR
(cut-off 3)

NE

< 60
ml/min/1.73**2

318 10 (3.1)
[1.1, 5.2]

328 3 (0.9)
[0.0, 2.1]

3.438
[0.955, 12.378]

3.517
[0.959, 12.901]

2.2
[-0.3, 4.7]

0.044*

>= 60
ml/min/1.73**2

72 0 (0.0) 65 0 (0.0)

Musculoskeletal pain J: Baseline
systolic blood
pressure

0.231

<= 130 mmHg 136 6 (4.4)
[0.6, 8.2]

157 3 (1.9)
[0.0, 4.4]

2.309
[0.589, 9.057]

2.369
[0.581, 9.660]

2.5
[-2.2, 7.2]

0.311 #

> 130 mmHg 254 4 (1.6)
[0.0, 3.3]

236 0 (0.0)
[0.0, 0.2]

8.365 +
[0.453, 154.533]

8.497 +
[0.455, 158.674]

1.6
[-0.4, 3.5]

0.124 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Musculoskeletal pain M: Baseline UACR
status (cut-off
2)

0.242

>= 300 mg/g 117 4 (3.4)
[0.0, 7.1]

122 0 (0.0)
[0.0, 0.4]

9.381 +
[0.511, 172.350]

9.714 +
[0.517, 182.438]

3.4
[-0.7, 7.5]

0.056 #

30 - < 300 mg/g 144 2 (1.4)
[0.0, 3.6]

149 2 (1.3)
[0.0, 3.5]

1.035
[0.148, 7.248]

1.035
[0.144, 7.449]

0.0
[-3.3, 3.4]

1.000 #

< 30 mg/g 128 4 (3.1)
[0.0, 6.5]

122 1 (0.8)
[0.0, 2.8]

3.813
[0.432, 33.633]

3.903
[0.430, 35.424]

2.3
[-1.9, 6.5]

0.371 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Pollakiuria A: Age 0.077
<= 65 years 174 8 (4.6)

[1.2, 8.0]
165 3 (1.8)

[0.0, 4.2]
2.529

[0.683, 9.369]
2.602

[0.678, 9.983]
2.8

[-1.5, 7.1]
0.149

> 65 years 216 9 (4.2)
[1.3, 7.1]

228 0 (0.0)
[0.0, 0.2]

20.051 +
[1.174, 342.410]

20.923 +
[1.210, 361.717]

4.2
[1.1, 7.3]

0.001* #

Pollakiuria B: Sex 0.718
Male 249 13 (5.2)

[2.3, 8.2]
249 2 (0.8)

[0.0, 2.1]
6.500

[1.482, 28.506]
6.803

[1.519, 30.469]
4.4

[1.0, 7.8]
0.004*

Female 141 4 (2.8)
[0.0, 5.9]

144 1 (0.7)
[0.0, 2.4]

4.085
[0.462, 36.101]

4.175
[0.461, 37.824]

2.1
[-1.6, 5.9]

0.211 #

Pollakiuria C: Race 0.743
White 273 14 (5.1)

[2.3, 7.9]
273 3 (1.1)

[0.0, 2.5]
4.667

[1.356, 16.056]
4.865

[1.382, 17.126]
4.0

[0.8, 7.3]
0.007*

Black or African
American

22 1 (4.5)
[0.0, 15.5]

24 0 (0.0)
[0.0, 2.1]

3.261 +
[0.140, 76.104]

3.419 +
[0.132, 88.396]

4.5
[-8.5, 17.6]

0.478 #

Asian 75 2 (2.7)
[0.0, 7.0]

67 0 (0.0)
[0.0, 0.7]

4.474 +
[0.219, 91.551]

4.592 +
[0.217, 97.375]

2.7
[-2.4, 7.7]

0.498 #

Other 20 0 (0.0) 29 0 (0.0)

Pollakiuria Other 20 1 (5.0)
[0.0, 17.1]

25 0 (0.0)
[0.0, 2.0]

3.714 +
[0.159, 86.549]

3.923 +
[0.151, 101.630]

5.0
[-9.1, 19.1]

0.444 #

D: Region 0.194
Asia 72 3 (4.2)

[0.0, 9.5]
60 0 (0.0)

[0.0, 0.8]
5.849 +

[0.308, 111.046]
6.094 +

[0.309, 120.348]
4.2

[-2.0, 10.3]
0.251 #

Europe 114 1 (0.9)
[0.0, 3.0]

103 0 (0.0)
[0.0, 0.5]

2.713 +
[0.112, 65.869]

2.736 +
[0.110, 67.901]

0.9
[-1.8, 3.5]

1.000 #

North America 144 12 (8.3)
[3.5, 13.2]

157 2 (1.3)
[0.0, 3.3]

6.542
[1.489, 28.730]

7.045
[1.549, 32.048]

7.1
[1.6, 12.6]

0.004*

Latin/South
America

40 0 (0.0)
[0.0, 1.3]

48 1 (2.1)
[0.0, 7.2]

0.398 +
[0.017, 9.519]

0.391 +
[0.015, 9.863]

-2.1
[-8.4, 4.2]

1.000 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Pollakiuria F: Baseline UACR
status

0.414

> 1000 mg/g 50 3 (6.0)
[0.0, 13.6]

53 0 (0.0)
[0.0, 0.9]

7.412 +
[0.392, 139.971]

7.884 +
[0.397, 156.601]

6.0
[-2.5, 14.5]

0.111 #

<= 1000 mg/g 339 14 (4.1)
[1.9, 6.4]

340 3 (0.9)
[0.0, 2.0]

4.680
[1.357, 16.139]

4.839
[1.378, 16.995]

3.2
[0.6, 5.9]

0.007*

Pollakiuria G: Baseline eGFR
(cut-off 1)

0.196

< 45
ml/min/1.73**2

126 6 (4.8)
[0.6, 8.9]

137 0 (0.0)
[0.0, 0.4]

14.126 +
[0.804, 248.227]

14.834 +
[0.827, 266.066]

4.8
[0.3, 9.2]

0.011* #

>= 45
ml/min/1.73**2

264 11 (4.2)
[1.6, 6.8]

256 3 (1.2)
[0.0, 2.7]

3.556
[1.004, 12.597]

3.667
[1.011, 13.299]

3.0
[-0.1, 6.1]

0.035*

Pollakiuria I: Baseline eGFR
(cut-off 3)

0.457

< 60
ml/min/1.73**2

318 14 (4.4)
[2.0, 6.8]

328 3 (0.9)
[0.0, 2.1]

4.813
[1.397, 16.590]

4.989
[1.420, 17.531]

3.5
[0.7, 6.3]

0.006*

>= 60
ml/min/1.73**2

72 3 (4.2)
[0.0, 9.5]

65 0 (0.0)
[0.0, 0.8]

6.329 +
[0.333, 120.245]

6.597 +
[0.334, 130.188]

4.2
[-1.9, 10.2]

0.246 #

Pollakiuria J: Baseline
systolic blood
pressure

0.389

<= 130 mmHg 136 3 (2.2)
[0.0, 5.0]

157 0 (0.0)
[0.0, 0.3]

8.073 +
[0.421, 154.913]

8.258 +
[0.423, 161.318]

2.2
[-0.9, 5.4]

0.099 #

> 130 mmHg 254 14 (5.5)
[2.5, 8.5]

236 3 (1.3)
[0.0, 2.9]

4.336
[1.262, 14.898]

4.531
[1.285, 15.971]

4.2
[0.7, 7.8]

0.010*



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Pollakiuria M: Baseline UACR
status (cut-off
2)

0.487

>= 300 mg/g 117 6 (5.1)
[0.7, 9.6]

122 1 (0.8)
[0.0, 2.8]

6.256
[0.765, 51.181]

6.541
[0.775, 55.182]

4.3
[-0.8, 9.5]

0.062 #

30 - < 300 mg/g 144 6 (4.2)
[0.6, 7.8]

149 2 (1.3)
[0.0, 3.5]

3.104
[0.637, 15.128]

3.196
[0.634, 16.101]

2.8
[-1.6, 7.3]

0.167 #

< 30 mg/g 128 5 (3.9)
[0.2, 7.7]

122 0 (0.0)
[0.0, 0.4]

10.488 +
[0.586, 187.686]

10.911 +
[0.597, 199.456]

3.9
[-0.3, 8.1]

0.060 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Hypotension A: Age 0.324
<= 65 years 174 4 (2.3)

[0.0, 4.8]
165 1 (0.6)

[0.0, 2.1]
3.793

[0.428, 33.586]
3.859

[0.427, 34.888]
1.7

[-1.4, 4.8]
0.372 #

> 65 years 216 4 (1.9)
[0.0, 3.9]

228 0 (0.0)
[0.0, 0.2]

9.498 +
[0.514, 175.368]

9.678 +
[0.518, 180.824]

1.9
[-0.4, 4.1]

0.055 #

Hypotension B: Sex 0.449
Male 249 5 (2.0)

[0.1, 4.0]
249 1 (0.4)

[0.0, 1.4]
5.000

[0.588, 42.490]
5.082

[0.589, 43.816]
1.6

[-0.7, 3.9]
0.216 #

Female 141 3 (2.1)
[0.0, 4.9]

144 0 (0.0)
[0.0, 0.3]

7.148 +
[0.373, 137.134]

7.303 +
[0.374, 142.688]

2.1
[-1.0, 5.2]

0.120 #

Hypotension C: Race 0.007i
White 273 8 (2.9)

[0.7, 5.1]
273 0 (0.0)

[0.0, 0.2]
17.000 +

[0.986, 293.084]
17.512 +

[1.006, 304.924]
2.9

[0.6, 5.3]
0.007* #

Black or African
American

22 0 (0.0) 24 0 (0.0)

Asian 75 0 (0.0) 67 0 (0.0)
Other 20 0 (0.0)

[0.0, 2.5]
29 1 (3.4)

[0.0, 11.8]
0.476 +

[0.020, 11.131]
0.463 +

[0.018, 11.958]
-3.4

[-14.3, 7.4]
1.000 #

Hypotension Other 20 0 (0.0)
[0.0, 2.5]

25 1 (4.0)
[0.0, 13.7]

0.413 +
[0.018, 9.617]

0.398 +
[0.015, 10.315]

-4.0
[-16.2, 8.2]

1.000 #

D: Region 0.016i
Asia 72 0 (0.0) 60 0 (0.0)
Europe 114 0 (0.0) 103 0 (0.0)
North America 144 7 (4.9)

[1.0, 8.7]
157 0 (0.0)

[0.0, 0.3]
16.345 +

[0.942, 283.648]
17.182 +

[0.972, 303.593]
4.9

[0.7, 9.0]
0.005* #

Latin/South
America

40 1 (2.5)
[0.0, 8.6]

48 0 (0.0)
[0.0, 1.0]

3.585 +
[0.150, 85.667]

3.684 +
[0.146, 92.938]

2.5
[-4.6, 9.6]

0.455 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Hypotension F: Baseline UACR
status

0.558

> 1000 mg/g 50 2 (4.0)
[0.0, 10.4]

53 0 (0.0)
[0.0, 0.9]

5.294 +
[0.260, 107.635]

5.515 +
[0.258, 117.764]

4.0
[-3.4, 11.4]

0.233 #

<= 1000 mg/g 339 6 (1.8)
[0.2, 3.3]

340 1 (0.3)
[0.0, 1.0]

6.018
[0.728, 49.717]

6.108
[0.731, 51.010]

1.5
[-0.3, 3.3]

0.069 #

Hypotension G: Baseline eGFR
(cut-off 1)

0.320

< 45
ml/min/1.73**2

126 4 (3.2)
[0.0, 6.6]

137 0 (0.0)
[0.0, 0.4]

9.780 +
[0.532, 179.842]

10.102 +
[0.538, 189.542]

3.2
[-0.6, 7.0]

0.051 #

>= 45
ml/min/1.73**2

264 4 (1.5)
[0.0, 3.2]

256 1 (0.4)
[0.0, 1.4]

3.879
[0.436, 34.469]

3.923
[0.436, 35.339]

1.1
[-0.9, 3.2]

0.373 #

Hypotension I: Baseline eGFR
(cut-off 3)

0.040i

< 60
ml/min/1.73**2

318 7 (2.2)
[0.4, 4.0]

328 0 (0.0)
[0.0, 0.2]

15.470 +
[0.887, 269.746]

15.819 +
[0.900, 278.131]

2.2
[0.3, 4.1]

0.007* #

>= 60
ml/min/1.73**2

72 1 (1.4)
[0.0, 4.8]

65 1 (1.5)
[0.0, 5.3]

0.903
[0.058, 14.142]

0.901
[0.055, 14.710]

-0.1
[-5.6, 5.3]

1.000 #

Hypotension J: Baseline
systolic blood
pressure

0.413

<= 130 mmHg 136 3 (2.2)
[0.0, 5.0]

157 0 (0.0)
[0.0, 0.3]

8.073 +
[0.421, 154.913]

8.258 +
[0.423, 161.318]

2.2
[-0.9, 5.4]

0.099 #

> 130 mmHg 254 5 (2.0)
[0.1, 3.9]

236 1 (0.4)
[0.0, 1.5]

4.646
[0.547, 39.474]

4.719
[0.547, 40.690]

1.5
[-0.8, 3.9]

0.218 #



Source Data: aae, created on: 23JUN2021.
Breslow-Day test is used for investigation of study heterogeneity.
Only events are presented with significant effects in overall analysis and at least 10 events in at least one subgroup category
+ Adding of 0.5 to each cell. * Significant treatment effect.
ARR = absolute risk reduction, CI = confidence interval. # Fisher's test used instead of chi-square test.
Note: N = total number of patients (denominator), n = number of patients with events, OR = odds ratio, RR = relative risk,
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Table TO1A_SSSS: Proportion of subjects with AEs by SOC/preferred term by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs by SOC/preferred
term N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

Hypotension M: Baseline UACR
status (cut-off
2)

0.341

>= 300 mg/g 117 2 (1.7)
[0.0, 4.5]

122 1 (0.8)
[0.0, 2.8]

2.085
[0.192, 22.692]

2.104
[0.188, 23.523]

0.9
[-2.8, 4.6]

0.616 #

30 - < 300 mg/g 144 1 (0.7)
[0.0, 2.4]

149 0 (0.0)
[0.0, 0.3]

3.103 +
[0.127, 75.563]

3.125 +
[0.126, 77.352]

0.7
[-1.3, 2.7]

0.491 #

< 30 mg/g 128 5 (3.9)
[0.2, 7.7]

122 0 (0.0)
[0.0, 0.4]

10.488 +
[0.586, 187.686]

10.911 +
[0.597, 199.456]

3.9
[-0.3, 8.1]

0.060 #



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AA_SSIS: Proportion of subjects with non-disease related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.813
<= 65 years 174 92 (52.9)

[45.2, 60.6]
165 94 (57.0)

[49.1, 64.8]
0.928

[0.765, 1.126]
0.847

[0.552, 1.301]
-4.1

[-15.3, 7.1]
0.449

> 65 years 216 118 (54.6)
[47.8, 61.5]

228 130 (57.0)
[50.4, 63.7]

0.958
[0.812, 1.131]

0.908
[0.624, 1.320]

-2.4
[-12.1, 7.3]

0.613

B: Sex 0.670
Male 249 139 (55.8)

[49.5, 62.2]
249 144 (57.8)

[51.5, 64.2]
0.965

[0.828, 1.125]
0.921

[0.646, 1.314]
-2.0

[-11.1, 7.1]
0.651

Female 141 71 (50.4)
[41.7, 59.0]

144 80 (55.6)
[47.1, 64.0]

0.906
[0.728, 1.129]

0.811
[0.509, 1.293]

-5.2
[-17.5, 7.1]

0.380

C: Race 0.444
White 273 150 (54.9)

[48.9, 61.0]
273 162 (59.3)

[53.3, 65.4]
0.926

[0.801, 1.071]
0.836

[0.595, 1.173]
-4.4

[-13.1, 4.3]
0.300

Black or African American 22 15 (68.2)
[46.4, 89.9]

24 13 (54.2)
[32.1, 76.2]

1.259
[0.790, 2.005]

1.813
[0.544, 6.044]

14.0
[-18.2, 46.2]

0.336

Asian 75 31 (41.3)
[29.5, 53.1]

67 32 (47.8)
[35.1, 60.5]

0.865
[0.599, 1.250]

0.771
[0.397, 1.497]

-6.4
[-24.2, 11.3]

0.443

Other 20 14 (70.0)
[47.4, 92.6]

29 17 (58.6)
[39.0, 78.3]

1.194
[0.785, 1.816]

1.647
[0.492, 5.516]

11.4
[-19.8, 42.5]

0.422

D: Region 0.708
Asia 72 32 (44.4)

[32.3, 56.6]
60 30 (50.0)

[36.5, 63.5]
0.889

[0.619, 1.276]
0.800

[0.402, 1.590]
-5.6

[-24.2, 13.1]
0.526

Europe 114 52 (45.6)
[36.0, 55.2]

103 55 (53.4)
[43.3, 63.5]

0.854
[0.652, 1.119]

0.732
[0.429, 1.249]

-7.8
[-22.0, 6.4]

0.253

North America 144 89 (61.8)
[53.5, 70.1]

157 93 (59.2)
[51.2, 67.2]

1.043
[0.869, 1.252]

1.114
[0.701, 1.769]

2.6
[-9.1, 14.3]

0.649

Latin/South America 40 25 (62.5)
[46.2, 78.8]

48 33 (68.8)
[54.6, 82.9]

0.909
[0.669, 1.235]

0.758
[0.313, 1.835]

-6.3
[-28.5, 16.0]

0.540

Other 20 12 (60.0)
[36.0, 84.0]

25 13 (52.0)
[30.4, 73.6]

1.154
[0.686, 1.940]

1.385
[0.421, 4.551]

8.0
[-25.6, 41.6]

0.596



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AA_SSIS: Proportion of subjects with non-disease related AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.717
> 1000 mg/g 50 31 (62.0)

[47.5, 76.5]
53 36 (67.9)

[54.4, 81.4]
0.913

[0.686, 1.214]
0.770

[0.342, 1.735]
-5.9

[-26.3, 14.4]
0.531

<= 1000 mg/g 339 179 (52.8)
[47.3, 58.3]

340 188 (55.3)
[49.9, 60.7]

0.955
[0.831, 1.097]

0.905
[0.669, 1.223]

-2.5
[-10.3, 5.3]

0.515

G: Baseline eGFR (cut-off 1) 0.848
< 45 ml/min/1.73**2 126 69 (54.8)

[45.7, 63.8]
137 78 (56.9)

[48.3, 65.6]
0.962

[0.775, 1.193]
0.916

[0.562, 1.491]
-2.2

[-14.9, 10.6]
0.723

>= 45 ml/min/1.73**2 264 141 (53.4)
[47.2, 59.6]

256 146 (57.0)
[50.8, 63.3]

0.936
[0.802, 1.093]

0.864
[0.611, 1.221]

-3.6
[-12.5, 5.3]

0.407

I: Baseline eGFR (cut-off 3) 0.621
< 60 ml/min/1.73**2 318 174 (54.7)

[49.1, 60.3]
328 192 (58.5)

[53.1, 64.0]
0.935

[0.816, 1.070]
0.856

[0.627, 1.169]
-3.8

[-11.8, 4.1]
0.328

>= 60 ml/min/1.73**2 72 36 (50.0)
[37.8, 62.2]

65 32 (49.2)
[36.3, 62.2]

1.016
[0.724, 1.424]

1.031
[0.527, 2.017]

0.8
[-17.5, 19.0]

0.929

J: Baseline systolic blood pressure 0.966
<= 130 mmHg 136 74 (54.4)

[45.7, 63.1]
157 90 (57.3)

[49.3, 65.4]
0.949

[0.774, 1.165]
0.889

[0.560, 1.411]
-2.9

[-15.0, 9.2]
0.617

> 130 mmHg 254 136 (53.5)
[47.2, 59.9]

236 134 (56.8)
[50.2, 63.3]

0.943
[0.804, 1.106]

0.877
[0.614, 1.253]

-3.2
[-12.5, 6.0]

0.472

M: Baseline UACR status (cut-off 2) 0.994
>= 300 mg/g 117 68 (58.1)

[48.8, 67.5]
122 75 (61.5)

[52.4, 70.5]
0.945

[0.768, 1.164]
0.870

[0.518, 1.459]
-3.4

[-16.6, 9.9]
0.598

30 - < 300 mg/g 144 78 (54.2)
[45.7, 62.7]

149 85 (57.0)
[48.8, 65.3]

0.950
[0.774, 1.165]

0.890
[0.561, 1.411]

-2.9
[-14.9, 9.2]

0.620

< 30 mg/g 128 64 (50.0)
[40.9, 59.1]

122 64 (52.5)
[43.2, 61.7]

0.953
[0.748, 1.214]

0.906
[0.552, 1.489]

-2.5
[-15.7, 10.7]

0.698



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AAC_SSIS: Proportion of subjects with non-disease related severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.368
<= 65 years 174 10 (5.7)

[2.0, 9.5]
165 9 (5.5)

[1.7, 9.2]
1.054

[0.439, 2.528]
1.057

[0.418, 2.670]
0.3

[-5.2, 5.8]
0.907

> 65 years 216 10 (4.6)
[1.6, 7.7]

228 17 (7.5)
[3.8, 11.1]

0.621
[0.291, 1.326]

0.603
[0.270, 1.347]

-2.8
[-7.7, 2.0]

0.213

B: Sex 0.762
Male 249 14 (5.6)

[2.6, 8.7]
249 17 (6.8)

[3.5, 10.2]
0.824

[0.415, 1.634]
0.813

[0.392, 1.687]
-1.2

[-5.8, 3.4]
0.578

Female 141 6 (4.3)
[0.6, 7.9]

144 9 (6.3)
[1.9, 10.6]

0.681
[0.249, 1.863]

0.667
[0.231, 1.925]

-2.0
[-7.9, 3.9]

0.452

C: Race 0.882
White 273 15 (5.5)

[2.6, 8.4]
273 20 (7.3)

[4.1, 10.6]
0.750

[0.392, 1.434]
0.735

[0.368, 1.469]
-1.8

[-6.3, 2.6]
0.383

Black or African American 22 1 (4.5)
[0.0, 15.5]

24 2 (8.3)
[0.0, 21.5]

0.545
[0.053, 5.604]

0.524
[0.044, 6.216]

-3.8
[-22.2, 14.6]

1.000#

Asian 75 2 (2.7)
[0.0, 7.0]

67 1 (1.5)
[0.0, 5.1]

1.787
[0.166, 19.261]

1.808
[0.160, 20.405]

1.2
[-4.9, 7.2]

1.000#

Other 20 2 (10.0)
[0.0, 25.6]

29 3 (10.3)
[0.0, 23.2]

0.967
[0.177, 5.271]

0.963
[0.146, 6.358]

-0.3
[-21.8, 21.1]

1.000#

D: Region 0.658
Asia 72 2 (2.8)

[0.0, 7.3]
60 1 (1.7)

[0.0, 5.7]
1.667

[0.155, 17.934]
1.686

[0.149, 19.058]
1.1

[-5.4, 7.6]
1.000#

Europe 114 6 (5.3)
[0.7, 9.8]

103 6 (5.8)
[0.8, 10.8]

0.904
[0.301, 2.714]

0.898
[0.280, 2.877]

-0.6
[-7.6, 6.5]

0.857

North America 144 6 (4.2)
[0.6, 7.8]

157 13 (8.3)
[3.7, 12.9]

0.503
[0.196, 1.289]

0.482
[0.178, 1.303]

-4.1
[-10.2, 2.0]

0.143

Latin/South America 40 3 (7.5)
[0.0, 16.9]

48 4 (8.3)
[0.0, 17.2]

0.900
[0.214, 3.787]

0.892
[0.188, 4.242]

-0.8
[-14.4, 12.8]

1.000#

Other 20 3 (15.0)
[0.0, 33.1]

25 2 (8.0)
[0.0, 20.6]

1.875
[0.346, 10.160]

2.029
[0.305, 13.512]

7.0
[-16.4, 30.4]

0.642#



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AAC_SSIS: Proportion of subjects with non-disease related severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.623
> 1000 mg/g 50 4 (8.0)

[0.0, 16.5]
53 4 (7.5)

[0.0, 15.6]
1.060

[0.280, 4.012]
1.065

[0.252, 4.510]
0.5

[-11.8, 12.7]
1.000#

<= 1000 mg/g 339 16 (4.7)
[2.3, 7.1]

340 22 (6.5)
[3.7, 9.2]

0.729
[0.390, 1.364]

0.716
[0.369, 1.389]

-1.8
[-5.5, 2.0]

0.321

G: Baseline eGFR (cut-off 1) 0.029i
< 45 ml/min/1.73**2 126 11 (8.7)

[3.4, 14.1]
137 7 (5.1)

[1.1, 9.2]
1.709

[0.683, 4.271]
1.776

[0.667, 4.734]
3.6

[-3.3, 10.5]
0.246

>= 45 ml/min/1.73**2 264 9 (3.4)
[1.0, 5.8]

256 19 (7.4)
[4.0, 10.8]

0.459
[0.212, 0.996]

0.440
[0.195, 0.992]

-4.0
[-8.3, 0.3]

0.043

I: Baseline eGFR (cut-off 3) 0.203
< 60 ml/min/1.73**2 318 19 (6.0)

[3.2, 8.7]
328 22 (6.7)

[3.8, 9.6]
0.891

[0.492, 1.614]
0.884

[0.469, 1.667]
-0.7

[-4.8, 3.3]
0.703

>= 60 ml/min/1.73**2 72 1 (1.4)
[0.0, 4.8]

65 4 (6.2)
[0.0, 12.8]

0.226
[0.026, 1.968]

0.215
[0.023, 1.973]

-4.8
[-12.7, 3.1]

0.190#

J: Baseline systolic blood pressure 0.020i
<= 130 mmHg 136 10 (7.4)

[2.6, 12.1]
157 6 (3.8)

[0.5, 7.1]
1.924

[0.718, 5.156]
1.997

[0.706, 5.647]
3.5

[-2.5, 9.5]
0.185

> 130 mmHg 254 10 (3.9)
[1.3, 6.5]

236 20 (8.5)
[4.7, 12.2]

0.465
[0.222, 0.972]

0.443
[0.203, 0.966]

-4.5
[-9.2, 0.2]

0.037

M: Baseline UACR status (cut-off 2) 0.024i
>= 300 mg/g 117 6 (5.1)

[0.7, 9.6]
122 8 (6.6)

[1.8, 11.4]
0.782

[0.280, 2.185]
0.770

[0.259, 2.292]
-1.4

[-8.2, 5.3]
0.639

30 - < 300 mg/g 144 5 (3.5)
[0.1, 6.8]

149 15 (10.1)
[4.9, 15.2]

0.345
[0.129, 0.924]

0.321
[0.114, 0.909]

-6.6
[-13.0, -0.2]

0.025

< 30 mg/g 128 9 (7.0)
[2.2, 11.9]

122 3 (2.5)
[0.0, 5.6]

2.859
[0.793, 10.314]

3.000
[0.793, 11.356]

4.6
[-1.4, 10.6]

0.092



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AAS_SSIS: Proportion of subjects with non-disease related serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related serious AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.180
<= 65 years 174 15 (8.6)

[4.2, 13.1]
165 11 (6.7)

[2.6, 10.8]
1.293

[0.612, 2.733]
1.321

[0.588, 2.966]
2.0

[-4.3, 8.2]
0.500

> 65 years 216 16 (7.4)
[3.7, 11.1]

228 25 (11.0)
[6.7, 15.2]

0.676
[0.371, 1.230]

0.650
[0.337, 1.253]

-3.6
[-9.4, 2.2]

0.196

B: Sex 0.649
Male 249 24 (9.6)

[5.8, 13.5]
249 26 (10.4)

[6.4, 14.4]
0.923

[0.545, 1.562]
0.915

[0.510, 1.642]
-0.8

[-6.5, 4.9]
0.766

Female 141 7 (5.0)
[1.0, 8.9]

144 10 (6.9)
[2.4, 11.4]

0.715
[0.280, 1.826]

0.700
[0.259, 1.894]

-2.0
[-8.2, 4.2]

0.481

C: Race 0.246
White 273 20 (7.3)

[4.1, 10.6]
273 29 (10.6)

[6.8, 14.5]
0.690

[0.400, 1.189]
0.665

[0.366, 1.207]
-3.3

[-8.4, 1.9]
0.178

Black or African American 22 3 (13.6)
[0.0, 30.2]

24 3 (12.5)
[0.0, 27.8]

1.091
[0.245, 4.851]

1.105
[0.199, 6.150]

1.1
[-22.7, 25.0]

1.000#

Asian 75 5 (6.7)
[0.4, 13.0]

67 1 (1.5)
[0.0, 5.1]

4.467
[0.535, 37.272]

4.714
[0.537, 41.422]

5.2
[-2.6, 12.9]

0.213#

Other 20 3 (15.0)
[0.0, 33.1]

29 3 (10.3)
[0.0, 23.2]

1.450
[0.325, 6.469]

1.529
[0.276, 8.482]

4.7
[-18.7, 28.1]

0.677#

D: Region 0.413
Asia 72 6 (8.3)

[1.3, 15.4]
60 2 (3.3)

[0.0, 8.7]
2.500

[0.524, 11.935]
2.636

[0.512, 13.574]
5.0

[-4.4, 14.4]
0.291#

Europe 114 9 (7.9)
[2.5, 13.3]

103 11 (10.7)
[4.2, 17.1]

0.739
[0.319, 1.712]

0.717
[0.284, 1.807]

-2.8
[-11.5, 5.9]

0.480

North America 144 8 (5.6)
[1.5, 9.6]

157 15 (9.6)
[4.6, 14.5]

0.581
[0.254, 1.330]

0.557
[0.229, 1.356]

-4.0
[-10.6, 2.6]

0.193

Latin/South America 40 3 (7.5)
[0.0, 16.9]

48 4 (8.3)
[0.0, 17.2]

0.900
[0.214, 3.787]

0.892
[0.188, 4.242]

-0.8
[-14.4, 12.8]

1.000#

Other 20 5 (25.0)
[3.5, 46.5]

25 4 (16.0)
[0.0, 32.4]

1.563
[0.482, 5.065]

1.750
[0.401, 7.629]

9.0
[-19.3, 37.3]

0.482#



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AAS_SSIS: Proportion of subjects with non-disease related serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-disease related serious AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.287
> 1000 mg/g 50 7 (14.0)

[3.4, 24.6]
53 5 (9.4)

[0.6, 18.2]
1.484

[0.504, 4.373]
1.563

[0.462, 5.289]
4.6

[-9.8, 18.9]
0.473

<= 1000 mg/g 339 24 (7.1)
[4.2, 10.0]

340 31 (9.1)
[5.9, 12.3]

0.776
[0.466, 1.295]

0.759
[0.436, 1.324]

-2.0
[-6.4, 2.4]

0.331

G: Baseline eGFR (cut-off 1) 0.203
< 45 ml/min/1.73**2 126 14 (11.1)

[5.2, 17.0]
137 12 (8.8)

[3.7, 13.9]
1.269

[0.610, 2.638]
1.302

[0.578, 2.933]
2.4

[-5.7, 10.4]
0.524

>= 45 ml/min/1.73**2 264 17 (6.4)
[3.3, 9.6]

256 24 (9.4)
[5.6, 13.1]

0.687
[0.378, 1.248]

0.665
[0.348, 1.270]

-2.9
[-8.0, 2.1]

0.215

I: Baseline eGFR (cut-off 3) 0.470
< 60 ml/min/1.73**2 318 28 (8.8)

[5.5, 12.1]
328 31 (9.5)

[6.1, 12.8]
0.932

[0.572, 1.516]
0.925

[0.541, 1.581]
-0.6

[-5.4, 4.1]
0.776

>= 60 ml/min/1.73**2 72 3 (4.2)
[0.0, 9.5]

65 5 (7.7)
[0.4, 14.9]

0.542
[0.135, 2.178]

0.522
[0.120, 2.275]

-3.5
[-12.9, 5.9]

0.477#

J: Baseline systolic blood pressure 0.023i
<= 130 mmHg 136 15 (11.0)

[5.4, 16.7]
157 10 (6.4)

[2.2, 10.5]
1.732

[0.805, 3.727]
1.822

[0.790, 4.202]
4.7

[-2.5, 11.9]
0.155

> 130 mmHg 254 16 (6.3)
[3.1, 9.5]

236 26 (11.0)
[6.8, 15.2]

0.572
[0.315, 1.039]

0.543
[0.284, 1.040]

-4.7
[-10.1, 0.7]

0.063

M: Baseline UACR status (cut-off 2) 0.185
>= 300 mg/g 117 10 (8.5)

[3.1, 14.0]
122 12 (9.8)

[4.1, 15.5]
0.869

[0.390, 1.934]
0.857

[0.355, 2.066]
-1.3

[-9.4, 6.9]
0.731

30 - < 300 mg/g 144 10 (6.9)
[2.4, 11.4]

149 18 (12.1)
[6.5, 17.6]

0.575
[0.275, 1.203]

0.543
[0.242, 1.220]

-5.1
[-12.5, 2.2]

0.136

< 30 mg/g 128 11 (8.6)
[3.3, 13.8]

122 6 (4.9)
[0.7, 9.2]

1.747
[0.667, 4.579]

1.818
[0.651, 5.078]

3.7
[-3.3, 10.7]

0.249



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AC_SSIS: Proportion of subjects with severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.315
<= 65 years 174 10 (5.7)

[2.0, 9.5]
165 9 (5.5)

[1.7, 9.2]
1.054

[0.439, 2.528]
1.057

[0.418, 2.670]
0.3

[-5.2, 5.8]
0.907

> 65 years 216 10 (4.6)
[1.6, 7.7]

228 18 (7.9)
[4.2, 11.6]

0.586
[0.277, 1.242]

0.566
[0.255, 1.256]

-3.3
[-8.2, 1.7]

0.158

B: Sex 0.631
Male 249 14 (5.6)

[2.6, 8.7]
249 17 (6.8)

[3.5, 10.2]
0.824

[0.415, 1.634]
0.813

[0.392, 1.687]
-1.2

[-5.8, 3.4]
0.578

Female 141 6 (4.3)
[0.6, 7.9]

144 10 (6.9)
[2.4, 11.4]

0.613
[0.229, 1.641]

0.596
[0.211, 1.685]

-2.7
[-8.7, 3.3]

0.325

C: Race 0.981
White 273 15 (5.5)

[2.6, 8.4]
273 20 (7.3)

[4.1, 10.6]
0.750

[0.392, 1.434]
0.735

[0.368, 1.469]
-1.8

[-6.3, 2.6]
0.383

Black or African American 22 1 (4.5)
[0.0, 15.5]

24 2 (8.3)
[0.0, 21.5]

0.545
[0.053, 5.604]

0.524
[0.044, 6.216]

-3.8
[-22.2, 14.6]

1.000#

Asian 75 2 (2.7)
[0.0, 7.0]

67 2 (3.0)
[0.0, 7.8]

0.893
[0.129, 6.167]

0.890
[0.122, 6.503]

-0.3
[-7.2, 6.6]

1.000#

Other 20 2 (10.0)
[0.0, 25.6]

29 3 (10.3)
[0.0, 23.2]

0.967
[0.177, 5.271]

0.963
[0.146, 6.358]

-0.3
[-21.8, 21.1]

1.000#

D: Region 0.729
Asia 72 2 (2.8)

[0.0, 7.3]
60 2 (3.3)

[0.0, 8.7]
0.833

[0.121, 5.740]
0.829

[0.113, 6.065]
-0.6

[-8.0, 6.9]
1.000#

Europe 114 6 (5.3)
[0.7, 9.8]

103 6 (5.8)
[0.8, 10.8]

0.904
[0.301, 2.714]

0.898
[0.280, 2.877]

-0.6
[-7.6, 6.5]

0.857

North America 144 6 (4.2)
[0.6, 7.8]

157 13 (8.3)
[3.7, 12.9]

0.503
[0.196, 1.289]

0.482
[0.178, 1.303]

-4.1
[-10.2, 2.0]

0.143

Latin/South America 40 3 (7.5)
[0.0, 16.9]

48 4 (8.3)
[0.0, 17.2]

0.900
[0.214, 3.787]

0.892
[0.188, 4.242]

-0.8
[-14.4, 12.8]

1.000#

Other 20 3 (15.0)
[0.0, 33.1]

25 2 (8.0)
[0.0, 20.6]

1.875
[0.346, 10.160]

2.029
[0.305, 13.512]

7.0
[-16.4, 30.4]

0.642#



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AC_SSIS: Proportion of subjects with severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with severe
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.844
> 1000 mg/g 50 4 (8.0)

[0.0, 16.5]
53 5 (9.4)

[0.6, 18.2]
0.848

[0.241, 2.980]
0.835

[0.211, 3.304]
-1.4

[-14.3, 11.4]
1.000#

<= 1000 mg/g 339 16 (4.7)
[2.3, 7.1]

340 22 (6.5)
[3.7, 9.2]

0.729
[0.390, 1.364]

0.716
[0.369, 1.389]

-1.8
[-5.5, 2.0]

0.321

G: Baseline eGFR (cut-off 1) 0.022i
< 45 ml/min/1.73**2 126 11 (8.7)

[3.4, 14.1]
137 7 (5.1)

[1.1, 9.2]
1.709

[0.683, 4.271]
1.776

[0.667, 4.734]
3.6

[-3.3, 10.5]
0.246

>= 45 ml/min/1.73**2 264 9 (3.4)
[1.0, 5.8]

256 20 (7.8)
[4.3, 11.3]

0.436
[0.203, 0.940]

0.416
[0.186, 0.933]

-4.4
[-8.7, -0.1]

0.029

I: Baseline eGFR (cut-off 3) 0.220
< 60 ml/min/1.73**2 318 19 (6.0)

[3.2, 8.7]
328 23 (7.0)

[4.1, 9.9]
0.852

[0.473, 1.534]
0.843

[0.450, 1.579]
-1.0

[-5.1, 3.1]
0.593

>= 60 ml/min/1.73**2 72 1 (1.4)
[0.0, 4.8]

65 4 (6.2)
[0.0, 12.8]

0.226
[0.026, 1.968]

0.215
[0.023, 1.973]

-4.8
[-12.7, 3.1]

0.190#

J: Baseline systolic blood pressure 0.015i
<= 130 mmHg 136 10 (7.4)

[2.6, 12.1]
157 6 (3.8)

[0.5, 7.1]
1.924

[0.718, 5.156]
1.997

[0.706, 5.647]
3.5

[-2.5, 9.5]
0.185

> 130 mmHg 254 10 (3.9)
[1.3, 6.5]

236 21 (8.9)
[5.1, 12.7]

0.442
[0.213, 0.920]

0.420
[0.193, 0.911]

-5.0
[-9.7, -0.2]

0.024

M: Baseline UACR status (cut-off 2) 0.023i
>= 300 mg/g 117 6 (5.1)

[0.7, 9.6]
122 9 (7.4)

[2.3, 12.4]
0.695

[0.255, 1.892]
0.679

[0.234, 1.970]
-2.2

[-9.2, 4.7]
0.475

30 - < 300 mg/g 144 5 (3.5)
[0.1, 6.8]

149 15 (10.1)
[4.9, 15.2]

0.345
[0.129, 0.924]

0.321
[0.114, 0.909]

-6.6
[-13.0, -0.2]

0.025

< 30 mg/g 128 9 (7.0)
[2.2, 11.9]

122 3 (2.5)
[0.0, 5.6]

2.859
[0.793, 10.314]

3.000
[0.793, 11.356]

4.6
[-1.4, 10.6]

0.092



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1ALP_SSIS: Proportion of subjects with AEOSI: Volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.565
<= 65 years 174 7 (4.0)

[0.8, 7.2]
165 4 (2.4)

[0.0, 5.1]
1.659

[0.495, 5.564]
1.687

[0.485, 5.873]
1.6

[-2.7, 5.9]
0.407

> 65 years 216 8 (3.7)
[1.0, 6.5]

228 3 (1.3)
[0.0, 3.0]

2.815
[0.757, 10.472]

2.885
[0.755, 11.019]

2.4
[-1.0, 5.8]

0.106

B: Sex 0.920
Male 249 9 (3.6)

[1.1, 6.1]
249 4 (1.6)

[0.0, 3.4]
2.250

[0.702, 7.211]
2.297

[0.698, 7.559]
2.0

[-1.2, 5.2]
0.160

Female 141 6 (4.3)
[0.6, 7.9]

144 3 (2.1)
[0.0, 4.8]

2.043
[0.521, 8.009]

2.089
[0.512, 8.521]

2.2
[-2.6, 6.9]

0.332#

C: Race 0.034i
White 273 14 (5.1)

[2.3, 7.9]
273 3 (1.1)

[0.0, 2.5]
4.667

[1.356, 16.056]
4.865

[1.382, 17.126]
4.0

[0.8, 7.3]
0.007

Black or African American 22 0 (0.0)
[0.0, 2.3]

24 1 (4.2)
[0.0, 14.2]

0.362 +
[0.016, 8.456]

0.348 +
[0.013, 9.000]

-4.2
[-16.5, 8.2]

1.000#

Asian 75 0 (0.0)
[0.0, 0.7]

67 2 (3.0)
[0.0, 7.8]

0.179 +
[0.009, 3.662]

0.174 +
[0.008, 3.680]

-3.0
[-8.5, 2.5]

0.221#

Other 20 1 (5.0)
[0.0, 17.1]

29 1 (3.4)
[0.0, 11.8]

1.450
[0.096, 21.850]

1.474
[0.087, 25.031]

1.6
[-14.3, 17.4]

1.000#

D: Region 0.657
Asia 72 1 (1.4)

[0.0, 4.8]
60 1 (1.7)

[0.0, 5.7]
0.833

[0.053, 13.043]
0.831

[0.051, 13.573]
-0.3

[-6.0, 5.5]
1.000#

Europe 114 4 (3.5)
[0.0, 7.3]

103 0 (0.0)
[0.0, 0.5]

8.139 +
[0.444, 149.360]

8.430 +
[0.448, 158.507]

3.5
[-0.8, 7.8]

0.123#

North America 144 7 (4.9)
[1.0, 8.7]

157 4 (2.5)
[0.0, 5.3]

1.908
[0.570, 6.382]

1.954
[0.560, 6.821]

2.3
[-2.6, 7.3]

0.286

Latin/South America 40 2 (5.0)
[0.0, 13.0]

48 1 (2.1)
[0.0, 7.2]

2.400
[0.226, 25.507]

2.474
[0.216, 28.331]

2.9
[-7.2, 13.1]

0.589#

Other 20 1 (5.0)
[0.0, 17.1]

25 1 (4.0)
[0.0, 13.7]

1.250
[0.083, 18.763]

1.263
[0.074, 21.542]

1.0
[-15.8, 17.8]

1.000#



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1ALP_SSIS: Proportion of subjects with AEOSI: Volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.186
> 1000 mg/g 50 3 (6.0)

[0.0, 13.6]
53 0 (0.0)

[0.0, 0.9]
7.412 +

[0.392, 139.971]
7.884 +

[0.397, 156.601]
6.0

[-2.5, 14.5]
0.111#

<= 1000 mg/g 339 12 (3.5)
[1.4, 5.7]

340 7 (2.1)
[0.4, 3.7]

1.719
[0.685, 4.314]

1.746
[0.679, 4.489]

1.5
[-1.3, 4.3]

0.242

G: Baseline eGFR (cut-off 1) 0.757
< 45 ml/min/1.73**2 126 7 (5.6)

[1.2, 10.0]
137 3 (2.2)

[0.0, 5.0]
2.537

[0.671, 9.599]
2.627

[0.664, 10.390]
3.4

[-2.1, 8.8]
0.202#

>= 45 ml/min/1.73**2 264 8 (3.0)
[0.8, 5.3]

256 4 (1.6)
[0.0, 3.3]

1.939
[0.591, 6.361]

1.969
[0.585, 6.620]

1.5
[-1.5, 4.4]

0.266

I: Baseline eGFR (cut-off 3) 0.491
< 60 ml/min/1.73**2 318 14 (4.4)

[2.0, 6.8]
328 6 (1.8)

[0.2, 3.4]
2.407

[0.937, 6.185]
2.471

[0.938, 6.514]
2.6

[-0.4, 5.6]
0.059

>= 60 ml/min/1.73**2 72 1 (1.4)
[0.0, 4.8]

65 1 (1.5)
[0.0, 5.3]

0.903
[0.058, 14.142]

0.901
[0.055, 14.710]

-0.1
[-5.6, 5.3]

1.000#

J: Baseline systolic blood pressure 0.253
<= 130 mmHg 136 6 (4.4)

[0.6, 8.2]
157 5 (3.2)

[0.1, 6.2]
1.385

[0.432, 4.438]
1.403

[0.419, 4.704]
1.2

[-3.9, 6.3]
0.582

> 130 mmHg 254 9 (3.5)
[1.1, 6.0]

236 2 (0.8)
[0.0, 2.2]

4.181
[0.913, 19.153]

4.298
[0.919, 20.101]

2.7
[-0.3, 5.7]

0.044

M: Baseline UACR status (cut-off 2) 0.093
>= 300 mg/g 117 3 (2.6)

[0.0, 5.9]
122 2 (1.6)

[0.0, 4.3]
1.564

[0.266, 9.193]
1.579

[0.259, 9.624]
0.9

[-3.6, 5.4]
0.678#

30 - < 300 mg/g 144 5 (3.5)
[0.1, 6.8]

149 5 (3.4)
[0.1, 6.6]

1.035
[0.306, 3.499]

1.036
[0.293, 3.657]

0.1
[-4.7, 5.0]

1.000#

< 30 mg/g 128 7 (5.5)
[1.1, 9.8]

122 0 (0.0)
[0.0, 0.4]

14.302 +
[0.826, 247.759]

15.123 +
[0.854, 267.718]

5.5
[0.7, 10.2]

0.015#



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1ALPN_SSIS: Proportion of subjects with AEOSI: Non-severe volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex 0.884
Male 249 7 (2.8)

[0.6, 5.1]
249 4 (1.6)

[0.0, 3.4]
1.750

[0.519, 5.903]
1.772

[0.512, 6.130]
1.2

[-1.8, 4.2]
0.361

Female 141 4 (2.8)
[0.0, 5.9]

144 2 (1.4)
[0.0, 3.6]

2.043
[0.380, 10.975]

2.073
[0.374, 11.502]

1.4
[-2.6, 5.5]

0.444#

C: Race 0.023i
White 273 11 (4.0)

[1.5, 6.5]
273 2 (0.7)

[0.0, 1.9]
5.500

[1.231, 24.582]
5.689

[1.249, 25.912]
3.3

[0.4, 6.2]
0.012

Black or African American 22 0 (0.0)
[0.0, 2.3]

24 1 (4.2)
[0.0, 14.2]

0.362 +
[0.016, 8.456]

0.348 +
[0.013, 9.000]

-4.2
[-16.5, 8.2]

1.000#

Asian 75 0 (0.0)
[0.0, 0.7]

67 2 (3.0)
[0.0, 7.8]

0.179 +
[0.009, 3.662]

0.174 +
[0.008, 3.680]

-3.0
[-8.5, 2.5]

0.221#

Other 20 0 (0.0)
[0.0, 2.5]

29 1 (3.4)
[0.0, 11.8]

0.476 +
[0.020, 11.131]

0.463 +
[0.018, 11.958]

-3.4
[-14.3, 7.4]

1.000#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10
Other n<10



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1ALPN_SSIS: Proportion of subjects with AEOSI: Non-severe volume depletion by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe volume depletion N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.250
> 1000 mg/g 50 2 (4.0)

[0.0, 10.4]
53 0 (0.0)

[0.0, 0.9]
5.294 +

[0.260, 107.635]
5.515 +

[0.258, 117.764]
4.0

[-3.4, 11.4]
0.233#

<= 1000 mg/g 339 9 (2.7)
[0.8, 4.5]

340 6 (1.8)
[0.2, 3.3]

1.504
[0.541, 4.180]

1.518
[0.534, 4.313]

0.9
[-1.6, 3.4]

0.430

G: Baseline eGFR (cut-off 1) 0.544
< 45 ml/min/1.73**2 126 5 (4.0)

[0.2, 7.8]
137 2 (1.5)

[0.0, 3.8]
2.718

[0.537, 13.761]
2.789

[0.531, 14.641]
2.5

[-2.2, 7.2]
0.265#

>= 45 ml/min/1.73**2 264 6 (2.3)
[0.3, 4.3]

256 4 (1.6)
[0.0, 3.3]

1.455
[0.415, 5.094]

1.465
[0.409, 5.254]

0.7
[-2.0, 3.4]

0.752#

I: Baseline eGFR (cut-off 3) 0.573
< 60 ml/min/1.73**2 318 10 (3.1)

[1.1, 5.2]
328 5 (1.5)

[0.0, 3.0]
2.063

[0.713, 5.968]
2.097

[0.709, 6.206]
1.6

[-1.0, 4.3]
0.172

>= 60 ml/min/1.73**2 72 1 (1.4)
[0.0, 4.8]

65 1 (1.5)
[0.0, 5.3]

0.903
[0.058, 14.142]

0.901
[0.055, 14.710]

-0.1
[-5.6, 5.3]

1.000#

J: Baseline systolic blood pressure n<10
<= 130 mmHg n<10
> 130 mmHg n<10

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AN_SSIS: Proportion of subjects with non-severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.846
<= 65 years 174 90 (51.7)

[44.0, 59.4]
165 91 (55.2)

[47.3, 63.0]
0.938

[0.769, 1.144]
0.871

[0.568, 1.336]
-3.4

[-14.6, 7.8]
0.528

> 65 years 216 115 (53.2)
[46.4, 60.1]

228 126 (55.3)
[48.6, 61.9]

0.963
[0.812, 1.143]

0.922
[0.634, 1.339]

-2.0
[-11.7, 7.7]

0.669

B: Sex 0.810
Male 249 133 (53.4)

[47.0, 59.8]
249 138 (55.4)

[49.0, 61.8]
0.964

[0.821, 1.132]
0.922

[0.648, 1.312]
-2.0

[-11.2, 7.1]
0.653

Female 141 72 (51.1)
[42.5, 59.7]

144 79 (54.9)
[46.4, 63.3]

0.931
[0.748, 1.159]

0.859
[0.539, 1.368]

-3.8
[-16.1, 8.5]

0.521

C: Race 0.328
White 273 146 (53.5)

[47.4, 59.6]
273 156 (57.1)

[51.1, 63.2]
0.936

[0.805, 1.088]
0.862

[0.615, 1.209]
-3.7

[-12.4, 5.0]
0.390

Black or African American 22 15 (68.2)
[46.4, 89.9]

24 12 (50.0)
[27.9, 72.1]

1.364
[0.834, 2.229]

2.143
[0.644, 7.130]

18.2
[-14.1, 50.4]

0.216

Asian 75 30 (40.0)
[28.2, 51.8]

67 32 (47.8)
[35.1, 60.5]

0.838
[0.576, 1.217]

0.729
[0.375, 1.419]

-7.8
[-25.5, 10.0]

0.354

Other 20 14 (70.0)
[47.4, 92.6]

29 17 (58.6)
[39.0, 78.3]

1.194
[0.785, 1.816]

1.647
[0.492, 5.516]

11.4
[-19.8, 42.5]

0.422

D: Region 0.652
Asia 72 31 (43.1)

[30.9, 55.2]
60 29 (48.3)

[34.9, 61.8]
0.891

[0.614, 1.293]
0.808

[0.406, 1.609]
-5.3

[-23.9, 13.3]
0.546

Europe 114 49 (43.0)
[33.5, 52.5]

103 52 (50.5)
[40.3, 60.6]

0.851
[0.640, 1.132]

0.739
[0.433, 1.263]

-7.5
[-21.7, 6.7]

0.270

North America 144 88 (61.1)
[52.8, 69.4]

157 90 (57.3)
[49.3, 65.4]

1.066
[0.884, 1.286]

1.170
[0.738, 1.854]

3.8
[-8.0, 15.6]

0.505

Latin/South America 40 25 (62.5)
[46.2, 78.8]

48 33 (68.8)
[54.6, 82.9]

0.909
[0.669, 1.235]

0.758
[0.313, 1.835]

-6.3
[-28.5, 16.0]

0.540

Other 20 12 (60.0)
[36.0, 84.0]

25 13 (52.0)
[30.4, 73.6]

1.154
[0.686, 1.940]

1.385
[0.421, 4.551]

8.0
[-25.6, 41.6]

0.596



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AN_SSIS: Proportion of subjects with non-severe AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with
non-severe AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.675
> 1000 mg/g 50 30 (60.0)

[45.4, 74.6]
53 35 (66.0)

[52.3, 79.7]
0.909

[0.675, 1.223]
0.771

[0.346, 1.720]
-6.0

[-26.6, 14.5]
0.528

<= 1000 mg/g 339 175 (51.6)
[46.2, 57.1]

340 182 (53.5)
[48.1, 59.0]

0.964
[0.836, 1.113]

0.926
[0.685, 1.252]

-1.9
[-9.7, 5.9]

0.619

G: Baseline eGFR (cut-off 1) 0.943
< 45 ml/min/1.73**2 126 68 (54.0)

[44.9, 63.1]
137 77 (56.2)

[47.5, 64.9]
0.960

[0.772, 1.195]
0.914

[0.562, 1.486]
-2.2

[-15.0, 10.6]
0.716

>= 45 ml/min/1.73**2 264 137 (51.9)
[45.7, 58.1]

256 140 (54.7)
[48.4, 61.0]

0.949
[0.808, 1.115]

0.894
[0.633, 1.262]

-2.8
[-11.8, 6.2]

0.524

I: Baseline eGFR (cut-off 3) 0.667
< 60 ml/min/1.73**2 318 169 (53.1)

[47.5, 58.8]
328 185 (56.4)

[50.9, 61.9]
0.942

[0.819, 1.084]
0.877

[0.643, 1.195]
-3.3

[-11.2, 4.7]
0.406

>= 60 ml/min/1.73**2 72 36 (50.0)
[37.8, 62.2]

65 32 (49.2)
[36.3, 62.2]

1.016
[0.724, 1.424]

1.031
[0.527, 2.017]

0.8
[-17.5, 19.0]

0.929

J: Baseline systolic blood pressure 0.683
<= 130 mmHg 136 71 (52.2)

[43.4, 61.0]
157 89 (56.7)

[48.6, 64.8]
0.921

[0.746, 1.137]
0.835

[0.526, 1.324]
-4.5

[-16.6, 7.6]
0.443

> 130 mmHg 254 134 (52.8)
[46.4, 59.1]

236 128 (54.2)
[47.7, 60.8]

0.973
[0.825, 1.147]

0.942
[0.660, 1.344]

-1.5
[-10.7, 7.8]

0.743

M: Baseline UACR status (cut-off 2) 0.982
>= 300 mg/g 117 67 (57.3)

[47.9, 66.7]
122 73 (59.8)

[50.7, 68.9]
0.957

[0.773, 1.185]
0.899

[0.537, 1.505]
-2.6

[-15.9, 10.8]
0.687

30 - < 300 mg/g 144 77 (53.5)
[45.0, 62.0]

149 82 (55.0)
[46.7, 63.4]

0.972
[0.787, 1.199]

0.939
[0.593, 1.487]

-1.6
[-13.7, 10.5]

0.789

< 30 mg/g 128 61 (47.7)
[38.6, 56.7]

122 62 (50.8)
[41.5, 60.1]

0.938
[0.729, 1.206]

0.881
[0.536, 1.447]

-3.2
[-16.4, 10.0]

0.618



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1AR_SSIS: Proportion of subjects with AEOSI: Renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.398
<= 65 years 174 6 (3.4)

[0.4, 6.4]
165 4 (2.4)

[0.0, 5.1]
1.422

[0.409, 4.950]
1.438

[0.398, 5.188]
1.0

[-3.2, 5.2]
0.751#

> 65 years 216 3 (1.4)
[0.0, 3.2]

228 5 (2.2)
[0.1, 4.3]

0.633
[0.153, 2.618]

0.628
[0.148, 2.661]

-0.8
[-3.7, 2.1]

0.725#

B: Sex 0.985
Male 249 7 (2.8)

[0.6, 5.1]
249 7 (2.8)

[0.6, 5.1]
1.000

[0.356, 2.809]
1.000

[0.346, 2.894]
0.0

[-3.3, 3.3]
1.000

Female 141 2 (1.4)
[0.0, 3.7]

144 2 (1.4)
[0.0, 3.6]

1.021
[0.146, 7.151]

1.022
[0.142, 7.354]

0.0
[-3.4, 3.5]

1.000#

C: Race 0.624
White 273 6 (2.2)

[0.3, 4.1]
273 4 (1.5)

[0.0, 3.1]
1.500

[0.428, 5.256]
1.511

[0.422, 5.416]
0.7

[-1.9, 3.3]
0.524

Black or African American 22 0 (0.0)
[0.0, 2.3]

24 1 (4.2)
[0.0, 14.2]

0.362 +
[0.016, 8.456]

0.348 +
[0.013, 9.000]

-4.2
[-16.5, 8.2]

1.000#

Asian 75 2 (2.7)
[0.0, 7.0]

67 3 (4.5)
[0.0, 10.2]

0.596
[0.103, 3.457]

0.584
[0.095, 3.609]

-1.8
[-9.4, 5.8]

0.667#

Other 20 1 (5.0)
[0.0, 17.1]

29 1 (3.4)
[0.0, 11.8]

1.450
[0.096, 21.850]

1.474
[0.087, 25.031]

1.6
[-14.3, 17.4]

1.000#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10
Other n<10



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1AR_SSIS: Proportion of subjects with AEOSI: Renal AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Renal AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.578
> 1000 mg/g 50 4 (8.0)

[0.0, 16.5]
53 3 (5.7)

[0.0, 12.8]
1.413

[0.333, 6.002]
1.449

[0.308, 6.825]
2.3

[-9.4, 14.0]
0.710#

<= 1000 mg/g 339 5 (1.5)
[0.0, 2.9]

340 6 (1.8)
[0.2, 3.3]

0.836
[0.258, 2.712]

0.833
[0.252, 2.757]

-0.3
[-2.5, 1.9]

0.765

G: Baseline eGFR (cut-off 1) 0.112
< 45 ml/min/1.73**2 126 5 (4.0)

[0.2, 7.8]
137 2 (1.5)

[0.0, 3.8]
2.718

[0.537, 13.761]
2.789

[0.531, 14.641]
2.5

[-2.2, 7.2]
0.265#

>= 45 ml/min/1.73**2 264 4 (1.5)
[0.0, 3.2]

256 7 (2.7)
[0.5, 4.9]

0.554
[0.164, 1.870]

0.547
[0.158, 1.892]

-1.2
[-4.1, 1.6]

0.335

I: Baseline eGFR (cut-off 3) 0.109
< 60 ml/min/1.73**2 318 9 (2.8)

[0.9, 4.8]
328 7 (2.1)

[0.4, 3.9]
1.326

[0.500, 3.518]
1.336

[0.491, 3.631]
0.7

[-2.0, 3.4]
0.570

>= 60 ml/min/1.73**2 72 0 (0.0)
[0.0, 0.7]

65 2 (3.1)
[0.0, 8.0]

0.181 +
[0.009, 3.698]

0.175 +
[0.008, 3.717]

-3.1
[-8.7, 2.6]

0.223#

J: Baseline systolic blood pressure 0.218
<= 130 mmHg 136 4 (2.9)

[0.0, 6.1]
157 2 (1.3)

[0.0, 3.3]
2.309

[0.430, 12.410]
2.348

[0.423, 13.026]
1.7

[-2.4, 5.7]
0.421#

> 130 mmHg 254 5 (2.0)
[0.1, 3.9]

236 7 (3.0)
[0.6, 5.3]

0.664
[0.214, 2.062]

0.657
[0.206, 2.099]

-1.0
[-4.2, 2.2]

0.476

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1AS_SSIS: Proportion of subjects with serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.205
<= 65 years 174 15 (8.6)

[4.2, 13.1]
165 12 (7.3)

[3.0, 11.5]
1.185

[0.572, 2.456]
1.203

[0.545, 2.653]
1.3

[-5.0, 7.7]
0.647

> 65 years 216 16 (7.4)
[3.7, 11.1]

228 26 (11.4)
[7.1, 15.7]

0.650
[0.359, 1.177]

0.622
[0.324, 1.194]

-4.0
[-9.9, 1.9]

0.151

B: Sex 0.571
Male 249 24 (9.6)

[5.8, 13.5]
249 27 (10.8)

[6.8, 14.9]
0.889

[0.528, 1.497]
0.877

[0.491, 1.567]
-1.2

[-6.9, 4.5]
0.658

Female 141 7 (5.0)
[1.0, 8.9]

144 11 (7.6)
[3.0, 12.3]

0.650
[0.259, 1.629]

0.632
[0.238, 1.679]

-2.7
[-9.0, 3.7]

0.354

C: Race 0.613
White 273 20 (7.3)

[4.1, 10.6]
273 29 (10.6)

[6.8, 14.5]
0.690

[0.400, 1.189]
0.665

[0.366, 1.207]
-3.3

[-8.4, 1.9]
0.178

Black or African American 22 3 (13.6)
[0.0, 30.2]

24 3 (12.5)
[0.0, 27.8]

1.091
[0.245, 4.851]

1.105
[0.199, 6.150]

1.1
[-22.7, 25.0]

1.000#

Asian 75 5 (6.7)
[0.4, 13.0]

67 3 (4.5)
[0.0, 10.2]

1.489
[0.370, 5.995]

1.524
[0.350, 6.634]

2.2
[-6.7, 11.1]

0.722#

Other 20 3 (15.0)
[0.0, 33.1]

29 3 (10.3)
[0.0, 23.2]

1.450
[0.325, 6.469]

1.529
[0.276, 8.482]

4.7
[-18.7, 28.1]

0.677#

D: Region 0.680
Asia 72 6 (8.3)

[1.3, 15.4]
60 4 (6.7)

[0.0, 13.8]
1.250

[0.370, 4.225]
1.273

[0.342, 4.737]
1.7

[-8.8, 12.2]
0.755#

Europe 114 9 (7.9)
[2.5, 13.3]

103 11 (10.7)
[4.2, 17.1]

0.739
[0.319, 1.712]

0.717
[0.284, 1.807]

-2.8
[-11.5, 5.9]

0.480

North America 144 8 (5.6)
[1.5, 9.6]

157 15 (9.6)
[4.6, 14.5]

0.581
[0.254, 1.330]

0.557
[0.229, 1.356]

-4.0
[-10.6, 2.6]

0.193

Latin/South America 40 3 (7.5)
[0.0, 16.9]

48 4 (8.3)
[0.0, 17.2]

0.900
[0.214, 3.787]

0.892
[0.188, 4.242]

-0.8
[-14.4, 12.8]

1.000#

Other 20 5 (25.0)
[3.5, 46.5]

25 4 (16.0)
[0.0, 32.4]

1.563
[0.482, 5.065]

1.750
[0.401, 7.629]

9.0
[-19.3, 37.3]

0.482#



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AS_SSIS: Proportion of subjects with serious AEs by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.592
> 1000 mg/g 50 7 (14.0)

[3.4, 24.6]
53 7 (13.2)

[3.1, 23.3]
1.060

[0.400, 2.807]
1.070

[0.347, 3.302]
0.8

[-14.4, 16.0]
0.907

<= 1000 mg/g 339 24 (7.1)
[4.2, 10.0]

340 31 (9.1)
[5.9, 12.3]

0.776
[0.466, 1.295]

0.759
[0.436, 1.324]

-2.0
[-6.4, 2.4]

0.331

G: Baseline eGFR (cut-off 1) 0.147
< 45 ml/min/1.73**2 126 14 (11.1)

[5.2, 17.0]
137 12 (8.8)

[3.7, 13.9]
1.269

[0.610, 2.638]
1.302

[0.578, 2.933]
2.4

[-5.7, 10.4]
0.524

>= 45 ml/min/1.73**2 264 17 (6.4)
[3.3, 9.6]

256 26 (10.2)
[6.3, 14.1]

0.634
[0.353, 1.140]

0.609
[0.322, 1.151]

-3.7
[-8.8, 1.4]

0.124

I: Baseline eGFR (cut-off 3) 0.526
< 60 ml/min/1.73**2 318 28 (8.8)

[5.5, 12.1]
328 33 (10.1)

[6.7, 13.5]
0.875

[0.542, 1.413]
0.863

[0.509, 1.465]
-1.3

[-6.1, 3.6]
0.586

>= 60 ml/min/1.73**2 72 3 (4.2)
[0.0, 9.5]

65 5 (7.7)
[0.4, 14.9]

0.542
[0.135, 2.178]

0.522
[0.120, 2.275]

-3.5
[-12.9, 5.9]

0.477#

J: Baseline systolic blood pressure 0.014i
<= 130 mmHg 136 15 (11.0)

[5.4, 16.7]
157 10 (6.4)

[2.2, 10.5]
1.732

[0.805, 3.727]
1.822

[0.790, 4.202]
4.7

[-2.5, 11.9]
0.155

> 130 mmHg 254 16 (6.3)
[3.1, 9.5]

236 28 (11.9)
[7.5, 16.2]

0.531
[0.295, 0.956]

0.499
[0.263, 0.949]

-5.6
[-11.1, -0.1]

0.031

M: Baseline UACR status (cut-off 2) 0.174
>= 300 mg/g 117 10 (8.5)

[3.1, 14.0]
122 14 (11.5)

[5.4, 17.5]
0.745

[0.345, 1.610]
0.721

[0.307, 1.694]
-2.9

[-11.4, 5.5]
0.452

30 - < 300 mg/g 144 10 (6.9)
[2.4, 11.4]

149 18 (12.1)
[6.5, 17.6]

0.575
[0.275, 1.203]

0.543
[0.242, 1.220]

-5.1
[-12.5, 2.2]

0.136

< 30 mg/g 128 11 (8.6)
[3.3, 13.8]

122 6 (4.9)
[0.7, 9.2]

1.747
[0.667, 4.579]

1.818
[0.651, 5.078]

3.7
[-3.3, 10.7]

0.249



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1ASG_SSIS: Proportion of subjects with AEOSI:  Genital infections by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Genital infections N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age n<10
<= 65 years n<10
> 65 years n<10

B: Sex n<10
Male n<10
Female n<10

C: Race 0.556
White 273 10 (3.7)

[1.3, 6.1]
273 4 (1.5)

[0.0, 3.1]
2.500

[0.794, 7.874]
2.557

[0.792, 8.255]
2.2

[-0.8, 5.2]
0.105

Black or African American 22 0 (0.0) 24 0 (0.0)
Asian 75 1 (1.3)

[0.0, 4.6]
67 0 (0.0)

[0.0, 0.7]
2.684 +

[0.111, 64.795]
2.718 +

[0.109, 67.860]
1.3

[-2.7, 5.3]
1.000#

Other 20 0 (0.0) 29 0 (0.0)

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10
Other n<10



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________

ASTRA ZENECA Page 2 of 2
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: IS_saf5.sas
Data Cut Date: Meta_analysis Run Date: 23JUN2021:18:34:36

Table TO1ASG_SSIS: Proportion of subjects with AEOSI:  Genital infections by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Genital infections N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status NE
> 1000 mg/g 50 0 (0.0) 53 0 (0.0)
<= 1000 mg/g 339 11 (3.2)

[1.2, 5.3]
340 4 (1.2)

[0.0, 2.5]
2.758

[0.887, 8.576]
2.817

[0.888, 8.936]
2.1

[-0.4, 4.6]
0.067

G: Baseline eGFR (cut-off 1) 0.220
< 45 ml/min/1.73**2 126 3 (2.4)

[0.0, 5.4]
137 0 (0.0)

[0.0, 0.4]
7.606 +

[0.397, 145.816]
7.794 +

[0.399, 152.387]
2.4

[-1.0, 5.8]
0.109#

>= 45 ml/min/1.73**2 264 8 (3.0)
[0.8, 5.3]

256 4 (1.6)
[0.0, 3.3]

1.939
[0.591, 6.361]

1.969
[0.585, 6.620]

1.5
[-1.5, 4.4]

0.266

I: Baseline eGFR (cut-off 3) 0.387
< 60 ml/min/1.73**2 318 9 (2.8)

[0.9, 4.8]
328 4 (1.2)

[0.0, 2.6]
2.321

[0.722, 7.460]
2.359

[0.719, 7.740]
1.6

[-0.9, 4.1]
0.145

>= 60 ml/min/1.73**2 72 2 (2.8)
[0.0, 7.3]

65 0 (0.0)
[0.0, 0.8]

4.521 +
[0.221, 92.452]

4.645 +
[0.219, 98.574]

2.8
[-2.5, 8.0]

0.498#

J: Baseline systolic blood pressure 0.805
<= 130 mmHg 136 3 (2.2)

[0.0, 5.0]
157 1 (0.6)

[0.0, 2.2]
3.463

[0.364, 32.907]
3.519

[0.362, 34.229]
1.6

[-1.9, 5.0]
0.340#

> 130 mmHg 254 8 (3.1)
[0.8, 5.5]

236 3 (1.3)
[0.0, 2.9]

2.478
[0.665, 9.229]

2.526
[0.662, 9.636]

1.9
[-1.1, 4.9]

0.161

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1ASU_SSIS: Proportion of subjects with AEOSI: UTI by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
UTI N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.276
<= 65 years 174 8 (4.6)

[1.2, 8.0]
165 6 (3.6)

[0.5, 6.8]
1.264

[0.448, 3.566]
1.277

[0.433, 3.763]
1.0

[-3.9, 5.8]
0.657

> 65 years 216 6 (2.8)
[0.4, 5.2]

228 11 (4.8)
[1.8, 7.8]

0.576
[0.217, 1.530]

0.564
[0.205, 1.552]

-2.0
[-6.0, 1.9]

0.262

B: Sex 0.410
Male 249 7 (2.8)

[0.6, 5.1]
249 6 (2.4)

[0.3, 4.5]
1.167

[0.398, 3.422]
1.171

[0.388, 3.536]
0.4

[-2.8, 3.6]
0.779

Female 141 7 (5.0)
[1.0, 8.9]

144 11 (7.6)
[3.0, 12.3]

0.650
[0.259, 1.629]

0.632
[0.238, 1.679]

-2.7
[-9.0, 3.7]

0.354

C: Race 0.655
White 273 11 (4.0)

[1.5, 6.5]
273 15 (5.5)

[2.6, 8.4]
0.733

[0.343, 1.568]
0.722

[0.326, 1.602]
-1.5

[-5.4, 2.5]
0.422

Black or African American 22 1 (4.5)
[0.0, 15.5]

24 0 (0.0)
[0.0, 2.1]

3.261 +
[0.140, 76.104]

3.419 +
[0.132, 88.396]

4.5
[-8.5, 17.6]

0.478#

Asian 75 1 (1.3)
[0.0, 4.6]

67 1 (1.5)
[0.0, 5.1]

0.893
[0.057, 14.004]

0.892
[0.055, 14.544]

-0.2
[-5.5, 5.1]

1.000#

Other 20 1 (5.0)
[0.0, 17.1]

29 1 (3.4)
[0.0, 11.8]

1.450
[0.096, 21.850]

1.474
[0.087, 25.031]

1.6
[-14.3, 17.4]

1.000#

D: Region 0.711
Asia 72 1 (1.4)

[0.0, 4.8]
60 2 (3.3)

[0.0, 8.7]
0.417

[0.039, 4.484]
0.408

[0.036, 4.618]
-1.9

[-8.8, 4.9]
0.591#

Europe 114 2 (1.8)
[0.0, 4.6]

103 3 (2.9)
[0.0, 6.6]

0.602
[0.103, 3.534]

0.595
[0.097, 3.635]

-1.2
[-6.1, 3.8]

0.670#

North America 144 8 (5.6)
[1.5, 9.6]

157 10 (6.4)
[2.2, 10.5]

0.872
[0.354, 2.149]

0.865
[0.332, 2.255]

-0.8
[-6.8, 5.2]

0.766

Latin/South America 40 2 (5.0)
[0.0, 13.0]

48 2 (4.2)
[0.0, 10.9]

1.200
[0.177, 8.140]

1.211
[0.163, 9.003]

0.8
[-10.3, 11.9]

1.000#

Other 20 1 (5.0)
[0.0, 17.1]

25 0 (0.0)
[0.0, 2.0]

3.714 +
[0.159, 86.549]

3.923 +
[0.151, 101.630]

5.0
[-9.1, 19.1]

0.444#



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1ASU_SSIS: Proportion of subjects with AEOSI: UTI by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
UTI N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.396
> 1000 mg/g 50 2 (4.0)

[0.0, 10.4]
53 1 (1.9)

[0.0, 6.5]
2.120

[0.198, 22.659]
2.167

[0.190, 24.668]
2.1

[-6.4, 10.6]
0.610#

<= 1000 mg/g 339 12 (3.5)
[1.4, 5.7]

340 16 (4.7)
[2.3, 7.1]

0.752
[0.361, 1.566]

0.743
[0.346, 1.595]

-1.2
[-4.4, 2.1]

0.445

G: Baseline eGFR (cut-off 1) 0.934
< 45 ml/min/1.73**2 126 6 (4.8)

[0.6, 8.9]
137 8 (5.8)

[1.5, 10.1]
0.815

[0.291, 2.285]
0.806

[0.272, 2.392]
-1.1

[-7.2, 5.1]
0.698

>= 45 ml/min/1.73**2 264 8 (3.0)
[0.8, 5.3]

256 9 (3.5)
[1.1, 6.0]

0.862
[0.338, 2.199]

0.858
[0.326, 2.259]

-0.5
[-3.9, 3.0]

0.756

I: Baseline eGFR (cut-off 3) 0.492
< 60 ml/min/1.73**2 318 12 (3.8)

[1.5, 6.0]
328 16 (4.9)

[2.4, 7.4]
0.774

[0.372, 1.609]
0.765

[0.356, 1.643]
-1.1

[-4.5, 2.3]
0.491

>= 60 ml/min/1.73**2 72 2 (2.8)
[0.0, 7.3]

65 1 (1.5)
[0.0, 5.3]

1.806
[0.168, 19.449]

1.829
[0.162, 20.652]

1.2
[-5.1, 7.5]

1.000#

J: Baseline systolic blood pressure 0.013i
<= 130 mmHg 136 3 (2.2)

[0.0, 5.0]
157 12 (7.6)

[3.2, 12.1]
0.289

[0.083, 1.001]
0.273

[0.075, 0.987]
-5.4

[-11.0, 0.1]
0.036

> 130 mmHg 254 11 (4.3)
[1.6, 7.0]

236 5 (2.1)
[0.1, 4.2]

2.044
[0.721, 5.796]

2.091
[0.716, 6.112]

2.2
[-1.3, 5.7]

0.169

M: Baseline UACR status (cut-off 2) 0.284
>= 300 mg/g 117 4 (3.4)

[0.0, 7.1]
122 2 (1.6)

[0.0, 4.3]
2.085

[0.389, 11.171]
2.124

[0.382, 11.822]
1.8

[-3.0, 6.6]
0.439#

30 - < 300 mg/g 144 5 (3.5)
[0.1, 6.8]

149 5 (3.4)
[0.1, 6.6]

1.035
[0.306, 3.499]

1.036
[0.293, 3.657]

0.1
[-4.7, 5.0]

1.000#

< 30 mg/g 128 5 (3.9)
[0.2, 7.7]

122 10 (8.2)
[2.9, 13.5]

0.477
[0.168, 1.354]

0.455
[0.151, 1.373]

-4.3
[-11.0, 2.4]

0.154



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1ASUN_SSIS: Proportion of subjects with AEOSI: Non-severe UTI by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe UTI N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.343
<= 65 years 174 8 (4.6)

[1.2, 8.0]
165 6 (3.6)

[0.5, 6.8]
1.264

[0.448, 3.566]
1.277

[0.433, 3.763]
1.0

[-3.9, 5.8]
0.657

> 65 years 216 6 (2.8)
[0.4, 5.2]

228 10 (4.4)
[1.5, 7.3]

0.633
[0.234, 1.713]

0.623
[0.222, 1.744]

-1.6
[-5.5, 2.3]

0.364

B: Sex 0.296
Male 249 7 (2.8)

[0.6, 5.1]
249 5 (2.0)

[0.1, 4.0]
1.400

[0.450, 4.352]
1.412

[0.442, 4.509]
0.8

[-2.3, 3.9]
0.559

Female 141 7 (5.0)
[1.0, 8.9]

144 11 (7.6)
[3.0, 12.3]

0.650
[0.259, 1.629]

0.632
[0.238, 1.679]

-2.7
[-9.0, 3.7]

0.354

C: Race 0.686
White 273 11 (4.0)

[1.5, 6.5]
273 14 (5.1)

[2.3, 7.9]
0.786

[0.363, 1.700]
0.777

[0.346, 1.743]
-1.1

[-5.0, 2.8]
0.539

Black or African American 22 1 (4.5)
[0.0, 15.5]

24 0 (0.0)
[0.0, 2.1]

3.261 +
[0.140, 76.104]

3.419 +
[0.132, 88.396]

4.5
[-8.5, 17.6]

0.478#

Asian 75 1 (1.3)
[0.0, 4.6]

67 1 (1.5)
[0.0, 5.1]

0.893
[0.057, 14.004]

0.892
[0.055, 14.544]

-0.2
[-5.5, 5.1]

1.000#

Other 20 1 (5.0)
[0.0, 17.1]

29 1 (3.4)
[0.0, 11.8]

1.450
[0.096, 21.850]

1.474
[0.087, 25.031]

1.6
[-14.3, 17.4]

1.000#

D: Region 0.708
Asia 72 1 (1.4)

[0.0, 4.8]
60 2 (3.3)

[0.0, 8.7]
0.417

[0.039, 4.484]
0.408

[0.036, 4.618]
-1.9

[-8.8, 4.9]
0.591#

Europe 114 2 (1.8)
[0.0, 4.6]

103 3 (2.9)
[0.0, 6.6]

0.602
[0.103, 3.534]

0.595
[0.097, 3.635]

-1.2
[-6.1, 3.8]

0.670#

North America 144 8 (5.6)
[1.5, 9.6]

157 9 (5.7)
[1.8, 9.7]

0.969
[0.384, 2.444]

0.967
[0.363, 2.578]

-0.2
[-6.1, 5.7]

0.947

Latin/South America 40 2 (5.0)
[0.0, 13.0]

48 2 (4.2)
[0.0, 10.9]

1.200
[0.177, 8.140]

1.211
[0.163, 9.003]

0.8
[-10.3, 11.9]

1.000#

Other 20 1 (5.0)
[0.0, 17.1]

25 0 (0.0)
[0.0, 2.0]

3.714 +
[0.159, 86.549]

3.923 +
[0.151, 101.630]

5.0
[-9.1, 19.1]

0.444#



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1ASUN_SSIS: Proportion of subjects with AEOSI: Non-severe UTI by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEOSI:
Non-severe UTI N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.429
> 1000 mg/g 50 2 (4.0)

[0.0, 10.4]
53 1 (1.9)

[0.0, 6.5]
2.120

[0.198, 22.659]
2.167

[0.190, 24.668]
2.1

[-6.4, 10.6]
0.610#

<= 1000 mg/g 339 12 (3.5)
[1.4, 5.7]

340 15 (4.4)
[2.1, 6.7]

0.802
[0.381, 1.688]

0.795
[0.367, 1.725]

-0.9
[-4.1, 2.4]

0.561

G: Baseline eGFR (cut-off 1) 0.916
< 45 ml/min/1.73**2 126 6 (4.8)

[0.6, 8.9]
137 7 (5.1)

[1.1, 9.2]
0.932

[0.322, 2.699]
0.929

[0.303, 2.841]
-0.3

[-6.3, 5.7]
0.897

>= 45 ml/min/1.73**2 264 8 (3.0)
[0.8, 5.3]

256 9 (3.5)
[1.1, 6.0]

0.862
[0.338, 2.199]

0.858
[0.326, 2.259]

-0.5
[-3.9, 3.0]

0.756

I: Baseline eGFR (cut-off 3) 0.528
< 60 ml/min/1.73**2 318 12 (3.8)

[1.5, 6.0]
328 15 (4.6)

[2.2, 7.0]
0.825

[0.392, 1.735]
0.818

[0.377, 1.777]
-0.8

[-4.2, 2.6]
0.612

>= 60 ml/min/1.73**2 72 2 (2.8)
[0.0, 7.3]

65 1 (1.5)
[0.0, 5.3]

1.806
[0.168, 19.449]

1.829
[0.162, 20.652]

1.2
[-5.1, 7.5]

1.000#

J: Baseline systolic blood pressure 0.007i
<= 130 mmHg 136 3 (2.2)

[0.0, 5.0]
157 12 (7.6)

[3.2, 12.1]
0.289

[0.083, 1.001]
0.273

[0.075, 0.987]
-5.4

[-11.0, 0.1]
0.036

> 130 mmHg 254 11 (4.3)
[1.6, 7.0]

236 4 (1.7)
[0.0, 3.6]

2.555
[0.825, 7.914]

2.626
[0.824, 8.362]

2.6
[-0.8, 6.0]

0.091

M: Baseline UACR status (cut-off 2) 0.144
>= 300 mg/g 117 4 (3.4)

[0.0, 7.1]
122 1 (0.8)

[0.0, 2.8]
4.171

[0.473, 36.771]
4.283

[0.472, 38.898]
2.6

[-1.9, 7.1]
0.205#

30 - < 300 mg/g 144 5 (3.5)
[0.1, 6.8]

149 5 (3.4)
[0.1, 6.6]

1.035
[0.306, 3.499]

1.036
[0.293, 3.657]

0.1
[-4.7, 5.0]

1.000#

< 30 mg/g 128 5 (3.9)
[0.2, 7.7]

122 10 (8.2)
[2.9, 13.5]

0.477
[0.168, 1.354]

0.455
[0.151, 1.373]

-4.3
[-11.0, 2.4]

0.154



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.075
<= 65 years 174 8 (4.6)

[1.2, 8.0]
165 8 (4.8)

[1.3, 8.4]
0.948

[0.364, 2.468]
0.946

[0.347, 2.581]
-0.3

[-5.4, 4.9]
0.913

> 65 years 216 4 (1.9)
[0.0, 3.9]

228 16 (7.0)
[3.5, 10.6]

0.264
[0.090, 0.777]

0.250
[0.082, 0.760]

-5.2
[-9.4, -0.9]

0.009

B: Sex 0.972
Male 249 8 (3.2)

[0.8, 5.6]
249 16 (6.4)

[3.2, 9.7]
0.500

[0.218, 1.147]
0.483

[0.203, 1.151]
-3.2

[-7.4, 0.9]
0.094

Female 141 4 (2.8)
[0.0, 5.9]

144 8 (5.6)
[1.5, 9.6]

0.511
[0.157, 1.658]

0.496
[0.146, 1.687]

-2.7
[-8.1, 2.6]

0.254

C: Race 0.349
White 273 8 (2.9)

[0.7, 5.1]
273 20 (7.3)

[4.1, 10.6]
0.400

[0.179, 0.893]
0.382

[0.165, 0.883]
-4.4

[-8.4, -0.3]
0.020

Black or African American 22 0 (0.0)
[0.0, 2.3]

24 1 (4.2)
[0.0, 14.2]

0.362 +
[0.016, 8.456]

0.348 +
[0.013, 9.000]

-4.2
[-16.5, 8.2]

1.000#

Asian 75 2 (2.7)
[0.0, 7.0]

67 1 (1.5)
[0.0, 5.1]

1.787
[0.166, 19.261]

1.808
[0.160, 20.405]

1.2
[-4.9, 7.2]

1.000#

Other 20 2 (10.0)
[0.0, 25.6]

29 2 (6.9)
[0.0, 17.8]

1.450
[0.222, 9.458]

1.500
[0.193, 11.637]

3.1
[-17.2, 23.4]

1.000#

D: Region 0.970
Asia 72 1 (1.4)

[0.0, 4.8]
60 2 (3.3)

[0.0, 8.7]
0.417

[0.039, 4.484]
0.408

[0.036, 4.618]
-1.9

[-8.8, 4.9]
0.591#

Europe 114 3 (2.6)
[0.0, 6.0]

103 6 (5.8)
[0.8, 10.8]

0.452
[0.116, 1.760]

0.437
[0.106, 1.794]

-3.2
[-9.5, 3.1]

0.314#

North America 144 4 (2.8)
[0.0, 5.8]

157 9 (5.7)
[1.8, 9.7]

0.485
[0.153, 1.539]

0.470
[0.141, 1.560]

-3.0
[-8.1, 2.2]

0.209

Latin/South America 40 3 (7.5)
[0.0, 16.9]

48 6 (12.5)
[2.1, 22.9]

0.600
[0.160, 2.248]

0.568
[0.133, 2.431]

-5.0
[-19.7, 9.7]

0.502#

Other 20 1 (5.0)
[0.0, 17.1]

25 1 (4.0)
[0.0, 13.7]

1.250
[0.083, 18.763]

1.263
[0.074, 21.542]

1.0
[-15.8, 17.8]

1.000#



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
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Table TO1AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1AT_SSIS: Proportion of subjects with AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with AEs
leading to discontinuation of study
medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.517
> 1000 mg/g 50 1 (2.0)

[0.0, 6.9]
53 4 (7.5)

[0.0, 15.6]
0.265

[0.031, 2.291]
0.250

[0.027, 2.318]
-5.5

[-15.6, 4.5]
0.364#

<= 1000 mg/g 339 11 (3.2)
[1.2, 5.3]

340 20 (5.9)
[3.2, 8.5]

0.552
[0.268, 1.133]

0.537
[0.253, 1.138]

-2.6
[-6.1, 0.8]

0.100

G: Baseline eGFR (cut-off 1) 0.730
< 45 ml/min/1.73**2 126 5 (4.0)

[0.2, 7.8]
137 12 (8.8)

[3.7, 13.9]
0.453

[0.164, 1.250]
0.430

[0.147, 1.258]
-4.8

[-11.4, 1.8]
0.115

>= 45 ml/min/1.73**2 264 7 (2.7)
[0.5, 4.8]

256 12 (4.7)
[1.9, 7.5]

0.566
[0.226, 1.414]

0.554
[0.215, 1.430]

-2.0
[-5.7, 1.6]

0.216

I: Baseline eGFR (cut-off 3) 0.928
< 60 ml/min/1.73**2 318 11 (3.5)

[1.3, 5.6]
328 22 (6.7)

[3.8, 9.6]
0.516

[0.254, 1.046]
0.498

[0.238, 1.045]
-3.2

[-6.9, 0.4]
0.061

>= 60 ml/min/1.73**2 72 1 (1.4)
[0.0, 4.8]

65 2 (3.1)
[0.0, 8.0]

0.451
[0.042, 4.862]

0.444
[0.039, 5.011]

-1.7
[-8.1, 4.8]

0.604#

J: Baseline systolic blood pressure 0.298
<= 130 mmHg 136 6 (4.4)

[0.6, 8.2]
157 9 (5.7)

[1.8, 9.7]
0.770

[0.281, 2.107]
0.759

[0.263, 2.190]
-1.3

[-7.0, 4.4]
0.610

> 130 mmHg 254 6 (2.4)
[0.3, 4.4]

236 15 (6.4)
[3.0, 9.7]

0.372
[0.147, 0.942]

0.356
[0.136, 0.935]

-4.0
[-8.0, 0.0]

0.029

M: Baseline UACR status (cut-off 2) 0.483
>= 300 mg/g 117 3 (2.6)

[0.0, 5.9]
122 11 (9.0)

[3.5, 14.5]
0.284

[0.081, 0.994]
0.266

[0.072, 0.977]
-6.5

[-13.1, 0.2]
0.034

30 - < 300 mg/g 144 6 (4.2)
[0.6, 7.8]

149 9 (6.0)
[1.9, 10.2]

0.690
[0.252, 1.889]

0.676
[0.234, 1.951]

-1.9
[-7.6, 3.8]

0.468

< 30 mg/g 128 3 (2.3)
[0.0, 5.4]

122 4 (3.3)
[0.0, 6.8]

0.715
[0.163, 3.129]

0.708
[0.155, 3.230]

-0.9
[-5.8, 4.0]

0.717#



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1ATS_SSIS: Proportion of subjects with serious AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs leading to discontinuation of
study medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

A: Age 0.047i
<= 65 years 174 3 (1.7)

[0.0, 3.9]
165 2 (1.2)

[0.0, 3.2]
1.422

[0.241, 8.405]
1.430

[0.236, 8.667]
0.5

[-2.6, 3.7]
1.000#

> 65 years 216 1 (0.5)
[0.0, 1.6]

228 9 (3.9)
[1.2, 6.7]

0.117
[0.015, 0.918]

0.113
[0.014, 0.901]

-3.5
[-6.6, -0.3]

0.021#

B: Sex n<10
Male n<10
Female n<10

C: Race 0.619
White 273 3 (1.1)

[0.0, 2.5]
273 8 (2.9)

[0.7, 5.1]
0.375

[0.101, 1.399]
0.368

[0.097, 1.402]
-1.8

[-4.5, 0.9]
0.128

Black or African American 22 0 (0.0) 24 0 (0.0)
Asian 75 1 (1.3)

[0.0, 4.6]
67 1 (1.5)

[0.0, 5.1]
0.893

[0.057, 14.004]
0.892

[0.055, 14.544]
-0.2

[-5.5, 5.1]
1.000#

Other 20 0 (0.0)
[0.0, 2.5]

29 2 (6.9)
[0.0, 17.8]

0.286 +
[0.014, 5.652]

0.268 +
[0.012, 5.895]

-6.9
[-20.3, 6.6]

0.507#

D: Region n<10
Asia n<10
Europe n<10
North America n<10
Latin/South America n<10
Other n<10



Source Data: aae, created on: 23JUN2021.

Subgroups are labelled in accordance with study D169AC00001. Subgroups were excluded either because they were not preplanned or
they had < 10 patients in at least one subgroup category.

+ Adding of 0.5 to each cell.
# Fisher's test used instead of chi-square test.
OR = odds ratio, RR = relative risk, ARR = absolute risk reduction, CI = confidence interval, NE= Not evaluable.
Note: N = total number of patients (denominator), n = number of patients with response, i =  significant interaction,
_________________________________________________________________________________________________________________________________
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Table TO1ATS_SSIS: Proportion of subjects with serious AEs leading to discontinuation of study medication by subgroup
SAS

Dapa 10 mg Placebo
Proportion of subjects with serious
AEs leading to discontinuation of
study medication N

n (%)
[95 % CI] N

n (%)
[95 % CI]

RR
[95 % CI]

OR
[95 % CI]

ARR
[95 % CI] p-value

F: Baseline UACR status 0.368
> 1000 mg/g 50 0 (0.0)

[0.0, 1.0]
53 2 (3.8)

[0.0, 9.8]
0.212 +

[0.010, 4.305]
0.204 +

[0.010, 4.355]
-3.8

[-10.8, 3.3]
0.496#

<= 1000 mg/g 339 4 (1.2)
[0.0, 2.5]

340 9 (2.6)
[0.8, 4.5]

0.446
[0.139, 1.434]

0.439
[0.134, 1.440]

-1.5
[-3.8, 0.9]

0.163

G: Baseline eGFR (cut-off 1) n<10
< 45 ml/min/1.73**2 n<10
>= 45 ml/min/1.73**2 n<10

I: Baseline eGFR (cut-off 3) 0.507
< 60 ml/min/1.73**2 318 4 (1.3)

[0.0, 2.6]
328 10 (3.0)

[1.0, 5.1]
0.413

[0.131, 1.302]
0.405

[0.126, 1.305]
-1.8

[-4.3, 0.7]
0.118

>= 60 ml/min/1.73**2 72 0 (0.0)
[0.0, 0.7]

65 1 (1.5)
[0.0, 5.3]

0.301 +
[0.012, 7.271]

0.297 +
[0.012, 7.408]

-1.5
[-6.0, 2.9]

0.474#

J: Baseline systolic blood pressure 0.023i
<= 130 mmHg 136 3 (2.2)

[0.0, 5.0]
157 2 (1.3)

[0.0, 3.3]
1.732

[0.294, 10.211]
1.748

[0.288, 10.619]
0.9

[-2.8, 4.6]
0.666#

> 130 mmHg 254 1 (0.4)
[0.0, 1.4]

236 9 (3.8)
[1.2, 6.5]

0.103
[0.013, 0.809]

0.100
[0.013, 0.793]

-3.4
[-6.4, -0.4]

0.009#

M: Baseline UACR status (cut-off 2) n<10
>= 300 mg/g n<10
30 - < 300 mg/g n<10
< 30 mg/g n<10



Forest Plots subgroup analyses – Relative Risk 

FO1A_SSSSR Forest plot for AEs by subgroup - relative risk 

FO1A_SSWPR1  Forest plot for AEs SOC Blood and lymphatic system disorder by subgroups 
- relative risk   

FO1A_SSWPR2 
 

Forest plot for AEs SOC Cardiac disorders by subgroups - relative risk  
 

FO1A_SSWPR3 
 

Forest plot for AEs PT Musculoskeletal pain by subgroups - relative risk  
 

FO1A_SSWPR4 
 

Forest plot for AEs PT Pollakiuria by subgroups - relative risk  
 

FO1AA_SSSSR Forest plot for non-disease related AEs by subgroup - relative risk 

FO1AN_SSSSR Forest plot for non-severe AEs by subgroup - relative risk 

FO1AC_SSSSR Forest plot for severe AEs by subgroup - relative risk 

FO1AC_SSWPR Forest plot for severe AEs by SOC/preferred term by subgroup - relative 
risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AAC_SSSSR Forest plot for non-disease related severe AEs by subgroup - relative risk 

FO1AS_SSSSR Forest plot for serious AEs by subgroup - relative risk 

FO1AS_SSWPR Forest plot for serious AEs by SOC/preferred term by subgroup - relative 
risk 
Not applicable as there was no significance for serious AE by 
SOC/preferred term on overall level. 

FO1AAS_SSSSR Forest plot for non-disease related serious AEs by subgroup - relative risk 

FO1AD_SSSSR Forest plot for AEs leading to death by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AFR_SSSSR Forest plot for AEOSI: Fractures by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AFRN_SSSSR Forest plot for AEOSI: Non-severe fractures by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AFRC_SSSSR Forest plot for AEOSI: Severe fractures by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AFRS_SSSSR Forest plot for AEOSI: Serious fractures by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AR_SSSSR Forest plot for AEOSI: Renal AEs by subgroup - relative risk 



FO1ARN_SSSSR Forest plot for AEOSI: Non-severe renal AEs by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ARC_SSSSR Forest plot for AEOSI: Severe renal AEs by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ARS_SSSSR Forest plot for AEOSI: Serious renal AEs by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ASU_SSSSR Forest plot for AEOSI: UTI by subgroup - relative risk 

FO1ASUN_SSSSR Forest plot for AEOSI: Non-severe UTI by subgroup - relative risk 

FO1ASUC_SSSSR Forest plot for AEOSI: Severe UTI by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ASUS_SSSSR Forest plot for AEOSI: Serious UTI by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ALP_SSSSR Forest plot for AEOSI: Volume depletion by subgroup - relative risk 

FO1ALPN_SSSSR Forest plot for AEOSI: Non-severe volume depletion by subgroup - relative 
risk 

FO1ALPC_SSSSR Forest plot for AEOSI: Severe volume depletion by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ALPS_SSSSR Forest plot for AEOSI: Serious volume depletion by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ASG_SSSSR Forest plot for AEOSI:  Genital infections by subgroup - relative risk 

FO1ASGN_SSSSR Forest plot for AEOSI: Non-severe genital infections by subgroup - relative 
risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ASGC_SSSSR Forest plot for AEOSI: Severe genital infections by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ASGS_SSSSR Forest plot for AEOSI: Serious genital infections by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AT_SSSSR Forest plot for AEs leading to discontinuation of study medication by 
subgroup - relative risk 

FO1ATS_SSSSR Forest plot for serious AEs leading to discontinuation of study medication 
by subgroup - relative risk 

FO1AM_SSSSR Forest plot for AEOSI: AEs leading to amputation by subgroup - relative 
risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AMN_SSSSR Forest plot for AEOSI: Non-severe AEs leading to amputation by subgroup 
- relative risk 



Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AMC_SSSSR Forest plot for AEOSI: Severe AEs leading to amputation by subgroup - 
relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AMS_SSSSR Forest plot for AEOSI: Serious AEs leading to amputation by subgroup - 
relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AK_SSSSR Forest plot for AEOSI: DKA by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AKN_SSSSR Forest plot for AEOSI: Non-severe DKA by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AKC_SSSSR Forest plot for AEOSI: Severe DKA by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1AKS_SSSSR Forest plot for AEOSI: Serious DKA by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ASH_SSSSR Forest plot for AEOSI: Hypoglycemia events by subgroup - relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ASHN_SSSSR Forest plot for AEOSI: Non-severe hypoglycemia events by subgroup - 
relative risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ASHC_SSSSR Forest plot for AEOSI: Severe hypoglycemia events by subgroup - relative 
risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 

FO1ASHS_SSSSR Forest plot for AEOSI: Serious hypoglycemia events by subgroup - relative 
risk 
Not applicable as subgroups were not calculated either because they were 
not preplanned or they had < 10 patients in at least one subgroup category 
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_A_1: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value NE

SAF -  Subgroup A: Age : <= 65 years
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_A_2: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.245

SAF -  Subgroup A: Age : > 65 years
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_B_1: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.109

SAF -  Subgroup B: Sex : Male
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_B_2: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value NE

SAF -  Subgroup B: Sex : Female
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_C_1: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : White
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_C_2: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value    0.186

SAF -  Subgroup C: Race : Black or African American
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_C_3: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Asian
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_D_1: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Asia
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_D_2: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Europe
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_D_3: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.026

SAF -  Subgroup D: Region : North America
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_D_4: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Latin/South America
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_D_5: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_F_1: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value NE

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_F_2: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.179

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_G_1: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value NE

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_G_2: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.176

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_I_1: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.070

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_J_1: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.381

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_J_2: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value NE

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_M_1: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value NE

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_M_2: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.040

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR1_M_3: Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value NE

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for AEs SOC Blood and lymphatic system disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_A_1: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.313

SAF -  Subgroup A: Age : <= 65 years
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_A_2: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.549

SAF -  Subgroup A: Age : > 65 years
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_B_1: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.482

SAF -  Subgroup B: Sex : Male
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_B_2: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.135

SAF -  Subgroup B: Sex : Female
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_C_1: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.619

SAF -  Subgroup C: Race : White
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_C_2: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value    0.111

SAF -  Subgroup C: Race : Black or African American
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_C_3: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Asian
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk

0.893 0.05714.004 1.000

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
1/75

0/3

0/5

1/67

1/67

0/6

0/8

1/53

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1A_SSSPR2.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:13:25:34 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_D_1: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Asia
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_D_2: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value    0.708

SAF -  Subgroup D: Region : Europe
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_D_3: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.250

SAF -  Subgroup D: Region : North America
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_D_4: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.277

SAF -  Subgroup D: Region : Latin/South America
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_D_5: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_F_1: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.368

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_F_2: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.589

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_G_1: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.348

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_G_2: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.900

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_I_1: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.127

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_I_2: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value NE

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_J_1: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.684

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_J_2: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.095

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_M_1: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.753

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_M_2: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.033

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk

0.148

0.065

0.034

0.004

0.639

1.097

0.003

0.006

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.01 0.1 1 10

Dapa 10 mg Placebo
2/144

0/34

0/46

2/64

14/149

4/33

8/51

2/65

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1A_SSSPR2.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:13:25:34 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR2_M_3: Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.271

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for AEs SOC Cardiac disorders: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_A_1: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.530

SAF -  Subgroup A: Age : <= 65 years
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_A_2: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.700

SAF -  Subgroup A: Age : > 65 years
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_B_1: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.530

SAF -  Subgroup B: Sex : Male
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_B_2: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.677

SAF -  Subgroup B: Sex : Female
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_C_1: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.492

SAF -  Subgroup C: Race : White
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_C_2: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Black or African American
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_C_3: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value    0.249

SAF -  Subgroup C: Race : Asian
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_C_4: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Other
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_D_1: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Asia
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_D_2: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Europe
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_D_3: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.523

SAF -  Subgroup D: Region : North America
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_D_4: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Latin/South America
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_D_5: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_F_1: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value NE

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_F_2: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.691

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_G_1: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.521

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_G_2: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.649

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_I_1: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.539

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_J_1: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.567

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_J_2: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value NE

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_M_1: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value NE

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk

9.381 0.511172.35 0.056

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10 100

Dapa 10 mg Placebo
4/117

3/22

0/24

1/71

0/122

0/24

0/26

0/72

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1A_SSSPR3.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:13:55:16 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_M_2: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.236

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR3_M_3: Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.584

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for AEs PT Musculoskeletal pain: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_A_1: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.424

SAF -  Subgroup A: Age : <= 65 years
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_A_2: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value NE

SAF -  Subgroup A: Age : > 65 years
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_B_1: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.565

SAF -  Subgroup B: Sex : Male
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_B_2: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.677

SAF -  Subgroup B: Sex : Female
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk

4.085

2.138

0.462

0.205

36.101

22.338

0.211

0.606

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
4/141

2/29

1/69

1/43

1/144

1/31

0/70

0/43

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1A_SSSPR4.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:13:56:46 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_C_1: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.436

SAF -  Subgroup C: Race : White
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_C_2: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Black or African American
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_C_3: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Asian
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_D_1: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Asia
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_D_2: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Europe
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_D_3: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.564

SAF -  Subgroup D: Region : North America
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk

6.542

3.417

1.489

0.768

28.730

15.196

0.004

0.100

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
12/144

8/48

3/64

1/32

2/157

2/41

0/76

0/40

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1A_SSSPR4.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:13:56:46 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_D_4: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Latin/South America
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_D_5: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_F_1: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value NE

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_F_2: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.499

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk

4.680

3.082

1.357

0.869

16.139

10.935

0.007

0.064

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
14/339

9/73

2/151

3/115

3/340

3/75

0/151

0/114

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1A_SSSPR4.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:13:56:46 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_G_1: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value NE

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_G_2: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.470

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_I_1: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.559

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_I_2: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value NE

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_J_1: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value NE

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_J_2: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.242

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_M_1: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.672

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_M_2: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.633

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSSS/TB1A_SSSS/TC2A_SSSS/To1A_SSSS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSPR4_M_3: Forest plot for AEs PT Pollakiuria: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value NE

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_A_1: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.357

SAF -  Subgroup A: Age : <= 65 years
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_A_2: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.346

SAF -  Subgroup A: Age : > 65 years
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_B_1: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.992

SAF -  Subgroup B: Sex : Male
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_B_2: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.561

SAF -  Subgroup B: Sex : Female
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_C_1: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.939

SAF -  Subgroup C: Race : White
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_C_2: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value    0.117

SAF -  Subgroup C: Race : Black or African American
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_C_3: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value    0.827

SAF -  Subgroup C: Race : Asian
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_C_4: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value    0.296

SAF -  Subgroup C: Race : Other
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_D_1: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value    0.974

SAF -  Subgroup D: Region : Asia
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_D_2: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value    0.786

SAF -  Subgroup D: Region : Europe
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_D_3: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.782

SAF -  Subgroup D: Region : North America
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_D_4: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.443

SAF -  Subgroup D: Region : Latin/South America
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_D_5: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_F_1: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.291

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_F_2: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.564

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_G_1: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.967

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEs: study effects within subgroups - relative risk

0.976

0.956

0.806

0.917

0.788

0.761

0.395

0.637

1.208

1.202

1.643

1.321

0.822

0.707

0.551

0.641

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
70/126

37/49

8/24

25/53

78/137

30/38

12/29

36/70

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1A_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:13:28:45 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_G_2: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.782

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEs: study effects within subgroups - relative risk

0.930

0.967

0.881

1.017

0.797

0.772

0.680

0.788

1.085

1.211

1.141

1.314

0.358

0.770

0.337

0.895

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
141/264

28/36

59/136

54/92

147/256

37/46

65/132

45/78

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1A_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:13:28:45 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_I_1: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.502

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_I_2: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.559

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_J_1: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.478

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for AEs: study effects within subgroups - relative risk

0.962

0.911

0.877

1.163

0.785

0.720

0.576

0.792

1.178

1.153

1.336

1.708

0.708

0.433

0.541

0.441

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
75/136

28/38

22/56

25/42

90/157

38/47

30/67

22/43

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1A_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:13:28:45 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_J_2: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.882

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_M_1: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.860

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_M_2: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.487

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1A_SSIS/TB1A_SSIS/TC2A_SSIS/To1A_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1A_SSSSR_M_3: Forest plot for AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.758

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_A_1: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.357

SAF -  Subgroup A: Age : <= 65 years
Forest plot for non-disease related AEs: study effects within subgroups - relative risk

0.928

1.147

0.862

0.926

0.765

0.920

0.575

0.680

1.126

1.429

1.293

1.263

0.449

0.234

0.477

0.629

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
92/174

28/32

29/74

35/68

94/165

29/38

25/55

40/72

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1AA_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:07:34 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_A_2: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.275

SAF -  Subgroup A: Age : > 65 years
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_B_1: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.991

SAF -  Subgroup B: Sex : Male
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_B_2: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.523

SAF -  Subgroup B: Sex : Female
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_C_1: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.939

SAF -  Subgroup C: Race : White
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_C_2: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value    0.117

SAF -  Subgroup C: Race : Black or African American
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_C_3: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value    0.916

SAF -  Subgroup C: Race : Asian
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_C_4: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value    0.296

SAF -  Subgroup C: Race : Other
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_D_1: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value    0.974

SAF -  Subgroup D: Region : Asia
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_D_2: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value    0.786

SAF -  Subgroup D: Region : Europe
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_D_3: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.870

SAF -  Subgroup D: Region : North America
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_D_4: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.443

SAF -  Subgroup D: Region : Latin/South America
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_D_5: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_F_1: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.415

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_F_2: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.494

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_G_1: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.958

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_G_2: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.821

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_I_1: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.480

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_I_2: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.496

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_J_1: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.394

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_J_2: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.918

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_M_1: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.831

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_M_2: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.487

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AA_SSIS/TB1AA_SSIS/TC2AA_SSIS/TO1AA_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AA_SSSSR_M_3: Forest plot for non-disease related AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.725

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for non-disease related AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_A_1: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.171

SAF -  Subgroup A: Age : <= 65 years
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk

1.054

1.059

0.439

0.221

2.528

5.067

0.907

1.000

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
10/174

5/32

2/74

3/68

9/165

2/38

4/55

3/72

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1AAC_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:18:21 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_A_2: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.813

SAF -  Subgroup A: Age : > 65 years
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_B_1: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.298

SAF -  Subgroup B: Sex : Male
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_B_2: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.685

SAF -  Subgroup B: Sex : Female
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_C_1: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.927

SAF -  Subgroup C: Race : White
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_C_2: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value    0.204

SAF -  Subgroup C: Race : Black or African American
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_C_3: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value    0.194

SAF -  Subgroup C: Race : Asian
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_C_4: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value    0.067

SAF -  Subgroup C: Race : Other
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_D_1: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value    0.379

SAF -  Subgroup D: Region : Asia
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_D_2: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value    0.969

SAF -  Subgroup D: Region : Europe
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_D_3: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.165

SAF -  Subgroup D: Region : North America
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_D_4: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.545

SAF -  Subgroup D: Region : Latin/South America
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_D_5: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk

1.875 0.34610.160 0.642

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
3/20

0/0

0/0

3/20

2/25

0/0

0/0

2/25

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1AAC_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:18:21 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_F_1: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.230

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_F_2: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.374

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_G_1: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.368

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_G_2: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.726

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk

0.459

0.555

0.212

0.166

0.996

1.850

0.043

0.331

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
9/264

3/36

4/136

2/92

19/256

6/46

7/132

6/78

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1AAC_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:18:21 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_I_1: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.755

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_I_2: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.030

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_J_1: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.481

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_J_2: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.641

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_M_1: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.416

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_M_2: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.344

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAC_SSIS/TB1AAC_SSIS/TC2AAC_SSIS/TO1AAC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAC_SSSSR_M_3: Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.125

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for non-disease related severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_A_1: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.522

SAF -  Subgroup A: Age : <= 65 years
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_A_2: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.833

SAF -  Subgroup A: Age : > 65 years
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_B_1: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.781

SAF -  Subgroup B: Sex : Male
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_B_2: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.466

SAF -  Subgroup B: Sex : Female
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_C_1: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.978

SAF -  Subgroup C: Race : White
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_C_2: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value    0.434

SAF -  Subgroup C: Race : Black or African American
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_C_3: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value    0.414

SAF -  Subgroup C: Race : Asian
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_C_4: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value    0.130

SAF -  Subgroup C: Race : Other
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk

1.450

1.250

0.325

0.197

6.469

7.921

0.677

1.000

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
3/20

1/1

0/3

2/16

3/29

1/8

0/1

2/20

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1AAS_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:23:18 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_D_1: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value    0.694

SAF -  Subgroup D: Region : Asia
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_D_2: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value    0.978

SAF -  Subgroup D: Region : Europe
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_D_3: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.216

SAF -  Subgroup D: Region : North America
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_D_4: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.545

SAF -  Subgroup D: Region : Latin/South America
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_D_5: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_F_1: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.161

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_F_2: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.526

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_G_1: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.232

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_G_2: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.817

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_I_1: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.320

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_I_2: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.025

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_J_1: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.732

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_J_2: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.730

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_M_1: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.417

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk

0.869

1.183

0.390

0.418

1.934

3.347

0.731

0.752

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
10/117

2/22

1/24

7/71

12/122

2/24

4/26

6/72

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1AAS_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:23:18 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_M_2: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.150

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AAS_SSIS/TB1AAS_SSIS/TC2AAS_SSIS/TO1AAS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AAS_SSSSR_M_3: Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.282

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for non-disease related serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_A_1: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.171

SAF -  Subgroup A: Age : <= 65 years
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_A_2: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.712

SAF -  Subgroup A: Age : > 65 years
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_B_1: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.298

SAF -  Subgroup B: Sex : Male
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_B_2: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.647

SAF -  Subgroup B: Sex : Female
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_C_1: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.927

SAF -  Subgroup C: Race : White
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_C_2: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value    0.204

SAF -  Subgroup C: Race : Black or African American
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_C_3: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value    0.089

SAF -  Subgroup C: Race : Asian
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_C_4: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value    0.067

SAF -  Subgroup C: Race : Other
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_D_1: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value    0.242

SAF -  Subgroup D: Region : Asia
Forest plot for severe AEs: study effects within subgroups - relative risk

0.833 0.121 5.740 1.000

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
2/72

1/11

0/0

1/61

2/60

0/9

0/0

2/51

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1AC_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:13:22 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_D_2: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value    0.969

SAF -  Subgroup D: Region : Europe
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_D_3: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.165

SAF -  Subgroup D: Region : North America
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_D_4: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.545

SAF -  Subgroup D: Region : Latin/South America
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_D_5: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_F_1: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.274

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_F_2: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.374

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_G_1: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.368

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_G_2: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.611

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_I_1: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.762

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_I_2: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.030

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_J_1: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.481

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_J_2: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.609

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_M_1: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.450

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_M_2: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.344

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AC_SSIS/TB1AC_SSIS/TC2AC_SSIS/TO1AC_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AC_SSSSR_M_3: Forest plot for severe AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.125

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_A_1: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.806

SAF -  Subgroup A: Age : <= 65 years
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_A_2: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.170

SAF -  Subgroup A: Age : > 65 years
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_B_1: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.731

SAF -  Subgroup B: Sex : Male
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_B_2: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.248

SAF -  Subgroup B: Sex : Female
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_C_1: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.234

SAF -  Subgroup C: Race : White
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_C_2: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Black or African American
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_C_3: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Asian
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_C_4: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value    0.009

SAF -  Subgroup C: Race : Other
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_D_1: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value    0.154

SAF -  Subgroup D: Region : Asia
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_D_2: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Europe
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_D_3: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.115

SAF -  Subgroup D: Region : North America
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_D_4: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.424

SAF -  Subgroup D: Region : Latin/South America
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_D_5: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_F_1: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value NE

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_F_2: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.108

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_G_1: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.198

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_G_2: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.026

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_I_1: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.523

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_I_2: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.132

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_J_1: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.088

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_J_2: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.625

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_M_1: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.739

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_M_2: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.539

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk

1.035 0.306 3.499 1.000

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
5/144

3/34

0/46

2/64

5/149

2/33

0/51

3/65

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1ALP_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:39:39 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALP_SSIS/TB1ALP_SSIS/TC2ALP_SSIS/TO1ALP_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALP_SSSSR_M_3: Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value NE

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for AEOSI: Volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_B_1: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.858

SAF -  Subgroup B: Sex : Male
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_B_2: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.045

SAF -  Subgroup B: Sex : Female
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_C_1: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.429

SAF -  Subgroup C: Race : White
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_C_2: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Black or African American
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_C_3: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Asian
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_C_4: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Other
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk

0.476 0.02011.131 1.000

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
0/20

0/1

0/3

0/16

1/29

0/8

0/1

1/20

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1ALPN_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:43:47 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_F_1: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value NE

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_F_2: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.161

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_G_1: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.392

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_G_2: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.065

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk

1.455 0.415 5.094 0.752

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
6/264

2/36

2/136

2/92

4/256

0/46

0/132

4/78

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1ALPN_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:43:47 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_I_1: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.519

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ALPN_SSIS/TB1ALPN_SSIS/TC2ALPN_SSIS/TO1ALPN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ALPN_SSSSR_I_2: Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.132

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for AEOSI: Non-severe volume depletion: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_A_1: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.612

SAF -  Subgroup A: Age : <= 65 years
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_A_2: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.232

SAF -  Subgroup A: Age : > 65 years
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_B_1: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.833

SAF -  Subgroup B: Sex : Male
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_B_2: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.618

SAF -  Subgroup B: Sex : Female
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_C_1: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.677

SAF -  Subgroup C: Race : White
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_C_2: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value    0.165

SAF -  Subgroup C: Race : Black or African American
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_C_3: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value    0.820

SAF -  Subgroup C: Race : Asian
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_C_4: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value    0.296

SAF -  Subgroup C: Race : Other
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_D_1: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value    0.967

SAF -  Subgroup D: Region : Asia
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_D_2: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value    0.440

SAF -  Subgroup D: Region : Europe
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_D_3: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.674

SAF -  Subgroup D: Region : North America
Forest plot for non-severe AEs: study effects within subgroups - relative risk

1.066

1.014

0.957

1.193

0.884

0.816

0.668

0.819

1.286

1.261

1.369

1.738

0.505

0.898

0.809

0.364

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
88/144

38/48

29/64

21/32

90/157

32/41

36/76

22/40

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1AN_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:10:45 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_D_4: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.443

SAF -  Subgroup D: Region : Latin/South America
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_D_5: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_F_1: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.413

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_F_2: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.317

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_G_1: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.968

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_G_2: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.544

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_I_1: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.368

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_I_2: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.642

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_J_1: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.457

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_J_2: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.834

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_M_1: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.874

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_M_2: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.429

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for non-severe AEs: study effects within subgroups - relative risk

0.972

0.859

0.857

1.105

0.787

0.641

0.524

0.809

1.199

1.150

1.401

1.511

0.789

0.307

0.537

0.531

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
77/144

23/34

17/46

37/64

82/149

26/33

22/51

34/65

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1AN_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:10:45 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AN_SSIS/TB1AN_SSIS/TC2AN_SSIS/TO1AN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AN_SSSSR_M_3: Forest plot for non-severe AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.405

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for non-severe AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_A_1: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.237

SAF -  Subgroup A: Age : <= 65 years
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_A_2: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.395

SAF -  Subgroup A: Age : > 65 years
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_B_1: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.500

SAF -  Subgroup B: Sex : Male
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_B_2: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.231

SAF -  Subgroup B: Sex : Female
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_C_1: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.491

SAF -  Subgroup C: Race : White
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_C_2: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Black or African American
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_C_3: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value    0.483

SAF -  Subgroup C: Race : Asian
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_C_4: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Other
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_F_1: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.405

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_F_2: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.236

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_G_1: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.947

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk

2.718 0.53713.761 0.265

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
5/126

3/49

0/24

2/53

2/137

1/38

0/29

1/70

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1AR_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:26:03 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_G_2: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.249

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_I_1: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.482

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_I_2: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value NE

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_J_1: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.457

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AR_SSIS/TB1AR_SSIS/TC2AR_SSIS/TO1AR_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AR_SSSSR_J_2: Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.519

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for AEOSI: Renal AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_A_1: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.544

SAF -  Subgroup A: Age : <= 65 years
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_A_2: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.761

SAF -  Subgroup A: Age : > 65 years
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_B_1: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.815

SAF -  Subgroup B: Sex : Male
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_B_2: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.390

SAF -  Subgroup B: Sex : Female
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_C_1: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.978

SAF -  Subgroup C: Race : White
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_C_2: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value    0.434

SAF -  Subgroup C: Race : Black or African American
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_C_3: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value    0.181

SAF -  Subgroup C: Race : Asian
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_C_4: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value    0.130

SAF -  Subgroup C: Race : Other
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_D_1: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value    0.764

SAF -  Subgroup D: Region : Asia
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_D_2: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value    0.978

SAF -  Subgroup D: Region : Europe
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_D_3: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.216

SAF -  Subgroup D: Region : North America
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_D_4: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.545

SAF -  Subgroup D: Region : Latin/South America
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_D_5: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_F_1: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.241

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_F_2: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.526

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_G_1: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.232

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_G_2: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.599

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_I_1: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.436

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_I_2: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.025

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_J_1: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.732

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_J_2: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.700

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_M_1: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.528

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for serious AEs: study effects within subgroups - relative risk

0.745

0.887

0.345

0.340

1.610

2.317

0.452

0.808

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
10/117

2/22

1/24

7/71

14/122

2/24

4/26

8/72

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1AS_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:20:44 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_M_2: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.150

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AS_SSIS/TB1AS_SSIS/TC2AS_SSIS/TO1AS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AS_SSSSR_M_3: Forest plot for serious AEs: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.282

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for serious AEs: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASG_SSIS/TB1ASG_SSIS/TC2ASG_SSIS/TO1ASG_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASG_SSSSR_C_1: Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.388

SAF -  Subgroup C: Race : White
Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk

2.500 0.794 7.874 0.105

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
10/273

4/77

3/141

3/55

4/273

2/69

2/140

0/64

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1ASG_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:49:08 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASG_SSIS/TB1ASG_SSIS/TC2ASG_SSIS/TO1ASG_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASG_SSSSR_C_3: Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Asian
Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASG_SSIS/TB1ASG_SSIS/TC2ASG_SSIS/TO1ASG_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASG_SSSSR_F_2: Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.361

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASG_SSIS/TB1ASG_SSIS/TC2ASG_SSIS/TO1ASG_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASG_SSSSR_G_1: Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value NE

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASG_SSIS/TB1ASG_SSIS/TC2ASG_SSIS/TO1ASG_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASG_SSSSR_G_2: Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.441

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASG_SSIS/TB1ASG_SSIS/TC2ASG_SSIS/TO1ASG_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASG_SSSSR_I_1: Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.334

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASG_SSIS/TB1ASG_SSIS/TC2ASG_SSIS/TO1ASG_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASG_SSSSR_I_2: Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value NE

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASG_SSIS/TB1ASG_SSIS/TC2ASG_SSIS/TO1ASG_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASG_SSSSR_J_1: Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.137

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASG_SSIS/TB1ASG_SSIS/TC2ASG_SSIS/TO1ASG_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASG_SSSSR_J_2: Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.268

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for AEOSI:  Genital infections: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_A_1: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.327

SAF -  Subgroup A: Age : <= 65 years
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_A_2: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.906

SAF -  Subgroup A: Age : > 65 years
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_B_1: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.933

SAF -  Subgroup B: Sex : Male
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_B_2: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.424

SAF -  Subgroup B: Sex : Female
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_C_1: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.693

SAF -  Subgroup C: Race : White
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_C_2: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Black or African American
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_C_3: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Asian
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_C_4: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value    0.025

SAF -  Subgroup C: Race : Other
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_D_1: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value    0.370

SAF -  Subgroup D: Region : Asia
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_D_2: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value    0.380

SAF -  Subgroup D: Region : Europe
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_D_3: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.968

SAF -  Subgroup D: Region : North America
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk

0.872 0.354 2.149 0.766

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
8/144

4/48

3/64

1/32

10/157

4/41

4/76

2/40

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1ASU_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:29:03 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_D_4: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.910

SAF -  Subgroup D: Region : Latin/South America
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_D_5: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_F_1: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.451

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_F_2: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.670

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_G_1: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.775

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_G_2: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.890

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_I_1: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.567

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_I_2: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.219

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_J_1: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.524

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_J_2: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.298

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_M_1: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.448

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_M_2: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.791

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASU_SSIS/TB1ASU_SSIS/TC2ASU_SSIS/TO1ASU_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASU_SSSSR_M_3: Forest plot for AEOSI: UTI: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.911

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for AEOSI: UTI: study effects within subgroups - relative risk

0.477 0.168 1.354 0.154

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
5/128

3/29

2/89

0/10

10/122

6/27

4/84

0/11

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1ASUN_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:34:10 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_A_1: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.327

SAF -  Subgroup A: Age : <= 65 years
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_A_2: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.765

SAF -  Subgroup A: Age : > 65 years
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_B_1: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.877

SAF -  Subgroup B: Sex : Male
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_B_2: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.424

SAF -  Subgroup B: Sex : Female
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_C_1: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.503

SAF -  Subgroup C: Race : White
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_C_2: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Black or African American
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_C_3: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Asian
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_C_4: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value    0.025

SAF -  Subgroup C: Race : Other
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_D_1: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value    0.370

SAF -  Subgroup D: Region : Asia
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_D_2: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value    0.380

SAF -  Subgroup D: Region : Europe
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk

0.602 0.103 3.534 0.670

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
2/114

0/9

1/96

1/9

3/103

1/11

2/85

0/7

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1ASUN_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:12:34:10 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_D_3: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.969

SAF -  Subgroup D: Region : North America
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_D_4: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.910

SAF -  Subgroup D: Region : Latin/South America
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_D_5: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_F_1: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.451

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_F_2: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.455

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_G_1: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.509

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_G_2: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.890

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_I_1: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.367

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_I_2: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.219

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_J_1: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.524

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_J_2: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.284

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_M_1: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.642

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_M_2: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.791

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ASUN_SSIS/TB1ASUN_SSIS/TC2ASUN_SSIS/TO1ASUN_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ASUN_SSSSR_M_3: Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.911

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for AEOSI: Non-severe UTI: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_A_1: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.948

SAF -  Subgroup A: Age : <= 65 years
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_A_2: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.453

SAF -  Subgroup A: Age : > 65 years
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_B_1: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - B: Sex : Male 

 

Subgroup interaction p-value    0.547

SAF -  Subgroup B: Sex : Male
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_B_2: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - B: Sex : Female 

 

Subgroup interaction p-value    0.683

SAF -  Subgroup B: Sex : Female
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_C_1: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.187

SAF -  Subgroup C: Race : White
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_C_2: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - C: Race : Black or African American 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Black or African American
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_C_3: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Asian
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_C_4: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value    0.568

SAF -  Subgroup C: Race : Other
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_D_1: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - D: Region : Asia 

 

Subgroup interaction p-value    0.370

SAF -  Subgroup D: Region : Asia
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_D_2: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - D: Region : Europe 

 

Subgroup interaction p-value    0.061

SAF -  Subgroup D: Region : Europe
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_D_3: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - D: Region : North America 

 

Subgroup interaction p-value    0.506

SAF -  Subgroup D: Region : North America
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_D_4: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - D: Region : Latin/South America 

 

Subgroup interaction p-value    0.627

SAF -  Subgroup D: Region : Latin/South America
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_D_5: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - D: Region : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup D: Region : Other
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_F_1: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value    0.233

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_F_2: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.406

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_G_1: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.295

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : < 45 ml/min/1.73**2
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_G_2: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2 

 

Subgroup interaction p-value    0.271

SAF -  Subgroup G: Baseline eGFR (cut-off 1) : >= 45 ml/min/1.73**2
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_I_1: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.224

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_I_2: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.112

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_J_1: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.222

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_J_2: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.410

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_M_1: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): >= 300 mg/g 

 

Subgroup interaction p-value    0.474

SAF -  Subgroup M: Baseline UACR status (cut-off 2): >= 300 mg/g
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_M_2: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g 

 

Subgroup interaction p-value    0.732

SAF -  Subgroup M: Baseline UACR status (cut-off 2): 30 - < 300 mg/g
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1AT_SSIS/TB1AT_SSIS/TC2AT_SSIS/TO1AT_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1AT_SSSSR_M_3: Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - M: Baseline UACR status (cut-off 2): < 30 mg/g 

 

Subgroup interaction p-value    0.670

SAF -  Subgroup M: Baseline UACR status (cut-off 2): < 30 mg/g
Forest plot for AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ATS_SSIS/TB1ATS_SSIS/TC2ATS_SSIS/TO1ATS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ATS_SSSSR_A_1: Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - A: Age : <= 65 years 

 

Subgroup interaction p-value    0.574

SAF -  Subgroup A: Age : <= 65 years
Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ATS_SSIS/TB1ATS_SSIS/TC2ATS_SSIS/TO1ATS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ATS_SSSSR_A_2: Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - A: Age : > 65 years 

 

Subgroup interaction p-value    0.074

SAF -  Subgroup A: Age : > 65 years
Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ATS_SSIS/TB1ATS_SSIS/TC2ATS_SSIS/TO1ATS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ATS_SSSSR_C_1: Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - C: Race : White 

 

Subgroup interaction p-value    0.302

SAF -  Subgroup C: Race : White
Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ATS_SSIS/TB1ATS_SSIS/TC2ATS_SSIS/TO1ATS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ATS_SSSSR_C_3: Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - C: Race : Asian 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Asian
Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ATS_SSIS/TB1ATS_SSIS/TC2ATS_SSIS/TO1ATS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ATS_SSSSR_C_4: Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - C: Race : Other 

 

Subgroup interaction p-value NE

SAF -  Subgroup C: Race : Other
Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ATS_SSIS/TB1ATS_SSIS/TC2ATS_SSIS/TO1ATS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ATS_SSSSR_F_1: Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : > 1000 mg/g 

 

Subgroup interaction p-value NE

SAF -  Subgroup F: Baseline UACR status : > 1000 mg/g
Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ATS_SSIS/TB1ATS_SSIS/TC2ATS_SSIS/TO1ATS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ATS_SSSSR_F_2: Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - F: Baseline UACR status : <= 1000 mg/g 

 

Subgroup interaction p-value    0.591

SAF -  Subgroup F: Baseline UACR status : <= 1000 mg/g
Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ATS_SSIS/TB1ATS_SSIS/TC2ATS_SSIS/TO1ATS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ATS_SSSSR_I_1: Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2 

 

Subgroup interaction p-value    0.525

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : < 60 ml/min/1.73**2
Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ATS_SSIS/TB1ATS_SSIS/TC2ATS_SSIS/TO1ATS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ATS_SSSSR_I_2: Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2 

 

Subgroup interaction p-value NE

SAF -  Subgroup I: Baseline eGFR (cut-off 3) : >= 60 ml/min/1.73**2
Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ATS_SSIS/TB1ATS_SSIS/TC2ATS_SSIS/TO1ATS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ATS_SSSSR_J_1: Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: <= 130 mmHg 

 

Subgroup interaction p-value    0.628

SAF -  Subgroup J: Baseline systolic blood pressure: <= 130 mmHg
Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk

1.732 0.29410.211 0.666

RR 95%
 CI lo

wer

95%
 CI u

pper

p-valu
e

0.1 1 10

Dapa 10 mg Placebo
3/136

1/38

1/56

1/42

2/157

0/47

1/67

1/43

Dap
a 1

0 m
g (n

/N
)

Plac
eb

o (n
/N

)

Pooled Estimate

MB102029

DERIVE

DELIGHT

 
 



ASTRA ZENECA Page 1 of 1 
Value Dossier Analysis: D1690C00023, D1690C00024, MB102029 Program Name: FO1ATS_SSSR.sas 
Data Cut Date: Meta_analysis Run Date: 17AUG2021:13:02:14 
 

 
______________________________________________________________________________________________________ 
Note: N = total number of patients (denominator), n = number of patients with response, 
RR = relative risk, CI = confidence interval, NE = not evaluable. 
Source Table: TA1ATS_SSIS/TB1ATS_SSIS/TC2ATS_SSIS/TO1ATS_SSIS 
Source Data: aae, created on: 23JUN21:12:00:10. 

 Figure FO1ATS_SSSSR_J_2: Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk 
 SAF - J: Baseline systolic blood pressure: > 130 mmHg 

 

Subgroup interaction p-value    0.110

SAF -  Subgroup J: Baseline systolic blood pressure: > 130 mmHg
Forest plot for serious AEs leading to discontinuation of study medication: study effects within subgroups - relative risk
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